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Preface

Women's mental health is receiving increased attention from scholars, practitioners, the
media, and the public at large. There is now awidespread appreciation that biologically de-
termined gender and socially determined gender play major rolesin the way health, includ-
ing mental health, is conceptualized. This heightened awarenessis seen at al levels of sci-
entific understanding, from the sociocultural through to the hormonal, cellular, and DNA
levels—areas of increased biomedical investigation and activity. Simultaneous advancesin
knowledge have been occurring at each of these levels, and the timeis now ripe to integrate
gender-relevant findings across these levels.

An acceptable definition of women’s mental health has not yet been clearly delineated
(Weisman, 1997). Some have suggested that thisfield should be defined as the study of dis-
orders that occur only in women, mainly in women, or that take a more serious course in
women than in men. However, as chapters in this book (e.g., ADHD, conduct disorder)
clearly show, it is also important to study gender differences in conditions that occur less
frequently in women or that take arelatively less serious course in women and girls. Such a
“gender lens’ can inform ideas of etiology, phenotype (the boundaries of a disorder), and
intervention.

It is now recognized that the origins, expression, and course and outcome, as well asre-
sponses to treatment of all psychiatric illnesses, differ in women and men. Traditionally, re-
searchers and research funders were male, and women were excluded from participation in
research trials. There were two cogent reasons advanced at the time for the exclusion of
women. In the aftermath of the thalidomide and diethylstilbestrol crises, the health of the
devel oping fetus was an important consideration; women (later modified to women without
reliable contraception) were seen as risky participants in research studies because they
could be or could become pregnant. Improved surveillance methods have minimized these
concerns. The second area of concern arose from a naive awareness of the importance of
the menstrua cycle and its interrelationship with physiologic processes. In the past, the
menstrual cycle was primarily viewed as a confounding factor, which could upset the clear
interpretation of research results. By contrast, now most researchers see that the periodicity
of the menstrual cycle makes it an ideal focus for research, being neither too rapid, as are
many ultradian rhythms, nor too protracted as are seasonal cycles, for ready study. This
view that detailed investigation of the menstrual cycle itself can shed light on other chrono-
biological processes shows how far our concepts about gender and health have advanced in
the last twenty years.

The entry of women into the echelons of research has also spurred our appreciation of
gender and gender determinants of health and illness. It appears that women researchers
may ask different questions and use different methodologies. Women's research is charac-
terized by the inclusion of both quantitative and qualitative methods, a focus on the context
of disorder, a reduction of the hierarchical relationship between researchers and their par-
ticipants, and the embrace rather than the avoidance of complexity (Campbell & Wasco,
2000; Hoffman, 2000). We celebrate the burgeoning contributions being made by women
researchers by commissioning these chapters written almost entirely by women. This vol-
ume firmly takes awoman’s point of view. Of course, there are major overlaps between re-
search conducted by women and men. Discoveries made by men about men usually apply
to women too. But it is important, we think, to publicize work done by women that applies
to women. Such insights will also, in large measure, apply to men.

The editors of this book had three guiding principles in mind that determined the
structure and content of the volume: development, culture, and stress.

Xv
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The concept of development, the process of becoming bigger, fuller, more active or
more visible, and subsequently older and more involuted, the evolution from simpler to
more complex and then, perhaps, back to simpler again, underpins our ideas about mental
health. Many psychiatric theorists have addressed the development of the individual over
time (the Freuds, Sigmund and Anna, Klein, Homey, Piaget, Erickson, Winnicott, Beck,
Vaillant, Miller, Maslow, Gilligan). There are several threads to the development of the
human being: physical, cognitive-intellectual, emotional, interpersonal, reproductive, and
occupational, each with its own path. These threads are usually assumed to be developing
synchronously. However, chapters in this volume (such as those on body image and eating
disorders in adolescent girls, Chapter 8, and intellectual disability, Chapter 17) discuss the
confusion in thinking that arises when one thread lags behind the others.

The link between developmental processes and mental disorders is a two-way street.
Some disorders appear to be preordained from the start but await a certain level of develop-
ment before they surface. The unfolding processes of schizophrenia (Chapters 9 and 14 on
psychosis), substance abuse (Chapters 10 and 13), and gender difference in the rates of
depression becoming manifest at puberty (Chapters 4 and 12) show how the developmental
stage determines the phenotype of disorders. These are complex concepts whose sex and
gender implications are as yet poorly analyzed. The other direction, more clearly described,
documents how a mental disorder often delays a normal developmental sequence. This
probably affects all developmental threads, but is most clearly documented for the
interpersonal—socia. Many chaptersin this volume alude to this; it is clearly articulated in
Chapter 8, where the impact of an eating disorder on psychosocia development in adoles-
cence is discussed and illustrated in a memorable case history. The development of aging
women is usually conceptualized as a loss of previously attained skills; the chapters in the
section on aging identify new areas of mastery that challenge the mature woman. The psy-
chogeriatric literature has traditionally been very attuned to developmental considerations.
There is a problem in the psychiatric literature arising from the epidemiologic custom of
separating studies of adults under 65 from those aged 65 and over. This custom has imposed
an artificial disconnection in what is a continuous process of evolution and invol ution.

There is an additional way in which the dynamic model of development is relevant to
women's mental health. The history of ideas about women’s mental health itself has
evolved and now draws on a diverse base of research in biomedicine, psychology, philoso-
phy, anthropol ogy, sociology, and women'’s and gender studies. Efforts of integration across
disciplinary boundaries, bringing together current and complementary discourses, will
advance the field's evolution.

The influence of culture is seen in all manifestations of mental health and psychiatric
disorders. The editors sought a main introductory chapter on the cultural aspects of devel-
opment and also received an arresting commentary on it. We aimed to include the perspec-
tives of women from around the English-speaking world. We did not wish to narrow the
scope of this volume only to insights from the developed world and strove not to present
them as universal conclusions based only on the experience of one cultural group. In this,
we and our contributors were limited by the global politics of health research funding; our
contributors, mainly, have drawn on the available published research data that emanate
from developed economies. The generalizability of these findingsis suspect, as several con-
tributors point out. Although the editors asked contributors to consider the devel opmental
and cultural underpinnings of their topic, thiswas, of course, not always possible.

A third underlying focus was the effect of stress in general and stressors specific to
women in particular on the course of individual disorders. This has been more fully devel-
oped in some chapters than in others (Chapters 3, 11, and 16) and is important because
women’s health is more adversely affected by stressors than is men’s health (Sandanger and
colleagues, 2004).

Structure of the book

In accord with the predesignated focus on development, culture, and stress, the book has a
developmental structure and a cultural/stress focus within each section.



Preface Xvii

First, an introductory section summarizes the three key areas. This section sets the
framework for thinking about women’s mental health. The chapters address women’s devel-
opment, cultural effects on women, and stress as it affects women. These are not sharply de-
marcated topics, and the editors were pleased to find considerable overlap in the concepts
outlined in each. We arranged for commentaries for each of these introductory chapters in
order to include a diversity of ideas, to limit Eurocentrism, and to broaden the debate. Each
chapter stands alone as a thoughtful and well-informed general essay but is enriched by
reading it together with the specific commentaries, as well as the linked chapters.

Then follow four sections on mental health issues that present at different stages of a
woman’s life: childhood, adolescence, adulthood, and aging. Each section has a reflective
commentary on its content from experts, selected for their appreciation of the global impli-
cations of both the research evidence and their clinical expertise. In addition, we have in-
cluded a section on reproductive health, traditionally the essence of women’s health, and
how it remains a key concern for researchers and service planners. There are unique mental
health aspects to female reproductive health, as our contributors outline. Its commentary
alerts the reader to high-grade research which may be published regionally, for example, in
Scandinavia; this may be particularly valuable because its cultural context may differ.

The book ends with a section on services for women, again with thoughtful commentary.
Thetopic of services for women is a vexed discussion arena requiring more information and
discussion. Many key questions appear difficult to study directly. We would like to know
how gender determines hel p-seeking around the world, which health delivery systems work
best for women or men in different contexts, and the cost-benefit ratios for each type of de-
livery system in each cultural setting, to determine the optimal delivery system for each re-
gion. Our contributors have deftly summarized the current state of awareness and outlined
the gross deficits in evidence-based knowledge.

The book is directed at mental health professionals in practice and in training and gen-
eral health students of the many mental health disciplines. The editors expect that different
readers will learn different lessons from this volume. We trust that it will prove useful to
many. This volume builds on the fine work of many predecessors who have written books,
chapters, and research articles; designed conferences; and established journalsto further the
understanding of women’s mental health. We have not covered al psychiatric disordersin a
comprehensive manner. We focused on those matters that seemed most germane between
2002 and 2004. We hope to create a culture that will inspire othersto fill the gaps evident in
this volume; such is the process of development.

The editors sincerely thank Alexandra Romic, at the Centre for Research in Women's
Health, Toronto, for her intelligent commitment to the production of this book; we owe her
agreat debt.
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CHAPTER 1

A Relational-Cultural Theory
of Human Development:

The Power of Connection
Judith V. Jordan

Relational-Cultural Model 4 Research Supporting the Power

The Role of Culture 5 of Connection 10
Mutuality 6 New Directions in Relational-Cultural
Developmental Aspects of RCT 7 Theory 11

Working with Trauma: An Example References 11

of Movement from Disconnection Suggested Readings 12

to Connection 9

-I-raditional psychological theories have tended to focus on the individual as the unit
of study, and there has been an undue emphasis on the separate self. The dominant
Western psychological research paradigm has focused on individual differencesin per-
sonality and trait psychology. These research model s have emphasized the devel opment
of “the separate self,” autonomy, and self-sufficiency. Logical, abstract functioning has
been privileged as a sign of “maturity.” The dominant culture (White, middle class,
male, heterosexual) of the twenty-first century United States celebrates the importance
of separation, “going it alone,” individual competition, and achievement.

Feminist scholars, however, have questioned the construction of norms of healthy
“human” development based on studies of men and theories propounded largely by
men (1,2). These models of human development have typically pathologized those as-
pects of development that have to do with emotional expression, acknowledgment of
vulnerability and dependence, and desire for connection with others. The achievement
of persona autonomy, independence, and strength, measured by the capacity to resist
the influence of others, has been celebrated as signifying personal health. These quali-
ties have been delegated by gender, with boys and men seen as carrying the qualities of
independence, self-sufficiency, and an instrumental orientation while girls and women
have been seen asthe “carriers’ (2) of the nurturing and caring, relational tendenciesin
humans.
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RELATIONAL-CULTURAL MODEL

A new model of development, based on listening to women’s experience (3,4)
and on research on women's lives (1) has arisen in response to the limitations
of the more traditional theories. This relational-cultural theory of development
and clinical practice (RCT) has been developed over the past 25 years at the
Stone Center at Wellesley College (3-5). It is rooted in the groundbreaking
work of Jean Baker Miller (2). Its core tenets postul ate that women (all people)
grow through and toward connection; mutual empowerment characterizes healthy
relationships; mutual empathy is the process through which growth occurs.
Growth-fostering relationships generate what Jean Baker Miller called “the five
good things’: a sense of zest, increasing clarity, productivity/creativity, a sense of
worth, and desire for more connection. Disconnections occur in all relationships
when there is empathic failure, hurt, misunderstanding, and unresponsiveness;
they are inevitable and ubiquitous. When acute disconnections are reworked,
connections are strengthened. When a person is hurt (let’s say a person with
less power, like a child or therapy patient) and is able to represent the experi-
ence to the more powerful person, who responds in a caring way, the injured
person actually experiences a sense of “mattering” to the other person and of
being effective in relationship. This is relational competence; it produces a
sense of well-being, hope, and growing connection. If, however, the more pow-
erful person who has participated in the hurt does not acknowledge the other’s
pain and does not respond as if the other’s pain matters to him or her, the less
powerful and hurt person is left feeling alone, scared, and vulnerable. In this
case, the injured person will withdraw, disconnect, keep those aspects of her-
self out of relationship. She will use strategies of disconnection or survival to
stay safe. In the process, however, she brings less and less of herself into rela-
tionship, thus limiting the potential for mutual growth. She will become less
authentic, less fully representing her experience in that relationship. These
places of disconnection become the source of what we call chronic disconnec-
tion. Jean Baker Miller (4) has used the term “condemned isolation” to charac-
terize these places of painful disconnection; in condemned isolation, a person
feels outside the human community, unable to move into relationships to
reestablish connection, and often feels enormous shame and self-blame. The
person feels she has caused the isolation and is, in some essential way, “bad” or
unlovable. The path of human development is through movement to increasingly
differentiated and growth-fostering connection; chronic disconnections are most
destructive when they result from the unresponsiveness of or violations by impor-
tant and powerful peoplein our lives.

Although acute disconnections can be reworked and thereby strengthen and trans-
form connections, when disconnections are not repaired or responded to empathi-
caly they lead to significant pain. The original injury, not responded to in a caring
way and repeated many times in the course of a child’s development, becomes the
core of the protective disconnection. Thisinjury can result from atraumatic viola-
tion of the child’s sense of safety (physical or sexual abuse, either acute or chronic),
an ongoing context of humiliation or violation, or more chronic neglect and general
unresponsiveness. All of these situations lead to chronic disconnection and the de-
velopment of relational images unfavorable to the movement into new relation-
ships. Thus, for a child who is treated abusively, an organizing and centra rela
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tional image might be: “Whenever | allow myself to bevulnerable, | antreated ina
hurtful and frightening way. There is no empathy in those who are here to care for
me.” Or another child might develop the relational expectation: “\Whenever | repre-
sent my real experience of anger, | am attacked or abused.” In aless traumatic pic-
ture, the child might develop the following relational image that contributes to
chronic disconnection: “1 am responded to more positively when | suppress my real
feelings and act cheerful for my parents” These kinds of relational images take
people out of connection. To the extent that the relational images are very central,
generalized to new situations, and characterized by both pervasiveness and inflexi-
bility, they will keep people locked into certain patterns of disconnection. While
these images are importantly formed in early parent—child relationships, they are
subject to change throughout the life span.

Since isolation is viewed as the primary source of suffering for human beings,
those forces that take us out of connection become especialy relevant. Shame
arises when we feel unworthy of connection, when empathi ¢ responsiveness seems
beyond our grasp (6). Shame interferes with moving into relationships where old,
maladaptive relational images can be shifted. Thereis a sense of loss of empathic
possibility or the belief that someone could respond empathically to us. Shame
leads to isolation and often involves an experience of immobility; in shame, oneis
aware of wanting to feel connected but one feels unable to reach out or to move
into the necessary vulnerability to participate in an authentic relationship with oth-
ers. Shame is an intrinsically interpersonal affect. Experientially, it is about our
whole sense of ourselves; our very being feels unworthy of connection.

Shame drives people into isolation and silence. While it arises spontaneously
and is seen as one of the original affects in infants (7), shaming is also done to
people to exercise social and political control. If those at the center (8) shame
those at the margin or those who are outside the dominant value structure, very
often they can disempower and silence them. The dominant group tells the non-
dominant group that its way of being is insufficient, not as “good” as the domi-
nant group’s (you're too needy, you value the wrong things, your sexudlity is
sick, your hair is too kinky). Shaming becomes a major psychological and politi-
cal force in controlling people. Shaming, isolation, and silencing go hand in
hand. They are often used by the powerful to disempower those with less power.
AsKaren Laing noted, “Isolation is the glue that holds oppression in place” (9).

THE ROLE OF CULTURE

The relational-cultural model is an evolving theory. Initially labeled “self-in-
relation,” then “relational development,” it is currently referred to as ‘relational -
cultural” theory, or RCT. Thislatest designation best captures the fact that thisisa
model that fully embraces the power of context and sociocultural forcesin individ-
ual development. It furthermore attempts to include an analysis of the role of
power imbalances. Rather than “the self,” connection and context are placed at the
center of this new understanding of human beings. Proponents of the Stone Center
model care about suffering incurred at the individual level, but we also care about
the effects of disconnection at a societal level, the ways that power differentials,
forces of stratification, privilege, and marginalization can disconnect and disem-
power individuals and groups of people. It is essentia that we look at context and
not assume that the person (or group) presenting with pain is the problem.
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While many theories arising in the dominant culture would have us believe that
psychological theory is value-neutral and scientifically “objective,” RCT empha-
sizes instead the importance of making the biases visible rather than invisible and
looking at differencein terms of power differentials and stratificationsimposed by
the culture. Thus Jordan and Walker (10) write that listening to the voices of histor-
ically marginalized women will “challenge our assumption of a powerful mythic
norm that would define ‘woman’ as a white, economically privileged, able-bodied,
and heterosexua femae. Unchallenged, this norm becomes a standard against
which all women's experienceisinterpreted and evaluated. Therefore, the extent to
which any individual woman conforms to this norm becomes almost by default the
measure by which sheis deemed worthy of notice or fit for connection.”

Just as theories do not exist outside of culture, relationships do not exist out-
side of culture. To the extent that a culture devalues certain qualities and even dis-
avows them, those people who tend to represent these qualities will be devalued.
These discredited qualities will be used as a rationalization to demonstrate the
basic inferiority of the people who express them; ultimately this inferiority will
be invoked as areason why “these people” should not be allowed access to power
or political equality. Ignoring the range of cultural influences on people's devel-
opment ensues from a psychology that overemphasizes internal traits and indi-
vidual difference. It makeswhat isintrinsically political and cultural appear to be
aresult of persona pathology. In this quest to explain al pathology as personal,
mothers are blamed (11) and individuals are “healed” back into adhering to the
dominant narratives. The power imbalances in patriarchal nuclear families are
rarely examined nor are the effects on people of racism, sexism, heterosexism,
classicism, and overemphasis on being able-bodied.

MUTUALITY

RCT is not a stage or step model of development and certainly does not espouse a
linear picture of growth. Rather, movement toward mutuality in relationship is at the
core. Movement toward, not attainment of mutuality is to be emphasized. Mutuality
involves profound mutua respect and mutua openness to change and responsive-
ness. It does not necessarily mean equality, athough an understanding of the forces
of power isvery important. Thereis an emphasis on movement and change and mu-
tual responsiveness. Jean Baker Miller once said, “In order for one person to grow in
arelationship, both people must grow” (personal communication).

Mutual empathy is the pathway of growth. Empathy involves a movement of
understanding and “joining with” another person; it is a complex process of af-
fective and cognitive responsiveness. In the movement of empathy, people feel
connected, joined, understood. Mutual empathy suggests that in order for empa-
thy to lead to a sense of being with another, being understood and “mattering,”
each person must allow the other to see his or her influence or impact. In a ther-
apy situation, the client must be able to see that she has “moved” the therapist,
had an impact. The therapist must allow his or her responsiveness to show. I,
client, can see, fedl, and know that | have touched you, therapist. This provides
the way out of the chronic disconnection and isolation that brings people into
therapy. In therapy and in life, this movement of mutual opennessto influence, of
letting someone else participate in changing us as we also affect them, is at the
core of relational growth.
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DEVELOPMENTAL ASPECTS OF RCT

Asadevelopmental theory, RCT poses questions and suggests a shift in focus. It does
not yet, and may never, present a sequentia picture of growth or stages of develop-
ment. Infact, amodel of linear, stepwise path of development may violate the essential
complex and contextua nature of growth that RCT espouses. RCT emphasizes the
centrality of growth toward relational mutuality and expanding capacity for connec-
tion. Just as the neurobiologists stress the plagticity of brain function, RCT points to
the ways people continue to grow in rel ationship throughout the life span. While early
relationships lay down certain relational schema, images, or expectations, these are
not immutable. Given a mutual and reparative relational context, people can rework
the relational expectations both psychologically and neurologically. In that sense, this
isan optimistic model of potential relational and neurobiologic flexibility.

RCT pointsto the development of relational competence and also to the forces
that interfere with the experience of competence both in relationships and in in-
strumental arenas.

Relational competence involves movement toward mutuality and mutual em-
pathy; the development of anticipatory empathy; noticing and caring about our
impact on others; being open to being influenced; enjoying relational curiosity;
experiencing vulnerability as inevitable and a place of potential growth rather
than danger; creating good connection rather than exercising power over others
asthe path of growth (6). Relational competence evolvesin the process of having
an impact on another human being and caring about that impact. When oneis not
responded to, one feels ineffective; there is a drop in energy, loss of clarity and
sense of worth, and often a deadening or withdrawal.

The development of mutual empathy is crucial to this movement of relational
competence. There is abundant emphasis that we are hardwired for empathy (12).
Babies cry in response to the distress cries of other infants (13). Thereislikely a
neurological basis for the development of empathy. But modern Western cultures
tend to support the development of empathy in girls and discourage it in boys.
Girls are encouraged to be empathic, “tuned in,” and relational. Boys are sup-
ported for being agentic and for being engaged in instrumental competence. The
“boy code” (14) indicates that boys and men should be tough, autonomous, ab-
stract, and linear rather than emotive and intuitive in their thinking; most impor-
tant, they should not show vulnerability or a need for connection. In Western cul-
ture, little girls are encouraged to learn and elaborate empathic skills. They are
supported in their expressions of care for others and allowed a wide range of
emotional expression. They are aso allowed to be aware of their vulnerability.

Girlsaretypically seen to put agreat deal of energy into building relationships
in which sharing, self-disclosure, and mutual support constitute the main “activ-
ity.” Maccoby has shown (15) that in same-sex peer groups, boys tend to become
preoccupied with power and hierarchy and are directed toward action rather than
relationship. Boys tend to attribute success to personal effort and failure to
chance whereas girls do the opposite (16), but girls typically excel in school in
the early years and show fewer behavioral problems than boys do.

Adolescence
Caral Gilligan (1) has traced a path of strong development and clear voices from
early childhood until early adolescence when girls begin to “lose their voice” As
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Gilligan addresses it (17), girls begin to doubt their own knowledge, lose their
clarity, and keep aspects of themselves out of relationship in order to stay in rela-
tionship. This paradox is about the loss of authentic representation of experience
in early adolescence as girls begin to see relationships with boys as primary; they
learn to suppress their anger, their assertiveness, and their sexuality in order to
accommodate to the experiences of boys.

As gender issues exert more force in girls' lives and as they see themselves
more as objects than subjects, thereisaloss of clarity, and the ability to represent
themselves fully in relationships is increasingly diminished. We see an increase
in“symptoms’ and pathology as girls get disconnected from themsel ves and each
other. In adolescence, girls begin to experience an increase in depression, eating
disorders, and substance abuse; they suffer violence at the hands of partners they
have chosen. Many begin to retrieve memories of childhood sexual and physical
abuse and suffer with severe dissociative and traumatic symptoms. There is a
drop in self-esteem for many, particularly White girls. This is the time of entry
into adult status, a status importantly informed by heterosexua attachments and
patriarchal norms. Girls are increasingly disconnected from their inner experi-
ence and from each other, as they are encouraged to seek their primary affec-
tional attachments with boys. In the heterosexual pairing, girls often feel a drop
in competence. The rules that may have applied to their same-sex friendships
suddenly seem useless. Thereis a sense of being relationally incompetent.

Until recently, the psychology of adolescence was often written as if what
happened for boys and girls had parallel antecedents and was experienced in sim-
ilar fashion. An individualistic bias in most traditional developmental theories
suggested that the teen years were the time for separation, for becoming “one's
own man” (18). Recently, psychologists working on the development of girls
have suggested that for girlsthe “crisis of adolescence” is not so much caused by
hormones, body change, and the push to separate from family as by the social
context and disempowering messages girls begin to receive as they moveinto the
adolescent world of heterosexua pairing, where socialization includes learning
to be an object to another’s subject. During this time of transition, the hardiness,
robustness, zest, and confidence of the prepubescent girl are often replaced by ac-
commaodating to others, pretending not to know things, and keeping large aspects
of themselves out of relationship. Girls learn in adolescence that the rules of suc-
cess are made by men and that females are to play a subordinate role. They fear
being too bright, too assertive, and too strong. In adolescence the paths of gender
socialization begin to collide. Boys, sociadized to be in control, instrumental, un-
emoational, rational, and independent, begin to come into more intimate rel ationship
with girls who have been taught to be loving, caring, and empathic. The culture
encourages girls to objectify their own bodies. It isin adolescence that girls expe-
rience a dramatic decline in self-esteem. Tracy Robinson and Janie Ward have
suggested that African American girls face particular challenges in adolescence
that threaten their belief in themselves. These authors suggest several pathways for
the “development of abelief in salf far greater than anyone's disbelief” (19). Im-
portantly, this includes the capacity for critical thinking vis-a-vis the values of the
dominant culture. In order to be resilient and maintain authenticity and a sense of
empowerment, all girls must devel op the capacity for resistance that Robinson and
Ward delineated for African American girls. Girls and women from the dominant
White middle-class culture have much to learn from girls and women who are
marginalized about the development of courage, resistance, and resilience.
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Adulthood

In adulthood, RCT suggests we continue to bring relational images into new rela-
tionships. To the extent that these images prevent our engagement in growth-
fostering relationships, they will limit our development. But with the right context,
these images can be reworked in such away that relational possibility is created.
In a safe enough context, one can begin to relinquish the more limiting strategies
of disconnection and begin to trust that another person will be truly and safely re-
sponsive and that both people will be working toward mutual respect and mutual
empathy. As a person begins to see the real responsiveness and respect in the
other person, she will feel safer in moving into the necessary vulnerability to
build an authentic relationship. In mutual relationship both parties will use antic-
ipatory empathy to engage with awareness of the possible impact on others of
their feelings and actions. The yearning for connection is a constant in life and
will reemerge as the person begins to relinquish her conviction that relationships
cannot be responsive or growth fostering.

WORKING WITH TRAUMA: AN EXAMPLE OF
MOVEMENT FROM DISCONNECTION TO CONNECTION

Working with traumatized people provides a clear picture of the dynamics of
chronic disconnection and the healing movement of connection. Let us look at
chronic childhood sexual abuse. In chronic sexual abuse of a child, there is a pro-
found violation of the child’s well-being and a profound absence of empathy on
the part of the perpetrator. In the abusive aspects of the relationship, the adult
fails to take into account the impact of the abuse on the child or fails to care
about the impact. The child is psychologicaly, physically, and neurobiologically
injured by the adult’s preoccupation with his or her needs and failure to notice the
needs of the child. While the child may initially seek to protest or reestablish
safety, the message from the abusing adult will inevitably be one of not caring or
refuting the child’'s experience. In our model, the child attempts to represent her
real experience of being hurt and istold in many different ways that her protest is
not respected. She may even be punished further. The child quickly learns both
hel plessness and “not mattering.” She also learns to take large chunks of her expe-
rience out of relationship. She no longer represents her true feelings, and she at-
tempts to protect her vulnerability by withdrawing, moving into chronic discon-
nection and protective inauthenticity. She unfortunately learns the lesson;
“1 do not matter, | cannot have an impact on this other person, | am relationally in-
competent, and | am to blame.” She movesinto the trauma pattern of isolation, im-
mobility, helplessness, self-blame, and shame. Thus relational violation at its ex-
treme creates severe, traumatic disconnections. Her neurobiology is affected by
this pattern of learned helplessness (20), and it also makes it more difficult for her
to reenter possibly growth-fostering relationships. For the abuse survivor, connec-
tion does not equal safety. To sit in atherapist’s office is often triggering and terri-
fying: the patient with post-traumatic stress disorder (PTSD) is in a heightened
sense of vulnerability, often flooded with the fear of being in the presence of a
powerful other who is supposed to be trustworthy, and behind closed doors. This
situation alone often triggers large traumatic disconnects. As treatment begins and
the client begins to relinquish certain protective strategies of disconnection, she
may move into more terror. The healing is often characterized by big, chaotic
shiftsin the movement of relationship. But it isin working with traumathat thera-
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pists often see the most touching and profound movement from isolation to recon-
nection. Connections heal. The challenge in working with trauma is to help the
survivor stay safe enough through the disconnections so that therapy is not jeop-
ardized. For the therapist, the challenge is to stay in authentic responsiveness in
such away that the client can see that sheis having an impact, is being responded
to in acaring way, and isrelationally effective. As the highly reactive neurochem-
istry begins to reequilibrate and the relational images modify, the client will begin
to be able to establish more trust and engagement in growth-fostering rel ationship.

RESEARCH SUPPORTING THE POWER OF CONNECTION

Increasingly, research is providing the data that connection is central to human
development. A longitudina study conducted by Resnick (21) found that agood re-
lationship with an adult (either a parent or someone in the school system) was the
single best protection against the high-risk behaviors of adolescence (suicide, vio-
lence, and substance abuse). Shelly Taylor and associates (22), reviewing the stud-
ies of stress and the “fight-or-flight” response, found that these early studies were
done on male organisms (rats, monkeys, humans, etc.). In replicating the studies
with females, these researchers found that females tend to move toward connection
when stressed. They named this the “tend-and-befriend” tendency. It is interesting
that one of the core pieces of “knowledge’ in Western psychology, that animalsflee
or fight when stressed, has now been seen as clearly gender skewed.

Researchers studying the pathways of pain have discovered recently that social
pain and physical pain share parts of the same underlying brain processing system
(the anterior cingulate cortex). They note that we are actually hard-wired to expe-
rience distress upon separation and comfort upon reunion, and they conclude
“social connection is a need as basic as air, water or food and that like the more
traditional needs the absence of social connection causes pain” (23).

Allan Schore (12), exploring the psychobiology of attachment in the mother—
infant dyad, notes that mutuality enhances the development of the right prefrontal
context in both mother and child. This is the part of the brain that mediates em-
pathic cognition and perception of emotional states and modulates amygdala
functions. Mutual responsiveness actually creates growth in this essential part of
the brain. Interruption of mutuality interferes with its development; repair has to
be interactive, through mutual influences. The exciting and relatively burgeoning
field of neurobiology and functional MRIs is beginning to name and trace the
centrality of mutuality and connection in brain development and functioning
(12,24,25). Thus, at a neurona level, we are beginning to see the ways in which
we as human beings are hard-wired to connect. These data cast doubt on many of
the old “ Separate Self” models of psychological growth.

Another line of research that increasingly supports the primacy of connection
and mutuality is the work being done on resilience. Although many studies of re-
silience examine factors within the individual such as temperament, hardiness,
and intelligence (26), there is also alarge body of research supporting the impor-
tance of relationships in the development of psychological resilience (27). RCT
points to the importance of relational contexts and the power of mutual support
and mutual engagement in the development of resilience (27). It is not simply
receiving support that facilitates resilience; it is also providing support. Or as
RCT describes this phenomenon, participating in growth-fostering relationships
where all people are growing and changing.
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NEW DIRECTIONS IN RELATIONAL-CULTURAL THEORY

Relational-cultural theory originated in response to a perceived misunderstanding
of the psychology of women in traditional Western psychological theories. By lis-
tening to the voices of women, new visions of women'’s strengths, vulnerabilities,
and patterns of growth were discovered. The crucia shift in this model was to
place connection and context or culture at the core of the work. As the model has
been elaborated over the last quarter century, it has expanded to include arevision
in understanding of the psychology of boys and men (14,28). It has also been used
to better understand group and institutional dynamics (29,30). While the applica
tion has been largely in the world of clinical practice, Jean Baker Miller’s original
book (2) presented data regarding social dynamics and change that have been cen-
tral to this work. Increasingly, we are using the understanding of individual
dynamicsto explore better societal and group dynamics. The original work of Jean
Baker Miller, revolutionary in message, continues to be used to understand social
change and social action. The model has been used to better explicate the role of
connectionsin business and organizations (30), therapy groups (29), the mother—son
relationship (31), couples dynamics (28), the neurobiology of trauma (20), and
racism (32). A relationa practice manua has been written to guide the formation
and use of relational practice groups (33). These relational practice groups have
been used in prisons, housing projects for formerly homelesswomen and children,
staff groups in psychiatric facilities, groups of chronically mentally ill people,
with mothers and sons, and among supervisors in hospitals. A scale measuring
mutual psychological development (34) and arelational health indices scale have
been constructed (35); a scale to measure “organizational relational health” is
under construction (36).

RCT began with listening to women's experience in order to more accurately
describe women’s psychological development. Increasingly, it is focused on cor-
recting the misrepresentations of human experience that are brought about by an
overemphasis on separation, individualism, and denia of vulnerability. RCT seeks
to embrace the complexity of human life and relationships. Its practitioners value
connection and the capacity for mutuality. RCT isawork in progress. As such, we
who practice RCT struggle to dwell in a place of openness and uncertainty. We
believe in the ultimate human responsibility of being responsive to one another
and believe that when mutual empathy is operating, relationships become the sus-
taining force in people’s lives.
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Chapter 1 Commentary
Psychoanalytic Perspectives

Malkah Notman, Carol Nadelson

Chapter 1 by Judith V. Jordan represents one model of conceptualizing develop-
ment, based on the work of Jean Baker Miller. This theory has served a worthwhile
purpose in emphasizing the critical role of relationships and a relational approach
for women. It is also useful in emphasizing the role of values and culture in devel-
opment and the limitations of seeing the individual as the sole focus of theoretical
understanding and treatment.

It isimportant to place this work in the context of other theories and scholarship in
psychoanalysis and development that have preceded it, such as object relations theory,
psychology of the self, and relational theory and also to integrate it with current knowl-
edge about biologic factors in development. The description of "traditional" psycho-
analysis as emphasizing individual development and separation as a goal can be modi-
fied to recognize this pluralism and the "connection" with other theories.

An interesting addition would be a discussion of harmful or problematic connec-
tions, such as aggressive, sadistic, or ambivalent ones and the affects involved, in
women as well as men, children, and parents. Self-in-relation is thus a complex sub-
ject, highlighted by the Jordan chapter. It is an excellent way to open a volume ad-
dressing the many complex issues involved in women’s mental health.

Mary Kay O’Neil

The introductory chapter to this volume on women'’s mental health describes the
relational-cultural theory (RCT) of human development, a valuable addition to de-
velopmental theory and the psychotherapeutic repertoire. As Drs. Notman and
Nadelson have already noted, RCT is based on the pioneering work of Jean Baker
Miller and the Stone Center’s 25 years of study focused primarily on women'’s men-
tal health and well-being. RCT underlines the intrinsic role of relationship and cul-
tural values in either fostering or impeding psychosocial development. Concomi-
tant contemporary research in the areas of social support and neurobiology
substantiates the Stone Center’s emphasis on the power of relational connection in
psychological well-being.

The author asserts that traditional psychological theories have tended to focus on
the individual asthe unit of study and have placed undue emphasis on the separate self.
Other models of development, based on studies of men, inaccurately pathologized nor-
mal emotionality, vulnerability, dependence, and relational needs and promoted per-
sonal autonomy, independence, and power. These assertions were true until 30 to 40
years ago, until the loud voice of feminism and the emergence of a biopsychosocial
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frame of reference brought about a major revolution in psychoanalytic thinking about
womanhood. It was also necessary because, prior to the emergence of psychoanalytic,
psychodynamic theories, the inner workings of the human mind and self-development
were scarcely understood. That traditional theory has changed to include the relational,
social, and biologic aspects of women's self-devel opment is documented, for example,
in the Journal of the American Psychoanalytic Association’s 1976 and 1996 supple-
ments on women's psychology (1,2). Other contemporary psychoanalytic writers such
as Jessica Benjamin (3,4) and Ethel Person (5) have further contributed to the under-
standing of self-development, gender, and relationship within a sociocultural context.
The burgeoning development of attachment theory based on the work of Bowlby et a.
(6) and the more recent work of Fonagy et a. (7) lends further support to the relevance
of RCT as atheory of women's development. Clinically, RCT emphasizes growth-fos-
tering relationships based on mutual empathy and empowerment and the del eterious ef-
fects of shame and isolation fostered by disconnection. This emphasis mirrors the shift
in the traditional psychotherapeutic approach from a one-person to a two-person psy-
chology. That is, it is now well recognized that the therapist is emotionally engaged
with the patient(s) in the therapeutic enterprise. Advances in the understanding of fail-
ures of empathy in the vicissitudes of development are ongoing (8).

The relational-cultural model was initially "self-in-relation.” The "self" was deleted
to "fully embrace the power of context and sociocultural forces in individual develop-
ment." Leaving out the self was probably necessary to emphasize and more fully under-
stand the impact of the relational-cultural context on women's development. To make
RCT awell-rounded model of women'’s development and more potent inits clinical ef-
fectiveness, the self now needs to be reinstated. Self-development occurs within rela-
tionships, growth-fostering relationships cannot be established without an intact self.
Just as RCT has made major advances in the last 25 years, so too have the traditional
psychological theories. The integration of theories of self-development and theories of
relational-cultural development can only be mutually enriching and beneficial to the
understanding of women and their mental health.
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Women, Culture,
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-I-his chapter explores the relationships between the mental health of women and
their social worlds by examining the areas of culture and development. The term
“development” is used to denote the growth of an individual across the life span and
also in the sense of social and economic devel opment. As this topic presents an unlim-
ited area of study, the chapter will be organized around several important foci, using an
anthropologic perspective: women’s roles and the social position of women in different
cultures, access to education, literacy levels, the effects of poverty, the value of
women's work, violence, sexism, and women's access to health services, in particular
mental health services. In short, this chapter addresses how women’s environments, geo-
graphic, economic, and socid (including society, culture, community, and family), inter-
sect with women'’s health and well being.

Using a developmental approach to follow these topics through the various life
stages helpsto delineate the influence of society and culture on women’s mental health.
Learning from exceptions to the rule, where these occur, is also valuable. The chapter
begins with alook at socialization into gendered roles, a process that begins at birth. A
childhood lens puts the focus on education and literacy, puberty rituals, and female cir-
cumcision. An adult perspective looks at women’'s work, marriage, and childbearing;
the focus in aging is menopause and senescence. At each stage, examples from differ-
ent cultural groupsin both the devel oped and developing world are presented.

15
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CULTURAL COMPETENCE AND WOMEN'S MENTAL HEALTH

In this era of globalization, migration, and social complexity, the ability to work
comfortably in situations of cultural diversity has become an important part of
current practice for mental health professionals. This begins with some familiar-
ity with cultural differences, but the development of true cultural competence in-
volves four main categories: knowledge, attitudes, skills, and experience.

In terms of women’'s mental health, this means that knowing general details
about a particular culture is not enough. One must take into account women's
roles, status in society, educational and vocational opportunities, and religious
beliefs and practices. While these may vary within cultures across social class or
other divisions, the important point is that, if not approached from a gender per-
spective, thisinformation may not always be obtained from the usual sources. In
aculturaly complex clinical situation, the clearest form of communication is be-
tween clinician and client, where questions can be asked directly. When language
issues are present, working with professional interpreters avoids situations where
husbands or other family members are asked to trandlate, a situation which may
obscure the woman’s voice. Cultural consultants who have insider knowledge of
aparticular culture can also provide useful collateral information.

The inclusion of gender and mental health issues and the promotion of
women’s mental health in books such as Where There Is No Psychiatrist, a men-
tal health-care manual for developing countries, send an important message to all
health-care workers (1). Patel states that “the promotion of gender equality, by
empowering women to make decisions that influence their lives and educating
men about the need for equal rights, is the most important way of promoting
women'’s mental health” (p. 229). The book then offers practical suggestions on
asking about stress in the domestic situation, how to ensure regular follow-up for
women, asking permission to speak to husbands or family members for collateral
history, aswell aslarger advocacy issues such as how to begin psychoeducational
or support groups for women in the community.

BIRTH

Asuniversal asthe origin of species, the process of childbirth and therituals, reg-
ulations, and social influences that surround it have developed into a collection of
beliefs and behaviors as diverse as the cultures in which they are found. Describ-
ing these in detail would be far beyond the scope of this chapter; however, severa
themes emerge in which commonalities can be examined.

The first theme pertains to the strong preference, in some cultures, for male
children. Thisis because of the importance of heredity and the maintenance of the
male line in patrilineal societies, a guarantee of the continuity of the family. This
will have a bearing on inheritance, including land ownership, and sometimes posi-
tion and rank in society. Added to this are other financial considerations: in many
places, the families of girl children bear the added burden of having to provide a
dowry at the time of marriage, which presents a heavy load for many who are at
the brink of poverty.

While developments in medical technology have allowed for screening and
improving fetal outcomes, this has had the unintended effect of allowing parents
to screen for the sex of the fetus. This possibility of choice has resulted in situa-
tions where healthy pregnancies may be terminated if the sex is not desirable.
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In China, which instituted aone-child policy in the late 1970s to combat overpop-
ulation, pressures on couples to have amale child have gresatly increased. Aswell
as“quantity,” China has been interested in “quality” of births, instituting alaw in
1995 restricting “imperfect” births, part of a greater government scheme inti-
mately tied to interventions in reproductive health. Dikotter (2) examines these
eugenic developments in detail within the historical, political, and economic con-
text of Chinese society, describing the impact of current legislation on the per-
sona lives of both men and women. When women in China are found to have
“unauthorized” pregnancies not in compliance with the one-child policy, involun-
tary abortions or forced sterilization may occur or they risk high fines or the
destruction of home or possessions (3).

Around the world, demographers have documented “missing women”—
male:femal e sex ratios that favor men—in India 920 women for every 1,000 men,
in China 100 women for every 113.8 men (3). They also cite the Indian govern-
ment statistic that, out of 8,000 abortions at aclinic in Bombay, India, 7,999 were
of female fetuses. Whether due to female infanticide or prenatal screening, the
results are the same. This pattern has a so been reported in the Middle East, with
dramatic ratios as low as 48 women to 100 men in the United Arab Emirates.
Economist Amartya Sen has calculated that there are over 100 million “missing”
women in the world (3). In an attempt to explain this phenomenon, Sen links the
interaction between economic reforms and cultural values that produce situations
of gender subordination for women. In this way, development policies such as
agricultural reforms, also known as structural adjustment policies, may actually
(inadvertently) have a negative impact on women’s health in terms of their nutri-
tional status, levels of stress, and worsening poverty, leading to decreased access
to hedlth care.

At the other end of the reproductive spectrum, Hmong immigrants from Laos
to the United States are reported to have one of the highest birthrates in the
world, 9.5 children per couple, compared to the rate of White Americans, 1.9
children, and Black Americans, 2.2 children (4). Thisrate isthought to be aresult
of a combination of early marriage and a suspicious attitude toward Western
medicine, including contraception, and is likely to decrease as young Hmong
became more acculturated to life in America. In her insightful study of cultura
misunderstandings between a Hmong family and the American medical estab-
lishment, Fadiman explains that

the Hmong have many reasons for prizing fecundity. The most important is
that they love children. In addition, they traditionally value large families be-
cause many children were needed to till the fieldsin Laos and to perform cer-
tain religious rites, especially funerals, because the childhood mortality ratein
Laos was so high; because so many Hmong died during the war and its after-
math; and because so many Hmong still hope that their people will someday
return to Laos and defeat the communist regime. In the refugee camps,
Hmong newborns were often referred to as “soldiers’ and “nurses.” (4, p. 72)

The last sentence alludes to the concept of early socialization into gendered
roles, beginning in the cradle.

There are also numerous traditions and taboos concerning the birth process
itself. For example, the Hmong believe that it isimportant to bury the placentain
the dirt floor of the house, so that after death it can be found by the soul and worn
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as a“jacket” on ajourney to the land of the ancestors, where one day the soul is
reborn as a new baby (4). How this belief, along with so many others, has been
transformed in an era of migration, hospital births, and modernized accommoda-
tionsthat lack dirt floors has been a process of ongoing negotiation.

Beliefs about pollution and taboo as means of regulating women's sexuality
before, during, and after childbirth are commonly found around the world. Women
are often kept in confinement for a specific period of time, usualy weeks, after
childbirth before being allowed to reintegrate into marital life and the wider soci-
ety. Lewis'sstudy of ritual among the Gnau people of New Guineadescribesin in-
tricate detail the ways in which men and women'’s lives in this traditional culture
are bound by their beliefs. This is demonstrated by their performance of rituals
that link them to others in the community, thelocal environment, and the supernat-
ural world (5).

Another area of study has been the effects of poverty on childbearing and
maternal and child health. In a moving and well-researched ethnography on
women's lives in a Brazilian shantytown, anthropologist Nancy Scheper-Hughes
(6) studiesthe links between social class and reproduction and finds that “ poverty
interacts in many different ways to produce child mortality and to shape repro-
ductive thinking and practice” (p. 326). She describes the ways that scarcity af-
fects maternal thinking, particularly difficulties in coping with extremely high
rates of infant mortality, to the extent of bringing about a situation she describes
as “the social production of indifference to child death.” This does not imply that
women do not experience the loss of their infants, but rather that they have come
to differentiate the greater grief associated with the loss of an older child, who is
already formed and with whom there is greater attachment, from the infant, in
whom little has thus far been invested. Women in this environment have been de-
moralized to the point of seeing their breast milk as no good, spoiled, or sour and
feeling that they have nothing left to give to their children. However, in order to
reach their preferred family size, they must often bear two or three times that
number of pregnancies, with the physical and psychological burdens this entails,
in order to ensure afew surviving offspring. All of thisis occurring in an environ-
ment of oppression with minimal government support for the very poor and with
strong Catholic beliefs, which, among other things, forbid the use of contracep-
tion. Despite all the hardships, Scheper-Hughes is able to document survival
skills and resilience among these women that provide hope for the future.

CHILDHOOD

Childhood is atime of rapid growth and learning in many spheres. physical, psy-
chological, and cognitive, including mastery of language and a wide variety of
interactions with the wider world. Culture is woven into the consciousness of a
child during family activities—including daily chores, play, games, food, social
occasions, religion and festivals, and contact with siblings, parents, grandparents,
and the extended family and beyond. While the psychiatric and psychological lit-
erature offers many theories of child development, less has been written about the
impact of culture on this critical period or how culture islearned.

In a chapter on gender, development, and psychopathology, Notman and
Nadelson (7) write that “the role of particular cultural practices, including gender
differences in child rearing, are manifest from infancy. Differences in parental
behavior, especially those related to concepts of male and female roles, are
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powerful forces contributing to differences in male and female development”
(p. 2). Examples of these differences—the ways that culturally constructed gen-
der roles are passed from one generation to the next—taken from a variety of
ethnographic studies and other sources are presented below.

In the memoir Wild Swans (8), which describes the lives of four generations of
Chinese women during decades of massive political upheaval and socia change
during the nineteenth and twentieth centuries, Jung Chang describes how her
great-grandmother, typical of millions of her era, was born to a working-class
family without intellectual background or official post, and because she was a
girl, was not given a proper name. She was simply called “Number Two Girl”
(er-ya-tou). She had been promised by her family, at age 6, to the newborn son
of afriend when he became of age, and the wedding took place when he turned
14 years old. Chang explains that, in this time of arranged marriages, it was con-
sidered one of the duties of a wife “to help bring up her husband.” Girls were
taught that “a virtuous woman should suppress her emotions and not desire any-
thing beyond her duty to her husband” (p. 34). Notably, when Number Two Girl
had a daughter of her own, the baby was given areal name. However, despite this
nod to encouragement of her own identity, the baby girl (Chang’s grandmother)
was not able to escape the practice of binding feet. At age 2, her feet were tightly
bound with cloth, breaking the bones in her arches and causing lifelong excruci-
ating pain, al done to satisfy men’sidea of feminine beauty.

Psychological anthropologist Jean Briggs's description of the emotional edu-
cation of a 3-year-old Inuit girl in Canada’s Arctic brings us to how culture is
learned, the process of creating children “who think and feel like Inuit” (9).
Through detailed ethnographic analysis of family “dramas’ or social interactions,
she outlines the process of Inuit education, whose goal of “increasing thought” in
children is hidden in playful questions asked by adults. These repeated interac-
tions, as encapsulated in the case study of one child's development, make visible
the wider processes of socialization. However, because each of these interactions
and new understandings is negotiated and renegotiated on an individua level,
Briggs concludes that children cannot acquire a“fixed set of understandings’ or a
“total culture” through this very active learning process.

In another Inuit example, the ethnography of the Netsilik Eskimo of the cen-
tral Canadian Arctic describes another important feature of the socialization of
children, the learning of male and female roles (10). This traditional hunting
society had a clear division of labor between the sexes, with afocus on husband
and wife as collaborative partners in the subsistence of the nuclear family, al-
though the husband held a superior position as head of the household. While
the men hunted and fished, the women worked at home preparing food and ani-
mal skin clothing, which were equally essential to the survival of the family.
Learning occurred through observation and imitation, with boys and girls each
following their same-sex parents from a very young age. Balikci describes how
spending almost al their time in the company of their parents within the con-
fines of the igloo and its surroundings, and growing up in close association
with the adult world, children quickly adopted the roles of the same-sex parent.
This closenessis true of many traditional societies, where families live at much
closer quarters, both spatially and psychologically, than in more modernized
societies.

In the mainstream North American setting, In a Different Voice, Gilligan'sin-
fluential psychological study of women’s development begins in childhood and
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goes on through various stages of development through interviews with different
age groups (11). Written in the early 1970s, this study was one of the first to ex-
plore differences between the sexes in terms of conceptions of self and morality
and tries to understand the roots of women'’s position in society, what Gilligan
terms “woman’s place in man’s life cycle.” One of the well-known findings from
this study isthat even from avery young age, female children value interpersonal
relationships and begin to order their worldview according to this principle of
human connectedness. In contrast, boys often take a more logical and hierarchi-
cal approach to solving dilemmas. This leads to a tension between women and
men, based on their use of different models of human relations: connectedness
versus hierarchy. Both connectedness and hierarchy co-exist in the parent—child
relationship and continue to be negotiated from that point onward as the child
makes his or her way out into the world.

Formal learning—school-based education and literacy—is another of the
tasks of childhood. Much has been written about the link between lack of educa-
tion and the disparities in the economic, political, and health status of women
around the world (3). When resources are scarce, girls in many countries often
stay home while school fees are dedicated for their brothers. Families may not be
aware of the importance of this decision to their daughters’ futures.

ADOLESCENCE

Sexual maturation occurs in severa steps, beginning as a girl approaches the age
of puberty. Hormonal and physical changes, the development of secondary sexual
characteristics, and finally, the onset of menarche, signal a shift in psychological
identity that may take severa years to fully integrate. The understanding that
menarche has a potential for pregnancy and thus leads to the next stagein the life
cycle of an adult woman is often viewed as a source of anxiety and risk (7). Peer
groups generally become more important at this time, as girls begin to move be-
yond the immediate family as a source of role modeling and support, and issues
of self-esteem, self-confidence, and physical attractiveness come to the forefront.

Puberty rites are common in many cultures to mark this time of change. These
may be in the form of public rites, religious ceremonies, or social gatherings.
Lewis (5) presents a detailed analysis of the intricate puberty rituals performed
among the Gnau of New Guinea. For both female and male initiates, this is a
major event of public recognition, involving elaborate decoration, feasting on rit-
ual foods, and the reinforcement of social linkages within the family. For boys,
the ritual includes a form of “symbolic menstruation” as they are made to bleed
from their penises. Although, when asked by Lewis whether this male bloodlet-
ting was meant to resemble menstruation, the Gnau denied this idea, the behavior
also occurs among other groups in New Guinea, and is described in this way in
other anthropologic literature.

Female circumcision, also known as female genital mutilation (FGM), is an-
other cultural tradition that occurs in many parts of the world, particularly in
Africa and the Middle East, at the time of puberty or before, often in girls as
young as 6-10 years of age. This procedure, the aim of which is to guarantee
women’svirginity and diminish their sexual pleasure, has an enormous impact on
the development of female and sexual identity in the countries where it is prac-
ticed. In addition to these psychological effects, medical morbidity, infection, and
chronic pain, occurring both at the time of the circumcision and possibly for
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years dfter, at the time of first sexual contact or childbirth, may have long-
standing, even life-threatening, repercussions. The women are at greater risk of
HIV transmission because damage to the urinary tract and vaginamay lead to fis-
tulas and other possibilities of infection (3).

A firsthand account of this difficult and painful experience is provided by
Aman, a Somali woman, in her memoirs (12). To place this experience in perspec-
tive, anthropol ogist Janice Boddy describes female circumcision in the social con-
text of Somali culture, a Mudim, male-dominated, pastoralist society. Although
Islam does not specifically sanction this practice, or gender inequality in general,
it is customary in Somalia to view women’s status as inferior to that of men and
for women to be bound by male authority. Concepts of honor, reputation, and in-
dependence are the foundations of Somali social organization. However, it is pre-
cisely these values, which are seen by Somalis to be unachievable by women be-
cause of their sexuality, that keep them in a morally inferior position. Boddy
writes:

Female fertility is highly prized; it is associated with plenty, prosperity,

and life, with the continuation of the lineage through the birth of sons, and
with the virtues of pity, mercy and compassion. Nevertheless, women are
considered socially less devel oped than men. They regularly and involuntarily
menstruate; they give birth and lactate; when pregnant they publicly

display their sexuality, their ties, that is, to other humans. All these natural
conditions that women cannot control are seen to represent weakness

and alack of independence, the antithesis of the social ideal. (12, p. 318)

Boddy cautions for the need to understand this practice in context, asit is gen-
erally older women and mothers who ensure its continuation. Peer pressure and a
fear that, without it, marriage might be difficult or impossible keep it going.
There are some changes currently being made among more educated women,
with less radical operations being performed; some have been reduced to a sym-
bolic pinprick.

Immigration has led to greater awareness of this issue because FGM proce-
dures are being performed or regquested in Europe and North America. Groups
such as Amnesty International have brought this issue to world attention in call-
ing for an annual “International Zero Tolerance to FGM Day” and lobbying
African governments to sign a declaration “to protect African women from cul-
tural and traditional belief systems that are inimical to the sexual and reproduc-
tive rights of women in the continent” (13). However, many women still see this
practice as central to their socia identity. Aman herself describes her infibulated
body as “clean, closed and smooth” with its own aesthetic value (12). Degjarlais
et al. (3, p. 139) present the case example of West African immigrant women in
France, who face a difficult bind between risking legal charges and public trials
(to have their daughters circumcised) and risking ostracism from the West
African community. Without more local support to negotiate these cultural con-
flicts, it will be difficult to find meaningful solutions that will alow for a fuller
inclusion of these young women in a changing society.

Body image and reproduction are intimately linked as attention to physical at-
tractiveness grows more important during adolescent years (7). Eating disorders
have been particularly studied in this regard, and comparisons made across
cultures where physical preferences vary considerably. Anorexia is generally
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thought to be a particularly Western disorder, perhaps even considered as a
culture-bound syndrome of Western Europe and North America (14). Much has
been written about the impact and immediacy of Western media favoring thinner
and thinner models and actresses, who predominate as role models for genera-
tions of impressionable young women. But how isthis related to the development
of an eating disorder? Eating disorders, including anorexia and bulimia, have
been described in many places around the world. However, prevalence rates vary
considerably, and they may be quite rare outside of a Westernized context. A
careful analysis of questionnaires is needed to avoid misinterpreting culturally
consistent responses. For example, in Indiaanswering positively about “ engaging
in dieting behavior” could mean observing religious Hindu fasts, or in China
“cutting food into small pieces’ is appropriate for eating with chopsticks (14). In
these countries, eating disorders are rarely found. In other parts of Asia, some atyp-
ical eating disorders are described that do not include the phobia of fatness, central
to the definition of the disorder given in the American Psychiatric Association’s
Diagnostic and Satistical Manual of Mental Disorders.

Anne Becker (15) was in the fortunate position of being able to conduct a
study of eating disorders among adolescent girlsin Fiji, aremote group of islands
in the South Pacific, just as television was making its first appearance. There had
been no previously published studies on the effects of the introduction of televi-
sion on the eating habits of a media-naive population. The study began in 1995,
just as television went on the air in Fiji, and a follow-up was done three years
later. Becker’s group found a significant increase in scores, indicating disordered
eating, following television exposure. Although no subjects met criteria for
anorexia, self-induced vomiting to control weight had gone from 0% in 1995 be-
fore television to 11.3% only three years later (15). There was an increase in
body dissatisfaction during this time as girls expressed wanting to emulate char-
actersthey saw on television. Most interestingly, this rapid change took placein a
setting where traditional Fijian culture saw a more robust physique as the ideal
body shape and encouraged large appetites at feasts and family gatherings. Thus,
the introduction of Western media imagery can be directly linked to the internal-
ization of a new cultural ideal of thinness and the development of body dissatis-
faction, leading in some cases to disordered eating.

Regardless of cultural differences, thereisamajor difference in ratios between
males and females with eating disorders ranging from 1:10 to 1:20 (16). Dysfunc-
tional eating behaviors are acomplex combination of sociocultural, psychological,
and biologic factors. Theillness and its related behaviors often givesindividuas a
way to focus their attention away from stressful life problems and can result in de-
laysin their dealing with developmental issues, including sexua function, because
they maintain a prepubertal physique long into adolescence and beyond.

ADULTHOOD

Women's work and motherhood are the major roles in the adult lives of many
women around the world. It iswell known that work is related to mental health in
that it increases self-esteem and financial independence. However, the reverse is
also true, and the burden of overwork, both inside and outside the home, and often
both simultaneously, can contribute to a situation of fatigue, anxiety, and worry.
Women’s work is often undervalued and underpaid. They may also spend more
hours working than men from the same social class. In studies tracking time
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allocation of housework and child care, women in Africa worked on average
67 hours per week compared to 54 hours for men (3). This level of productivity
may be affected by several other factors, including nutritional deficits and
hunger. A study by the World Health Organization (WHO) estimated that 60% of
women in developing countries were undernourished and nearly two thirds of
women clinically anemic (3).

To get an idea of these difficulties firsthand, the narrative of a Dalit woman
named Viramma, marginalized in her village as an untouchable, is instructive
(17). The narrative, told to two French researchers over a period of 10 years,
traces Viramma's life story from her childhood, beginning with marriage at age
11, soon followed by childbirth and the rituals around the births of her 12 chil-
dren, through years of heavy agricultural work, punctuated by the annual cycle of
festivals and religious life. Viramma says, “. . . we mothers always have afirein
our belly for our children: we must feed them, keep them from all sickness, raise
them to become men or women who are going to work” (17, p. 96). Thisis espe-
cially important as an insurance policy for aging parentsin her culture asin many
places where there is no socia assistance or old age pension. Viramma continues
to describe her role as a mother: “what’s more important for us women than
children? If we don’t draw anything out of our womb, what’s the use of being a
woman?’ (p. 104). However, it is more often men that determine awoman’'srole
in the family. Tseng writes that “in many societies women are considered signifi-
cant only for bearing children, particularly sons’ (14, p. 383). If this expectation
is not fulfilled, then the husband can cast the woman out of the home, or have her
replaced by another wife.

Level of education has a direct correlation with women's status in the family,
ability to gain financial independence, access to better health care, and achieve-
ment of better mental health. When this opportunity is not available, because of
scarce resources, or is lost because of political changes, the mental health of
women suffers. In some parts of rural India, the literacy rate for village women
may be as low as 12.3%, one of the lowest in the world (18). Even where oppor-
tunities for schooling do exist, many more boys attend than girls, and fathers are
said to keep their daughters out of classes “ because they fear she will start saying
‘No’ . . . and start having her own opinions’ (p. 28).

Under the Taliban rule in Afghanistan, education for women was one of the
first things to be outlawed. A study comparing the mental health of women in
Afghanistan living in areas under Taliban control and other areas with that of
women in a refugee camp in Pakistan found that major depression was much
more prevalent under the Taliban (73%—78% versus 28%) and suicidal ideation
in Taliban-controlled areas was much higher (73%) than in non-Taliban areas
(18%) (19). In contrast to the minority party in power, a majority of the popula-
tion, both men and women, believed that the protection of women’s rights and
equal opportunities for women in education and the workplace would be needed
as abasic step to rebuild the community.

Deprivation of educational opportunities occursin subtler ways aswell. In the
novel Brick Lane (20), which tells the story of a Bangladeshi immigrant woman
who joins her husband in London, Nazneen, the main character, asks her husband
if she can attend English classes at aloca college. His answer is “What for?. . .
You're going to be a mother. Will that not keep you busy enough?’ (p. 62). This
brings up the issue of acculturation and the difficulties that women may experi-
ence when forced to adjust to a new environment without language skills or
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family support. Immigration can bring a sudden loss of role for women, as what-
ever authority they may have had within their households is eroded by their new
situation, and their children, who learn new languages more quickly, may step in
to act as their intermediaries at doctors’ appointments and at the bank. In her de-
scription of South East Asian immigrants in California, Fadiman writes that “ of
all the stressesin the Hmong community, role loss—the constellation of apparent
incompetencies that convinced Lia's mother she was stupid—may be the most
corrosive to the ego” (4, p. 206). While the psychological implications of this are
not known, it can be imagined that this would have far-reaching effects on self-
confidence and awoman’s sense of agency.

The experience of succumbing to amedical illness can a so have an impact on
a woman's marital and family life. Jilek-Aall (21) presents the narrative of a
young woman with epilepsy in Tanzania who relates that she had a seizure, upon
which her “husband was furious. He gave my baby to his brother’s wife, returned
me to my parents, and demanded back the bridal price he had paid them to marry
me. My parents had to comply for it is our custom that a man can do thisif heis
not satisfied with hiswife” (p. 49). It was only after months of shame and stigma-
tization, given that epilepsy is feared as being a contagious disease in many parts
of Africa, that this woman found treatment in alocal clinic and, once stabilized
on medication, was finally accepted back by her husband and reunited with her
children.

Violence also adds to the difficulty of women's lives and their burden of men-
tal distress. Domestic violence has a range of intensities. Female infanticide is
described as an extreme form of domestic violence (14). More organized forms
of violence, such as involuntary prostitution or female sexual slavery, also carry
mental health risks, as well asrisks for physical health and HIV infection in par-
ticular (3). During times of a breakdown of social order such aswar or rebellion,
rape is all too common, and may lead to long-term psychological sequelae, par-
ticularly if children are born from these unions.

Violence is not aways interpersonal but can occur on a larger scale. In
Women, Poverty and AIDS, Farmer (22) defines “structural violence” as a set of
historically and economically driven processes and forces that conspire to con-
strain individual agency, where neither nature nor individual will is at fault. He
examines the interrel ationshi ps between women, poverty, and AIDS in an attempt
to make explicit that, as a group, poor women, precisely because of the economic
injustices they face, deal with higher rates of HIV infection than if they were
grouped according to any other cultural, national, or occupational classification.
The three case studies of women that he presents from Haiti, Harlem, and rural
India illustrate this point; the women are each HIV positive and linked by
poverty. He broadens his analysis in Infections and Inequalities (23) to include
the global plague of tuberculosis, again making the argument that social
inequality—poverty and lack of health resources—and disease are intimately
linked: “In South Africa, say, these forces include poverty and racism; in other
settings, gender inequality conspires with poverty to lead to higher incidence of
tuberculosis in poor women” (p. 259).

Situations of extreme stress may lead to changesin the usual patterns of distri-
bution of mental illness and related behaviors. It is generally known that, while
women might attempt suicide more frequently, men more often complete suicide
(16). However, in certain environments such as rura China, the suicide rate is
higher for women, particularly young women. Tseng (14) postulates that the role
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of young females “as unmarried women, young wives, or daughters-in-law” con-
tains more distress and is less favorable relative to the role of men, leaving them
with fewer options with which to cope and foresee a future for themselves. (See
the Section VI summary on Aging by Chiu, pp. 321-322, where the issue of suicide
rates in Chinese women is developed as an example of the way culture impacts
mental health in the aging women.)

An interesting epidemiologic finding in Ethiopia, which has not been shown
elsawhere, pertainsto age of onset of schizophrenia. Positive symptoms generally
occur at younger ages in men (17-27 years) than in women (17-37 years) (16).
Despite this difference, rates of schizophrenia are similar in women and men.
The best-known cross-cultural studies of schizophrenia are a series conducted by
the World Health Organization in the 1970s and 1980s that demonstrate better
outcome of schizophrenia in developing countries than in the developed world
(14). A more recent WHO report (24) comments on three types of biases that may
influence age of onset of schizophrenia. First, male patients may require earlier
hospitalization because of maladaptive or antisocial behavior. Second, traditional
societies may “protect” young women from hospitalization for a stigmatizing ill-
ness, and, third, the availability of psychiatric services (leading to diagnosis and
case identification) varies considerably in many parts of the world. They believe
that higher expectations for young men to succeed at work and support a family
may lead to earlier age of onset of schizophreniain vulnerable males because of
increased stress and that “ differencesin social roles and cultural norms. . . influ-
ence, at least partially, gender differences in risk, onset, course and outcome in
schizophrenia’ (24).

A recent community-based study from Ethiopia showed a reversal in age of
onset between males and females, with younger age of onset of psychotic symp-
toms in females, 21 years versus 23.8 years in males (25). There was aso a
male:female ratio of almost 5:1. The authors suggest two possibilities for earlier
age of onset in females. Thefirst isthat isit not uncommon in Ethiopia to report
women as being younger than they actually are. They give more weight to the
second possibility, which is that in rural Ethiopia, females have significantly
higher scoresfor stressful life events, such as arranged marriages at ayoung age,
abductions, and gynecologic difficulties, including multiple pregnancies, abor-
tions, and childbirth, in areas without adequate medical services. Also, females
in this study population experienced many of these adverse life events earlier
than males. In areview article, Leung and Chue (26) discussissues of sex differ-
ences in schizophrenia, giving details about age of onset in different settings.
They report that marriage is sometimes found to delay onset, especially for
males, while a positive family history tends to equalize age of onset in both
SExes.

A WHO report entitled Mental Health of Indigenous Peoples (27) refers to
Goldschmidt’s concept of the “human career” asameans for individualsto achieve
a sense of accomplishment in their lives, whether physical, social, or reproductive,
ensuring the continuation of the society. Cohen writes:

Whatever its size, complexity or environment, a central task of any culture
isto provide its members with a sense of meaning and purpose in the
world. What happens then, when a people’s way of lifeis destroyed
through disease, genocide, loss of territory, and repression of language
and culture, when pathways to meaning are no longer available? (p. 12).
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When a breakdown of the social fabric occurs, psychopathology, demoraliza-
tion, and mortality may result. What role does gender play in this? In astudy by the
Baffin Psychiatric Consultation Service of the University of Toronto among the
Inuit of the Canadian Arctic, women outnumbered men 3:2 for psychiatric consul-
tations. However, reasons for consultation differed greatly between women and
men, with more than twice as many women referred for depression (37.8% versus
16.4%), while more men were referred for suicidal attempts or ideation (32.8%
versus 20.6%) and conflicts with the law (29.9% versus 4.4%) (28). In order to
treat these populations, one must go beyond a simple biomedical approach, taking
a broad historical, cultural, and community view, because “efforts to rebuild sup-
portive environments for children, youth and their families must be an integra
component of any mental health program for indigenous peoples’ (27, p. 27).

Another important determinant of family structure is the system of kinship or
descent, which determines how individuals are connected through family ties and
obligations. In patrilineal societies, which are most common, the family name is
passed down from the father to male children and grandchildren, and children are
seen to belong to the kinship group of the father. In matrilineal societies, which
comprise about 14% of family systems, such as those found in Micronesia, titles
are passed down from mother to daughter and granddaughter (14). However,
although descent follows the female line, authority is held by the woman's hus-
band and brothers, so that authority and descent do not converge asthey do in pa-
trilineal societies.

AGING: MENOPAUSE, WIDOWHOOD,
AND END-OF-LIFE ISSUES

Menopause marks the transition to postreproductive life for women. Although a
universal biologic event, it brings with it a variety of cultural factors that influ-
ence reactions to this change (14). Much has been written about the symptoms
attributed to menopause in various cultures, as reviewed by Charney (29), who
explores the psychiatric, gynecologic, and transcultural literature on this topic.
Lock (30) has written at length about this area and has studied menopause in
Japan and North America to see whether the differences in its presentation were
dueto culture, biology, or acombination. In her overview, Charney, citing Lock,
concludes that “not only can cultural beliefs influence the construction, nature
and interpretation of menopause, but subtle biologic differences can also shape
the subjective experience of individuals, and may ultimately mold cultural inter-
pretations of this stage of the reproductive life cycle” (29, p. 429). Differencesin
diet, lifestyle, health status, childbearing, and social roles are some of the factors
that must be taken into account in studies of this kind.

Retirement is described by Tseng (14) as a “product of industrialized society.”
In many parts of the world and most of history until recently, people continued to
work and contribute as long as they were physically able. However, when people
are made to retire involuntarily or are financially unprepared, retirement can be-
come avery stressful time rather than one of leisure. Because of women's statusin
many societies, with lower incomes and perhaps dependence on a husband or male
relatives, awoman can suddenly be placed in aprecarious position late in life.

Ramphele (31) examines political widowhood in South Africa, exploring the
position of woman as shifting from a representation of personal to public loss.
She describes widowhood as a liminal state where local customs, from black
clothing to certain eating rituals, are followed, as in many cultures, to indicate
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the particular socia position of being a wife without a husband. She writes that
“awoman’s body, as the embodiment of the generative and reproductive power
that knits generations together, holds the secret of her ability to concomitantly
embody ritual danger and ritual power” (31, p. 115). Despite this power, the fe-
male body “usually requires a male body to render it whole and acceptable.” The
example of sati in India, a Hindu practice where widows join their husbands in
death on the funera pyre, is given as the ultimate joining of women and men’s
bodies. However, alot of controversy exists concerning this rareillegal practice,
which can be seen as a cultural form of suicide. On the one hand, it is the embod-
iment of a religious ideal, showing the devotion of a spouse honoring her hus-
band’s lineage. But it may be the result of social pressures to express grief in a
particular way, aresult of coercion on the part of the husband’s family, and not all
the woman's free choice (3). In cultures with a patrilineal system where women
have no property rights, widows are dependent on their male relatives to support
them and may choose sati as a way out, not to remain at their mercy (32).
Whereas widowed men are encouraged to do so, widowsin India are not allowed
to remarry and so are excluded from most ceremonies and the chance to partici-
pate fully in life (14).

With changing times, the status of being a grandmother may no longer mean
that childrearing days are over. When parents divorce, migrate to seek employ-
ment, or become ill and die of diseases such as AIDS, grandparents are often
called out of “retirement” to help raise their grandchildren (32). In societies like
India where the extended family is of primary importance, grandparents have
close contact with the younger generations when the joint family structure is
maintained, although thisis changing rapidly as more nuclear family households
move out on their own.

Aswomen of acertain age are freed from their traditiona roles, they may gain
a certain authority. Elders are often accorded great respect and direct the
activities of the kinship group. Thisis especially important in the case of hunter-
gatherer cultures or groups with an oral tradition, where knowledge of the envi-
ronment has been critical for survival. Among the Netsilik of northern Canada,
elderly women often adopted a grandson or granddaughter, whom they referred
to as their “walking stick,” implying that they would provide for them through
hunting and family support as they got older (10).

In his overview of mental health and well-being, which explores the factors
contributing to fulfillment in life and longevity, Vaillant (33) makes reference to a
longitudinal study of nuns by Snowdon (2001), who asked 180 nuns to write a
brief autobiography of afew pages and then classified these according to the ex-
pression of positive emotion. Vaillant reports that only 24% of the nuns with the
most positive emotion in their statements died by age 80 years, while 54% of
those with the least positive emaotion died by the same age. With this evidence,
Vaillant proposes that subjective well-being can be linked to good health and
longevity, that “ subjective well-being makes available personal resourcesthat can
be directed toward innovation and creativity in thought and action . . . [and]
becomes an antidote to learned helplessness’ (p. 1380), the latter term being one
of the factors associated with depression and unhappiness.

There is an enormous amount of variation in rituals of death and mourning,
with a wide variety of meanings, beliefs, and expectations. In many parts of
Africa, elders take on important new status through death, as they are believed to
join the ancestors whose role it is to watch over the generations and protect the
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village (14). Funerals are therefore an opportunity for people to link the past and
present and celebrate their collectivity. Sometimes mourning customs are used to
reinforce social systems. In matrilineal Micronesian society, Ifaluk women do
not openly grieve for their husbands but are culturally expected to grieve for their
fathers and brothers, their blood relatives (14). Given these gender differences,
one can only say that the representations of women in society continue even after
death and form part of the larger cosmology, which in turn guides the beliefs and
influences the status of women in future generations.

FUTURE DIRECTIONS

The World Mental Health Report (3), which has been cited several timesin this
chapter, devotes a chapter to issues of women’'s mental health and presents are-
view of the literature analyzing the social origins of distress. The authors com-
pare ethnographic, epidemiologic, and clinical studies from around the world,
examining the multiple socia forces that contribute to increased rates of psycho-
logical and psychiatric distress in women. Their conclusions are that “poverty,
domestic isolation, powerlessness (resulting, for example, from low levels of
education and economic dependence), and patriarchal oppression, are al associ-
ated with higher prevalence of psychiatric morbidity (exclusive of substance dis-
order) in women” (3, p. 183). Other issues of importance include hunger, work,
and violence in various forms—sexual, reproductive, and domestic violence.
Examples include findings of higher rates of depression, anxiety disorders, and
unspecified nonpsychotic disorders in women in India, Brazil, and severa
African countries. WHO takes the analysis further and reviews hypothesized ex-
planations for these gender differences. For example, WHO cites the well-known
early study of depression in a London suburb by Brown and Harris (1978), who
found that four vulnerability factors explained class differences in depression
among working-class and middle-class women: loss of parent, three or more
children at home, lack of a confiding intimate relationship, and unemployment.
Similar findings around gender differences have been noted since in many other
settings, in both the developed and the developing world (Table 2.1). Many re-
searchers have al so reported on hypothesized social origins of gender differences
in psychiatric disorders (Table 2.2).

New research is aso looking at the evolutionary roles of women of different
generations; an example is a recent study of the fitness benefits of prolonged
postreproductive lifespan in women (42). The “grandmother hypothesis’ poses
the question: Unlike other animal species, why do women survive so long after
their reproductive capacity has ceased? A comparative multigenerational study
of Finland and Canada using premodern demographic records has now shown
that postreproductive mothers enhance the success of their offspring to produce
children of their own, contributing to earlier and more numerous grandchildren.
In other words, the presence of a grandmother leads to more grandchildren, and
more “genetic success’ in evolutionary terms. How this will apply to modern
times, and to different family structures, remains to be seen but will lead to inter-
esting research questions.

Further studies looking for correlations between improvements in women’s
lives, such as reduction in poverty or more secure socia positions, and improve-
ments in mental health outcomes, would provide more hopeful evidence, since,
unfortunately, most of the research in this area has done the important initial
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International Research Findings Showing Higher Prevalence of
Psychiatric Disorder and Psychological Distress in Women

Psychiatric
Research Study  Location Disorder Methods Results
Chakraborty (34)  India Psychological Community Higher frequency in women
distress survey
(n = 13,335)
Gureje et al. (35) Nigeria Major depression  CIDI interview
(n=187) 1. Major depression is three times
higher in women than men
2. Dysthymia is more than twice
as high
Jablensky (36) China, India,  Schizophrenia Literature Higher prevalence for women in
Sri Lanka review three of four studies
Almeida-Filho (37)  Brazil Psychiatric Community Higher prevalence of nonpsychotic
disorders survey disorders in women
(n=6,741)
Mari et al. (38) Brazil Psychotropic drug  — Women use more
use tranquilizers than men
Amowitz etal. (19)  Afghanistan  Major depression  — Depression and suicidal ideation

more prevalent in Taliban-controlled
areas

Modified from Desjarlais et al., World Mental Health Report (3, p. 182).

TABLE 2.2

Hypothesized Social Origins of Gender Differences in Psychiatric

Disorders
Research Study Location Psychiatric Disorder Hypothesized Social Origins
Mari (39) Brazil Minor psychiatric Housing issues and sharing living with
morbidity nonfamily is associated with distress
WHO (40) International Substance abuse Unequal social distress,
survey marital stress, isolation of domesticity
Naeem (41) Pakistan Major depression Lack of intimate, confiding relationship
with husband
Almeida-Filho (37) Brazil Nonpsychotic disorders Housewife role as risk
factor for psychiatric morbidity linked to
marital status, education, occupation
Becker et al. (15) Fiji Eating disorders Introduction of Western

media and television

Modified from Desjarlais et al., World Mental Health Report (3, p. 184).
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work of linking negative impacts of social factors with mental health, and has
shown that there is much room for improvement.

Itisonly by taking aview that includes a combination of local knowledge and

global relevance that more progress will be made in understanding the social de-
terminants of women'’s mental health.
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Chapter 2 Commentary
A Feminist Perspective
Charmaine C. Williams

Lisa Andermann’s anthropologic perspective reminds us that in many contexts the
social determinants of mental health are not under the control of women.
Whether living in conditions of national prosperity or national deprivation,
women and girls are constrained in their efforts to achieve health and gain access
to safe, effective health care. Too commonly, women and female children are the
most deprived members of any nation-state.

Dr. Andermann deftly directs us to a critical view of the female development
process. She challenges decontextualized biologic narratives of birth, maturation, and
death by presenting the sociopalitical, cultural, and economic context of women's ex-
periences of mental health. The prenatal and childbirth periods are revealed as stages
for establishing the value of mothers and their daughters. Childhood is represented as a
period for intense socialization into approved adult female roles. Adol escence becomes
atime for regulating women'’s sexual behavior and disciplining their sexual attractions.
Adulthood brings years devoted to productivity but in a context that devalues and di-
minishes female productivity. Finaly, women's elder years are identified as a time
when they are no longer defined by the presence of men in their lives, but in the ab-
sence of men, they are both socially and materially impoverished. Dr. Andermann
makesit clear that each stage of individual development brings new threats to the men-
tal health of women throughout the world. Yet, | appreciate that her chapter does not
dwell exclusively on the negative. She also presents indicators of hope and alternate
possibilities. Both theory and practice point the way toward restructuring of social and
material arrangements to reduce female disadvantage.

Still, 1 believe that the chapter reveals a deficiency of the anthropologic gaze. Too
often, this gaze is revealed as not only Western, but also racist, sexist, heterosexist, and
otherwise oppressive. The Western gaze is present in the exotification of practices in
the so-called developing world, presenting them as failures to attain our own idealized
cultural arrangements. The racism of the gaze is reveded in presenting post-partum
"confinement" in "other" cultures as punitive, omitting other information that would
clarify itsrole in assuring sufficient tranquility for mother—child bonding and rest. The
sexism of the gaze is revealed in the focus on women as prereproductive, reproductive,
or postreproductive, implying they have few functions beyond the production of subse-
guent generations. Finally, the heterosexism of the gaze is revealed in the emphasis on
sexuality as expressed exclusively through male-female pairings, rendering invisible
the other possihilities for love and intimacy. The narrowing of our view to this particu-
lar gaze suggests the world should be judged against Western, white, reproductive, het-
erosexual functioning in order to gauge the desirability of patterns of individual and
social development. | do not, however, hold Dr. Andermann responsible for fashioning
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this gaze; by drawing on the literature that exists, she inevitably reproduces its oppres-
sive undertones.

One possibility for moving beyond the problematic gaze that has influenced work
conducted under the rubric of anthropologic cross-cultural or transcultural study is to
focus less on what "other" cultures practice in female development. We can shift the
gaze to a broader focus on the elements that seem to persist as threats to women’s men-
tal health and well-being in all contexts. Violence is a universal threat to women’s men-
tal health. Whether that violence emerges in war, family violence, sexual exploitation,
or some other form, we recognize its damage and its relevance across contexts. Hege-
monic ideals of femininity are a universal threat to women's mental health. Rigid ex-
pectations for female presentation contribute to eating disorders, the self-destructive
pursuit of cosmetic surgeries, genital mutilations, and other practices that we recognize
as damaging and relevant across contexts. Patriarchal capitalism isa universal threat to
women's mental health. Lack of control over resources, the commodification of
women'’s bodies, devaluing women's work inside and outside of the home, and other
economic abuses are practices that we recognize as damaging to women’s capacities to
maintain mental health across contexts. We should be working with researchersin other
contexts to reframe a gaze that includes scrutiny of our own practices and their continu-
ity with other methods of gender-based mental abuse that have local and international
implications. The benefits and challenges of such collaborations are being exploredin a
growing literature on international research collaborations (1-4). The task is demand-
ing, but the potential reward is compelling. With all of us sharing a reframed gaze, we
can work toward the improved mental health of women all over the world.
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-I-he issue of sex differences in the response to stress has both health and social im-
plications. Conventional wisdom has been of two minds on the issue. One perspective,
shared by some in the scientific community, views women as being more reactive to
stressful events than men (1), but another, more recent popular conception is that
women cope better with stress (2). Empirical research findings indicate that the situa-
tion is more complex than either of these perspectives.

Research on the biobehavioral impact of psychosocial stress has burgeoned in the past
two decades. We know that stress can adversely affect both physical and mental health and
that these effects are mediated by changes in biologic systems that govern the stress re-
sponse (3). Thereis no doubt that, among mammals, both sexes manifest biologic and be-
havioral reactions when exposed to stress. However, recent evidence indicates that the na
ture of these responses variesfor men and women. Thus, it is not simply amatter of greater
or lesser stress reactivity in females. Instead, it appears that the sexes differ in a constella-
tion of factors that determines the nature of their measured responses to stressful events.

In this chapter, we discuss the empirical research findings on the nature of the stress
response in males and females. The objective is to answer three questions: (1) Do the
sexes differ in their psychological and behavioral responses to stress? (2) Do the sexes

35

[vww .ebook3000.con}



http://www.ebook3000.org

36 SECTION | e Introduction

differ in their biologic responses to stress? and (3) What are the mental health implica-
tions of these differences for men and women?

HISTORICAL BACKGROUND

Past theoretical models of the human stress response were dominated by theories
that did not distinguish between the responses manifested by males and females.
Further, until the mid-1990s, laboratory studies examining physiologic stress re-
sponses in human beings were predominantly focused on men; women com-
prised a minority of research participants (4). The reason for excluding women
from such studies was partly that scientists believed the greater neuroendocrine
variability in women, attributable to the menstrual cycle, had the potential to ob-
scure the findings. The past decade has witnessed greater inclusion of women in
scientific investigations, and there is now a more substantive body of theory and
empirical findings addressing gender differences.

In reviewing the historical antecedents to contemporary research on stress, it
is apparent that one of the most influential theoretical frameworksin thefield has
been the notion of the “fight-or-flight” response to stress (5). Stress-induced acti-
vation of the sympathetic nervous system is assumed to mediate this response via
itsinnervation of the adrenal medulla, which triggers a hormonal cascade and the
secretion of catecholamines (e.g., norepinephrine and epinephrine), both of
which affect the brain and other organs. The nature of the stressor determines
whether the organism fights or fleesin response to sympathetic activation. When
the stressor is appraised as one that can be overcome, then “fight,” or aggressive
behavior, is the response, but when the stress is produced by a more formidable
threat, “flight” is more likely. Thus the response to stress is presumably aimed at
enhancing survival.

Other researchers elaborated on this approach and hypothesized biobehavioral
interactions in the stress response. In 1936 Helen Flanders Dunbar, a medical
doctor, suggested a relationship between psychosomatic diseases and certain
types of personality. Around the same time, Hans Selye proposed a model of the
“stages’ of the stress response, which he subsequently revised (6). The model
posits that the mammalian response to stress or threat entails a“ General Adapta-
tion Syndrome” (GAS) and is characterized by a set of resistance and adjustment
reactions. The first of the three stagesisthe alert or alarm phase, in which the or-
ganism experiences homeostatic disruption. The second phase is resistance, in
which the organism attempts, both biologically and behaviorally, to adapt to or
eliminate the stressor. The third phase, which occurs if the organism is unsuc-
cessful in coping with the stressor, involves exhaustion or decompensation. The
issue of gender has rarely been raised as a relevant factor in determining the qual -
itative or quantitative aspects of these stages. But subsequent research findings
provide reason to believe that gender may indeed moderate the stress response,
especially the nature of the individual’s reaction in the alarm and resistance
stages.

In arecent paper, Shelley Taylor and her colleagues (4) proposed a new model
of the stress response that posits an important gender difference. Based on their
review of the empirical literature as well as evolutionary theories about biobehav-
ioral sex differences, Taylor et a. proposed that the notion of “fight or flight”
does not aptly describe the response to stress in females. Instead, the female
stress response is better described as a pattern of “tend-and-befriend.” They pro-
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pose that “Tending involves nurturant activities designed to protect the self
and offspring that promote safety and reduce distress; befriending is the
creation and maintenance of social networks that may aid in this process” (p.
411). Further, they suggest that the mechanisms that subserve the tend-and-be-
friend pattern emanate from the neural systems that subserve the “attachment-
caregiving” system. We will examine some evidence for thisin our discussion of
biologic sex differencesin stress.

Of course, as Taylor et d. (4) point out: “Biology isnot so much destiny asitisa
central tendency, but a central tendency that influences and interacts with social,
cultural, cognitive, and emotional factors.” Indeed, empirical research on gender
and stress indicates that gender moderates the biobehavioral response to stress ex-
posure. Human males and females conceptualize and respond to stress in different
ways.

GENDER DIFFERENCES IN MENTAL DISORDERS

There are sexually differentiated rates of many medical conditions. For example,
women are more likely to acquire an autoimmune disease and are more suscepti-
ble to Alzheimer's and epilepsy, whereas men are more susceptible to
cardiovascular disorders (7—9). Cardiac arrest is much more common in men;
however, women have lower recovery and survival rates from heart attack, which
isthe leading cause of death among American women. Given these differencesin
susceptibility to physical health problems, it is not surprising that there are sex
differencesin patterns of mental disorders.

In a semina paper, Carolyn Zahn-Waxler reviewed sex differences in psy-
chopathology and proposed that they have their basisin biologically determined sex
differences in temperament (10). The other chaptersin this volume discuss research
findings that are consistent with this assumption. Across cultures, there is a prepon-
derance of men with antisocial and other externalizing disorders, and significantly
more women with internalizing disorders, especially those that are presumed to be
linked with stress. Thus, more women than men meet diagnostic criteria for depres-
sion and post-traumatic stress disorder (PTSD), especialy following exposure to
stress (4,10,11). The predominance of females with depression and PTSD aso holds
for children. It is of interest to note, however, that among subgroups expected to en-
counter high levels of stress, such as palice officers, there are no gender differences
inrates of PTSD or its symptoms, afinding that suggests that women may self-select
for such occupations (11). These and related findings have raised pivotal questions
about possible sex differencesin exposure or response to stress.

THE BEHAVIORAL RESPONSE TO STRESS
SELF-REPORTED STRESS

When males and females are asked to report on the stresses they experience in
everyday life, females tend to report more stressors (12). In fact, a recent meta-
analysis revealed developmental continuity in this trend; compared to males, fe-
males of all ages report more stressful events than males (13).

The gender difference in self-reported stress escalates following puberty. Com-
pared to younger and older individuals, adolescents generaly report a greater
number of stressful events (13). But the postpubertal rise in self-reported stressis
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greater for girls than boys, although there is little developmental change during
adolescence in the number of stress events reported by females (14). With ad-
vanced age, there is a decline in self-reported stress for both sexes, but elderly
women continue to report more stress than elderly men.

The nature of the stressful events also differs by gender. Males report more
physical conflicts, accidents, and negative work and school events. In contrast,
females report more stressful interpersonal events, especially stressful experi-
ences that involve significant others. For example, Hagedoorn et a. (15) exam-
ined levels of psychological stress in geriatric couples and found that women’s
stress was determined by both their own and their spouse’s health status. For
males, in contrast, only their own health status was related to their psychological
stress. Thus women seem to be more emotionally distressed by health problems
in significant others. Consistent with this, female elderly caregivers reported ex-
periencing more stressors than their male counterparts despite apparent uniform
caregiving experiences across the sexes (16).

There are aso differencesin the emotional responses to stressors described by
men and women (17). Women are more likely to endorse feelings of emotional
vulnerability and sensitivity, whereas men are more likely to endorse items de-
scribing tension, irritability, and being easily upset.

There is a dearth of literature examining gender differences in self-reported
stress across cultures, although the data available indicate that females report
more stress than males across cultures (18). This conclusion is tentative, given
the limited research available. Yet consistency across cultures, despite differences
insocia customs, suggests that gender differences in self-reported stress have bi-
ologic underpinnings.

When considering the sex difference in self-reported stress, it is important to
keep in mind that there are also sex differences in the likelihood of recalling and
reporting stressful events. One likely reason for this is that females engage in
more cognitive rumination about adverse events (19). In other words, they direct
attention inwardly, on negative feelings and thoughts. Similarly, there is evidence
that compared to males, females recall more details of negative life events (20).
Thus the higher rate of self-reported everyday stressors among females may re-
flect a cognitive style that makes it easier for them to recall past adverse events.

Another important consideration is the evidence that the gender differenceisre-
versed for more serious stressors, or traumatic events, and this al so appearsto hold
across cultures (21). The preponderance of self-reported traumatic events for males
is most pronounced in the categories of physical attacks and accidents. In striking
contrast, females are much more likely than males to experience one of the chief
traumas linked with distress and PTSD, namely, sexua abuse and assault (20,22).
Females are about three times more likely than males to be victims of sexua abuse
or assault, and this may contribute to the higher rate of PTSD observed in women.

CYCLIC CHANGES IN FEMALES’ SUBJECTIVE STRESS

Temporal variations in subjective stress parallel hormonal variations during the
menstrual cycle. In the premenstrual phase, when estrogen is low, women report
feeling more stress than during the postmenstrual phase (i.e., 4 to 5 days after
menstruation) (23). Further, women with more severe premenstrual symptoms re-
port more stress overall (23). They also rate events as more stressful than do women
without premenstrual symptoms, women using oral contraceptives, and males,
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despite equal ratings among the groups on the frequency of stressful events (24).
Thus premenstrual symptoms appear to heighten sensitivity to stress, perhaps be-
cause monthly hormonal variations affect mood, which in turn influences how
events are perceived.

REACTIONS TO THE STRESS OF TRAUMA AND LOSS

Given that females report more stress than males, we turn to the question of
whether this indicates that females are exhibiting a stronger response to stressors
when they occur, rather than simply being exposed to more frequent or severe
stressors. The limited available research findings indicate that when confronted
with the same stressor, females have a greater subjective response and more be-
havioral sequelae than males. As noted previoudly, females of all ages are more
likely to exhibit PTSD following exposure to significant stressors. Further, this
differential susceptibility has its origins in childhood. For example, Ronen,
Rahav, and Rosenbaum (25) assessed Middle Eastern children’s reactions to the
1991 Gulf War. Although boys and girls reported comparable levels of anxiety
and behavioral problems before the war, girls felt more anxious during the war
and manifested greater increases in the frequency of certain behavior problems,
such as stuttering, sleep disturbances, and fear of sleeping aone. Yet, it is note-
worthy that sex differences in behavioral reaction to the war were only observed
for the adolescent cohort, and younger children did not differ in war-related
symptoms based on gender. This mirrors the findings on developmental changes
in gender differences in self-reported stress in community samples and suggests
that pubertal changes can amplify sensitivity to stressin females.

There is some evidence that there are cultural differences in the consequences
of stress for males and females. In a study of work-related stress in the United
States, United Kingdom, Taiwan, and South Africa, there were few gender differ-
ences for the type of stressors experienced; however, gender groups differed in
how job stress was related to their overall mental health (26). Based on self-
report of mental well-being, American males showed the strongest relation be-
tween stress and health, but the association was weakest for British and South
African females. These findings suggest that the way occupational stressors in-
fluence mental health may vary by sex and culture.

Despite the evidence that females show a more pronounced psychological re-
sponse to stress, their physical health reactions may not be as strong as those
shown by males. The most informative research on this issue comes from studies
of partner loss. After loss of a spouse, both men and women suffer higher rates of
physical illnesses than their married counterparts (2). However, compared to
women, men who lose a spouse are significantly more vulnerable to health prob-
lems and have higher rates of mortality. Males who experience loss show higher
rates of suicide, heart disease, liver disease, and accidents. Recent studies have
shown that the increased mortality risks of widowhood among men extend for
years after partner loss, suggesting that loss of a spouse constitutes a chronic
stress for men. As discussed below, it is likely that these sex differences are par-
tially mediated by differencesin the neurohormonal and cardiovascular responses
to stress. But they may also be aresult of gender differencesin coping strategies.

Thereis a substantial body of research on gender differencesin behavioral cop-
ing reactions to loss and separation, particularly partner loss (2). Although feelings
of distress are normative after partner loss, males and females exhibit very different
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coping strategies. The differences parallel those described by Taylor and colleagues
(4), with women seeking more socia contact and men being more likely to engage
in avoidance coping, which sometimes involves dysfunctional distracting behaviors
like heavy drinking. For example, in astudy of partner loss, widowed men who re-
fused to participate in interviews but completed questionnaires by mail were more
depressed than those who agreed to the interview (2). The opposite pattern was ob-
served among widows, with the more depressed agreeing to the interview.

Men employ avoidant or withdrawal strategies when dealing with other types
of major life stressors as well. For example, most men with prostate cancer avoid
disclosure about the illness when possible, but the majority of women with breast
cancer seek opportunities to discuss their illness with others (27). Women are also
more likely to attend support groups and share their emotional reactions (28).
Again, gender differencesin cognitive and coping styles may contribute to the ob-
served gender differencesin the diagnosis of stress-related psychiatric disorders.

Other empirical research shows that women generally tend to cope with stress
by focusing on and sharing their emotional reactions. Garnefski and colleagues
measured individuals' strategies for regulating their emotions following stressful
life events and found that women were much more likely than men to engage in
cognitive strategies involving rumination and elaborating on the emotional aspects
of the event (29). Women also used more active social coping, like seeking socia
support and engaging in positive reappraisal, and positive self-talk. In fact, women
report greater use of the majority of coping behaviors when compared to men (27).

Similar gender differences are observed in the behavior of parents who have
been exposed to stressful, conflictual interactions in the course of the workday
(30). Repetti found that fathers who had experienced a stressful workday were
more likely to be interpersonally conflictual or to withdraw from their families at
home that evening. Women, on the other hand, were more nurturant and caring
toward their children on their stressful workdays.

THE BIOLOGIC RESPONSE TO STRESS

Given the evidence that women express more subjective distress in response to
stress, we now turn to the biologic level of analysis. As mentioned earlier, expo-
sure to stress activates the body to respond. This is reflected in multiple neural
systems, including the hypothalamic-pituitary-adrenal (HPA) axis, the cardiovas-
cular system, the immunologic system, and various neurotransmitter systems, es-
pecially the catecholamines. Published reports on gender differences in the bio-
logic indicators of the stress response have primarily focused on the steroid
hormones governed by the HPA axis.

GENDER DIFFERENCES IN THE HPA RESPONSE TO STRESS

The hypothalamic-pituitary-adrenal (HPA) axis is one of the key neural systems
mediating the effects of stress on behavioral maladjustment and psychiatric ill-
nesses (3,31). The HPA axisinvolves three chemical messengers: corticotropin-
releasing hormone (CRH), adrenocorticotropic hormone (ACTH), and gluco-
corticoids. In response to stress, cells in the periventricular nucleus of the
hypothalamus release CRH. The pituitary contains receptors for CRH, and
when these are stimulated, the pituitary releases ACTH. ACTH then signals the
adrenal cortex to release glucocorticoids, including cortisol in primates and
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corticosterone in rats. Glucocorticoids have effects throughout the body, and they
are critical to the physiologic changes that constitute the adaptation to stress.
Glucocorticoid receptors, located in various regions throughout the brain, serve
to regulate the activity of the HPA axis through neural feedback systems.

Research on rodents has been consistent in revealing sex differences in HPA
activity, with female rats showing greater basal corticosterone levels than males
(32). Similarly, female rats manifest greater increases in ACTH and cortico-
sterone in response to both acute and chronic stressors (32). In rodents, sex is
also linked with the expression of corticosteroid receptors and the morphology of
the hippocampal pyramidal neurons. But research on human subjects does not
parallel the results observed in rodents. This points to important limitations on
generalization across species.

In humans, the research on baseline cortisol and ACTH generally reveals min-
imal or no sex differences. Some tests of adults’ basal levels of HPA functioning
show that men have greater ACTH secretion than women, but there appear to be
no sex differencesin basal cortisol secretion (33). Severa studies of adolescents
have also shown no gender differencein levels of cortisol (34), although afew in-
dicate that boys have higher levels of ACTH than girls (35).

Data from a recent study of adolescents conducted in our laboratory are con-
sistent with previous reports in showing no significant sex difference in baseline
cortisol. Participants range in age from 12 to 17 years, and include both normal
adolescents (n = 26) and agroup (n = 54) of adolescents who met diagnostic cri-
teria of the Diagnostic and Statistical Manual of Mental Disorders (DSM-1V) for
an Axis Il personality disorder. During the laboratory assessment of this sample,
saliva cortisol was measured five times. Figure 3.1 shows cortisol values, by
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FIGURE 3.1 @ Cortisol levels for male and female adolescents.
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time, for males and females. As can be seen, the temporal trends are similar.
Thus, during this critical developmental period, when females report significantly
more stress than males, baseline stress hormone secretion shows no sex difference.

More consistent evidence of gender differences does emerge, however, from
studies of stress-induced cortisol secretion. In response to laboratory challenges,
including psychosocial stress and “real-world” examination stress, adult male
subjects generally show greater cortisol and ACTH responses than female sub-
jects. In a series of studies by Kirschbaum and colleagues (33,36), participants
engaged in abrief public speaking task combined with amental arithmetic task in
front of an audience. There was a twofold to fourfold increase in cortisol above
baseline for both sexes when exposed to this stressor, but males had alarger mean
cortisol increase. Similar results have been reported for sex differencesin response
to alaboratory stress that involved social aggression (7). Males had the largest re-
activity on cortisol, although women showed amore self-reported hostility. No sex
differences have been reported in the cortisol response to aphysical challenge (bi-
cycle ergometry test) or a CRH challenge (injection of corticotropin-releasing
hormone) (36).

Itisrelevant to note that Kirschbaum et a. (33) have proposed that gender dif-
ferences may be obscured in total plasma cortisol stress responses, while gender
differences emerge for ACTH and free salivary cortisol. These researchers
showed that ACTH responses to stress were elevated in men compared to women,
independent of menstrual cycle phase or contraceptives use (33). For saliva corti-
sol, women in the luteal phase had a stress response comparable to that of men,
whereas women in the follicular phase and those on oral contraceptives showed
lower cortisol responses. These observations highlight the need to distinguish be-
tween the total cortisol secretion and the bioavailable cortisol levels.

While research on young and middle-aged adults suggests that stress-induced
activation of the HPA axis is more pronounced for males, studies of elderly sub-
jectsdo not yield this pattern. Instead, it appears that the sex difference in the cor-
tisol response to stress may be reversed with advanced age. Seeman et a. (37)
found higher cortisol reactivity in elderly women compared to elderly menin re-
sponse to a driving simulation challenge. These observations were corroborated
using a 30-minute cognitive challenge paradigm; among older subjects, females
exhibited a greater response than males, but among younger subjects, males ex-
hibited a greater salivary cortisol response (37). Similar results were reported by
Laughlin and Barret-Connor (38). This developmental shift in gender differences
suggests that gonadal hormones may play arolein the cortisol response to stress.

Given the evidence that males and females differ in the intensity of their con-
cern with socioemotional issues, we might also expect them to differ in their
biologic response to stressors that vary in socia salience. Consistent with this
notion, there are gender differences in the nature of the stressors that elicit more
pronounced cortisol responses. Stroud, Salovey, and Epel (39) randomly assigned
adult subjects to achievement or rejection stress conditions. The achievement
condition involved challenging cognitive tasks, and the social rejection condition
involved challenging social interactions. There were no sex differences in mood
ratings following the stressors; however, men showed significantly greater corti-
sol responses to the cognitive challenges, whereas women showed greater re-
sponses to the socia rejection. These findings are consistent with the notion that
women are more invested in social relations, whereas men are more concerned
with achievement.
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In biologic challenges to the HPA axis, the findings on gender differences are
mixed. Gallucci et al. (40) found that women exhibited a greater and more pro-
longed ACTH response to a CRH challenge than men, but there was no signifi-
cant sex difference in cortisol secretion. In contrast, Dorn et al. (35) found greater
secretion of ACTH in male than female adolescents following a CRH challenge.
Again, these findings may indicate a reversal in sex differences with age, al-
though further studies are needed before such conclusions are drawn.

OTHER ASPECTS OF THE NEUROCHEMICAL RESPONSE TO STRESS

Sex differencesin other neurochemical indices of stress have received relatively lit-
tle attention compared to hormones secreted by the HPA axis. Some studies have
shown that epinephrine increases in response to cognitive challenges (mirror trac-
ing and mental arithmetic) are greater in malesthan females (41). Similarly, adoles-
cent boys, compared with girls, show significantly higher levels of norepinephrine.

Oxytocin is a pituitary hormone secreted in response to a variety of events,
including stressors, in both males and females. It appears to serve as a counter-
regulator of other neural systems that are activated by stress, including the HPA
axis, and its release is linked with enhanced sedation, relaxation, and maternal
and other affiliative behavior. A review by Taylor et al. (4) of research on both
animals and humans indicates that oxytocin release in response to stress is sig-
nificantly greater in females. As described below, this is consistent with evi-
dence that androgens inhibit oxytocin release, while estrogen enhancesiit. In ad-
dition, endogenous opioid peptides serve to augment affiliative behaviors,
especially in females. Taylor et al. (4) discuss findings from a variety of sources
to show female responses of the sympathetic nervous system and HPA axis are
down regulated by oxytocin, which in combination with endogenous opioid
mechanisms and estrogen, fosters maternal and affiliative behavior in response
to stress. In contrast, stress appears to enhance the “fight-or-flight” stress re-
sponse in males.

PHYSIOLOGIC MANIFESTATIONS OF THE RESPONSE TO STRESS

There are documented sex differences in the cardiovascular response to stress,
with males typically showing more pronounced responses. Reviews of the litera-
ture have revealed that males have higher heart rate and blood pressure at rest and
greater challenge-induced increases in heart rate and especialy blood pressure
(38). Among the stressors that have been found to induce a greater cardiovascular
response in males are thermal stress (cold air/water), physical exertion stress, so-
cial hassles, and orthostatic stress. Further, males show more protracted cardio-
vascular responses to acute stress than women (7,8). Taken together, these find-
ings are generaly consistent with the higher rate of cardiovascular disease in
men. Of note, however, some studies show no sex differences in cardiac and/or
blood pressure responses following psychosocia or physical challenges (7,42).

As with self-reported stress, studies of women at different phases of the men-
strua cycle reveal temporal variations in women's vascular response to stress.
For example, Hastrup and Light (43) found sex differencesin blood pressure dur-
ing the follicular (but not the luteal) phase of the menstrual cycle. Jern et al. (44)
found more pronounced hemostatic response to mental stress during the luteal
phase than during the follicular phase.
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There has been a paucity of research on sex differences on skin conductance
indicators of the stress response. The limited data that are available indicate no
sex difference in baseline skin conductance; however, males show greater skin
conductance than do females in response to video clips depicting fearful and
angry interactions, whereas females were more physiologically reactive to sad
themes (45).

GONADAL HORMONES AND THE BIOLOGIC STRESS RESPONSE

Sex hormones are one likely source of sex differences in the response to stress.
Gonada hormones influence the neural systems involved in the stress response
beginning in the fetal period via organizational effects on the brain (4). During
the postnatal period, gonadal hormones have both activational and organizational
effects on the function of the nervous system. Yet the mechanisms through which
these hormones alter the stress response in humans are not fully understood.

There is an abundance of research suggesting a complex bidirectiona relation-
ship between the HPA axis and hypothalamic-pituitary-gonadal (HPG) axis (46,47).
One complicating factor in extrapolating from this body of literature is the fact
that it is primarily based on animal research. As noted, it now appears that sex
differencesin the stress response vary across Species.

The limited data available indicate that, in postmenopausal women, there are
significant inhibitory effects of estrogen treatment on both the HPA axis and cat-
echolamine response to stress. Further, data from human studies suggest that
progesterone influences the HPA axis response to stress by modulating sensitiv-
ity to negative feedback (32). The research findings we have reviewed here indi-
cate that there are changes in the pattern of sex differencesin the stress response
across the life span. This suggests that hormonal changes associated with matura-
tional processes can differentially alter the nature of stress responsesin males and
females.

Despite our increasing knowledge of the stress response at the behavioral and
biologic level, the precise nature of the interaction between the HPA and HPG
axes, and the underlying mechanisms at various points throughout development,
remain unclear. Increasing evidence that 1) abnormalities in both of these sys-
tems may play acritical role in the development of psychiatric and medical disor-
ders and 2) that the systems are sexually differentiated, highlight the need for fu-
ture studies aimed at clarifying the potential role of this hormona milieu in
mediating (or moderating) the biologic response to stress.

CONCLUSIONS

The research literature on sex differences in stress indicates that males and fe-
males differ in their responses to stress at multiple levels of analysis: subjective
psychological reactions, biologic responses, behaviora responses, and mental
and physical health consegquences. Yet, the direction of the sex difference is not
consistent across these levels of analyses. On some levels women appear to be
more vulnerable than men, but on others they are more resilient.

The empirical findings are consistent in showing that women are more likely
than men to identify events as stressors and to describe a stronger subjective
emotional response to them. In large part, this seems to be one facet of a more
generalized tendency for females to recall and share information about negative
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experiences and emotions. This gender difference in “social-cognitive style” is
also reflected more broadly in the tendency for females to express both positive
and negative emotion with greater frequency and intensity than males (45).

Yet, the data on various facets of the biologic response to stressors indicate
that males often show a more pronounced reaction. Studies of ACTH and cortisol
secretion generally suggest that there are no gender differencesin baseline levels.
But there is support for a sex difference in activation of the HPA axisin response
to stress in adults; when a difference is detected, it is more likely to involve
greater cortisol or ACTH responses in males. Similarly, with respect to the car-
diovascular response to stress, the data tend to indicate that males manifest a
stronger response than females. The greater biologic response to stress in males,
especialy stress-induced by performance demands, may contribute to the higher
risk for cardiovascular disorder in men aswell asthe higher rate of morbidity and
mortality following loss. However, there is also some evidence that the gender
difference in the magnitude of the neurohormonal stress response reverses with
advanced age. These maturational changes should be examined further because
they may hold clues to underlying hormonal mechanisms.

Another salient gender difference in the response to stress is observed at the
level of behavioral coping. In response to stressful events, females of al primate
species, including humans, are more inclined than males to seek social proximity
to others (4). Most often females seek socia contact with other females with
whom they have established relationships. It may be this propensity that provides
women with an advantage over men in coping with significant personal losses. In
contrast, the “fight-or-flight” pattern is more characteristic of males, who are
more likely to act aggressively in response to stress. This behavioral tendency
may account for the higher rate of self-reported traumatic experiences among
males, especially those involving injury or interpersonal aggression.

Finally, at the level of psychiatric symptoms, we see a more pronounced link
with stress among women. Women are more likely to manifest psychiatric symp-
toms and to meet criteria for psychiatric syndromes, especially PTSD, following
exposure to stress. It isimportant to keep in mind, however, that the diagnosis of
such symptoms and syndromes is based on self-report. Thus the higher preva-
lence in women may simply reflect the tendency for females to more readily re-
call and verbalize negative experiences and emotions. This should be taken into
consideration when formulating and applying diagnostic criteria. At the biologic
level, the stress response may be as strong or stronger in males, yet females will
more often meet clinical criteriafor stress-related disorders.

Conclusions about gender differences in the stress response should also take de-
velopmental level into consideration. As noted, the stress sensitivity of females may
change across the life span and with the menstrual cycle. The developmentd trend
entails changes during adolescence and with advanced age. This pattern could bein-
terpreted as a reflection of hormonal influences. To date, however, our understand-
ing of the relation between sex hormones and the stress responseis limited (32).

As mentioned previously, most of the published research on the relation be-
tween gonadal hormones and the stress response is based on animal models, typ-
ically rodents. It appears that there are species differences in the biologic mecha-
nisms subserving the stress response that limit the generalizability of the animal
findings to human gender differences. As a consequence, thereis aneed for more
systematic, empirical research aimed at elucidating the effects of sex hormones
on the stress response in males and females. The field of stress research has
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evolved over the past few decades, and we now have excellent paradigms and re-
liable biologic assays for exploring multiple aspects of the human response to
stress. Thus the stage is set for conducting informative research about the psy-
chobiologic underpinning of sex differences.

Finally, the links between psychological and biologic manifestations of stress
should be subjected to further exploration. At the present time, the diagnostic ap-
proach to stress-related disorders is based almost exclusively on patient self-
report. Yet, we know that the adverse physical consequences of stress exposure
are mediated by the biologic factors. In the future, the accuracy of diagnosis of
stress-related disorders might be enhanced by incorporating biologic measures
that index the neurohormonal and physiologic indicators. The combination of
psychological and biologic measures might also lead to a better understanding
of the nature of sex differences in the clinical manifestations of stress-related
disorders.
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Chapter 3 Commentary
A Perspective from South Africa
Soraya Seedat, Debra Kaminer

Findings of a female predominance of stress-related disorders (such as post-trau-
matic stress disorder and major depression) have been robustly documented over
time and across cultural settings. Yet the critical issue in stress research is trying to
establish why women are more likely than men to develop these disorders. From
an evolutionary perspective, it has been suggested that differences in the stress re-
sponse can be explained not only in terms of personality and cultural differences
within a population but also in terms of gender differences in the pursuit of life
goals. For example, it has been suggested that women’s greater investment in de-
veloping social support networks and nurturing relationships as compared with
men may, in fact, translate to greater vulnerability when faced with stressors that
have negative interpersonal consequences (1).

In conceptualizing and responding to stress, men and women arguably utilize differ-
ent cognitive and emotiona strategies. In contrast to men, who are more likely to employ
avoidance strategies (characteristic "fight—flight" pattern) and to focus on persona auton-
omy, women are more likely to display coping strategies that are characteristically affil-
iative or prosocial. But it can also be argued that these gender-differential responses can-
not be considered outside of a biobehavioral framework. In Chapter 3, Walker,
Sabuwalla, Ballini, and Walder provide an insightful review of gender differencesin bio-
logic responses to stress, with reference to the hypothal amic-pituitary-adrenal -gonadal,
catecholamine, and autonomic nervous systems. Two points are worth noting: First, gen-
der differences are neither universal nor fixed across the age spectrum. Second, across
neuroendocrine, physiologic, and behavioral parameters of measurement, male-female
differences have shown wide variation.

At abiologic level, men show stronger neuroendocrine and cardiovascular responses
when exposed to stress. Women, on the other hand, manifest more pronounced emotional
responses. Thisis an interesting paradox. On one level women appear to be more vulner-
able than men to stress; at another level they appear to be more resilient. Other trends are
worth noting. When exposed to a psychological stress, men have a larger mean cortisol
and ACTH response than women, but in response to abiologic stress, gender findings are
mixed and some studies demonstrate no significant differences in cortisol levels. Even
within the same sex, thereis some indication that certain persondlity traits may buffer the
glucocorticoid response to stress. For example, one study has demonstrated that healthy
males who characterized themselves as less attractive, somewhat introverted, socialy
inept, dightly distrusting of others, and with lower self-esteem had grester cortisol re-
sponses than mal es without these characteristics (2). In addition, "high-stressed” females
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(those who scored high on a chronic workload scale) had higher cortisol levels than high-
stressed males or low-stressed males and females. Clearly, the link between biologic indi-
cators of stress and psychological manifestations warrants further exploration.

To inform the developmental underpinnings of gender differences in the stress re-
sponse, Lanius, Bluhm, and Pain explore the impact of early traumatic experience on
brain development and emotional regulation (see Chapter 11 of this book). To support
their hypothesis that abnormal neural functioning is at the core of emotional dysregula-
tion seen in traumarrelated disorders [namely, PTSD and borderline personality disorder
(BPD)], they draw on the neuroimaging literature of emotional statesin healthy subjects,
patients with PTSD, and patients with BPD.

While gender, in itself, can influence the nature of early adverse experience, studies
have also shown that at the level of neurodevelopment, significant gender differences
existin brain laterality and hormonal milieu. For example, one theory posits that exposure
to significant stressors during a sensitive developmental period in an infant can cause the
brain to develop along a stress-responsive pathway through a cascade of neuraobiologic ef-
fects (3). Teicher et al. (3) have aso hypothesized that exposure to corticosteroids in in-
fancy may be a crucial factor in organizing the brain to develop in this manner. When
stress comes along (for examplein the form of postnatal neglect or other maltreatment), it
elicits a host of responses to organize the brain to develop along a specific pathway that
can be either adaptive or maladaptive (3).

Both of these chapters, in their own right, cover fascinating aspects of stress-trauma
research. As clinicians, we can only really fully appreciate the diverse spectrum of clini-
ca symptomatology in men and women with stress-related disorders if we understand it
in the broader context of developmental and neurobiologic influences that intervene
across the lifespan.
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Section Il Summary
Commentary from the United States

Mani N. Pavuluri

The four chapters in this section share common themes and
raise pertinent questions. What does epidemiology teach?
How can it be urgently trandated ino service? And where
should future research be headed?

Manassis highlights the critical point that anxiety symp-
toms may not be pathological at subclinical level while de-
pression, even at a subsyndromal level, raises the risk for
depression by threefold. It is important to trandate these
findings to real-life practice. The Virginiatwin study, for in-
stance, highlights the need to intervene early with depressed
girls. Cross-cultural studies show a consistency of gender
difference in depression/anxiety in Asia but not in Africa.
Understanding of these differences needs to be linked with
gender role orientation and cultural context. The results of
biologic research in depression/anxiety should be taken as
spring boards for future effortsthe final word on effective-
ness and safety of SSRIsin children and adolescents, for in-
stance, is not yet in (1). With respect to interpersonal psy-
chotherapy, it is particularly effective in girls, who tend
more than boys to internalize conflicts (2).

Bradley and Zucker have reviewed gender identity disor-
der (GID) from aclinical and research standpoint, highlight-
ing Canadian and Dutch studies. Both these cultures being
western, where unisex style of dressing and “tomboyish” be-
havior is accepted, it is plausible that girls get referred later
than boys while this may not be so in other cultures. Most of
the conclusions are based on maternal information and show
a need for stronger support for mothers and daughters alike.
Studies on rhesus monkeys give new insights into the timing
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of hormonal manipulation in utero that resultsin masculinization (3). Similarly, prelim-
inary results indicate 5 apha reductase deficiency leading to GID in girls (4). No sys
tematic data exist in developing countries where GID may be hidden. Levy introduces
the multiple obstacles in identifying behavior disorder such as referral bias, rater bias
and fundamental differences in subtypes of attention deficit hyperactivity disorder
(ADHD). It would be safe to say that a cross culturally uniform over-representation of
the inattentive subtype of ADHD is noted in girls. Data from available studies do not
resolve the question of whether neurocognitive profiles are gender specific or linked to
the inattention subtype of ADHD. An important point to highlight is that boys outhnum-
ber girls even among those with the inattention subtype Higher heritability and a possi-
ble polygenic multiple threshold model has been proposed in females but replication is
needed. New data point to gender based differences in neuroanatomy of the brain with
smaller amygdalae in female brains compared to male (5). Future studies will deter-
mine the relevance of this finding.

Lipman and Offord’s chapter on conduct disorder (CD) reports an intriguing epi-
demiological profile where girls equal boysin the clinic population. Thisis good news
and bad news. Are there more boys in the community with CD not being referred to
clinics? Are boys accepted as being somewhat aggressive and boisterous? Is society’s
threshold for tolerance of externalizing behavior in girls too low? But the good news
for girlsisthat they appear to obtain services readily. Social aggression in girlsis criti-
cal to addressin future treatment studies as it comesin the way of opportunitiesto suc-
ceed and pursue leadership roles. Gender-specific treatment strategies will greatly im-
prove the quality of life for young women. Several epidemiological studies tend to
focus on maternal risk factors for child disorders probably because mothers are readily
accessible for interviewing. Paternal factors need to be pursued as well.

In conclusion, a few critical issues can be highlighted in interpreting the data pre-
sented here. First, epidemiological findings are derived from only a few selected coun-
tries and cultures. Second, findings suggest the usefulness of gender-specific treatment.
Third, more biological studies need to be carried out to validate external phenocopies
and to better understand etiopathol ogy.
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-I-his chapter focuses on epidemiology, proposed etiologic factors, and developmen-
tal changes evident in anxiety and depression in children and adolescents. Emerging
concepts that may enhance understanding and treatment of these disorders will also be
described. In all sections, differences between the sexes will be highlighted when

present.
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EPIDEMIOLOGY
PREVALENCE

Anxiety and depression are among the most prevalent psychiatric disorders in
childhood [10.5% of school-aged children are affected in Ontario (1)]. Many
studies emphasize that the long-term morbidity and disability associated with
these disordersis severe [reviewed in (2)]. In adol escents, depression is also asso-
ciated with increased mortality due to suicide (1).

Until recently, childhood anxiety and depression were underreported. Thereis
some debate as to whether the apparent increase in these conditions in recent
years is due to stresses in children’s lives or is an artifact of better reporting.
Whichever is the case, many affected children still experience lengthy delaysin
seeking and obtaining treatment. The large Ontario epidemiologic study con-
cluded that up to 80% of children with these disorders are never treated (1).
Moreover, a substantial number of anxious children experience comorbid depres-
sion, and the risk of this comorbidity increases with age and lack of intervention
(3). In contrast to children with either disorder alone, children with comorbid
anxiety and depression often suffer sequelae well into adulthood and are rela-
tively less responsive to treatment (4). These findings underscore the need to
identify anxious and depressed children at an early age, to improve their func-
tioning, and to reduce the risk of comorbidity and long-term impairment.

Sex differencesin rates of anxiety and depression are not consistently found in
childhood, but thereis a clear female preponderance (about 2:1 for depression) in
both conditions by adolescence [see (5)]. Possible reasons for this shift in sex dis-
tribution are discussed below (see also Chapter 12, on depression and anxiety in
adulthood).

MEASUREMENT

Measurement difficulties may contribute to underidentification and treatment
delay in these conditions. Several well-validated self-report inventories exist for
anxiety and depression [for example, the Multidimensional Anxiety Scale for
Children (6); Children’s Depression Inventory (7)]. However, correspondence
among informantsis consistently fair to poor [reviewed in (8)], with parents tend-
ing to report more overt, behavioral symptoms and children reporting more dis-
tressed feeling states. In some cases, a child may fail to report symptoms despite
evidence of disorder. Alternatively, the child may recognize symptoms although
adults in his or her environment do not and hence referral for assessment and
treatment is unlikely to occur. Therefore, in clinical practice, symptoms that ei-
ther the parent or the child endorse merit investigation.

Symptom inventories are also limited by low specificity because many chil-
dren with noninternalizing types of psychopathology have elevated scores. Such
inventories are best used as part of a more thorough diagnostic assessment that
provides an estimate of severity and (when repeated) a means of evaluating
progress objectively.

Anxiety and depression require somewhat different thresholds for concern.
Certain fears are developmentally normative [reviewed in (9)], and mild anxiety
enhances academic performance on some tasks. Avoidance of risk can aso be
adaptive in certain circumstances (for example, reducing risk of accident-related
injuries). Therefore, anxiety is considered pathologic only if it is very distressing
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or resultsin substantial impairment. By contrast, the presence of depressive symp-
toms, even at subclinical levels, always merits concern. Large-scale longitudinal
studies of children with elevated depression scores on self-report found athreefold
increased risk for subsequent depression compared to other children (10,11).

ETIOLOGY: BIOLOGIC FACTORS

In many cases, biologic factors contribute to the emergence of anxiety and de-
pression. It isrecognized, however, that the outcomeis usually determined by the
interaction between biologic vulnerability and psychosocial factors that increase
or ameliorate that vulnerability. The next two sections describe key vulnerabili-
ties and factors studied as well as proposed interactions.

HERITABILITY OF CHILDHOOD ANXIETY AND DEPRESSION

Twin and adoption studies have shown that genetic factors account for at least
50% of the variance in the transmission of mood disorders, athough specific
genes are only now being identified (12). Children of depressed parents have a
threefold lifetime risk of major depression and are also more vulnerable to anxi-
ety disorders. Therefore, some authors have suggested that what is inherited is a
genera tendency to internalize problems and that environmental factors influence
which symptoms are manifested.

The Virginia Twin Study has yielded some interesting findings with respect to
the relationship between anxiety and depression in girls (13). Using over 600
female twin pairs (about two thirds monozygotic and one third dizygotic), the
authorsfound three distinct patterns. Early overanxious disorder (OAD) and simple
phobias were linked to specific genetic vulnerability to depression after age 14;
shared environmental factors influenced symptoms of depression before age 14
and later separation anxiety and simple phobias; and shared environmental influ-
ences on depression after age 14 also increased vulnerability to concurrent OAD
and separation anxiety. The association between early OAD and later depression
is consistent with models suggesting a temporal progression from anxiety to
depression. Interestingly, these findings suggest that the progression may be
based, at least in part, on a common genetic risk rather than a depressive re-
sponse to untreated anxiety symptoms. Other studies have since confirmed
shared environmental influences as more salient in prepubertal depression, with
greater heritability in adolescent depression (14). Genetic susceptibility to adoles-
cent depression in response to environmental adverse events was also demon-
strated in this sample.

Family and twin studies have both found a definite familial contribution to
childhood anxiety disorders [reviewed in (2)]. Anxiety disorder rates were ele-
vated in children of parents with anxiety disorders or mixed anxiety-depression.
Conversely, parents of children with school refusal were found to have elevated
rates of anxiety and depressive disorders. While several twin studies have estab-
lished a genetic contribution to childhood anxiety, further studies will clarify the
degree of genetic versus environmental contribution to specific anxiety disorders.
In a recent twin study, for example, Topolski and others (15) found that shared
environmental effects played a moderate role in separation anxiety disorder but
not in OAD. In contrast, genetic influences appeared to predominate in OAD.
Specific genetic loci are now being researched.
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TEMPERAMENTAL SUBSTRATES

The constitutional factor examined most extensively in relation to childhood
anxiety isatrait termed “behavioral inhibition” [reviewed in (16)]. Behavioral in-
hibition is an aspect of temperament measurable in the laboratory, characterized
by atendency to restrict exploration and avoid novelty. Human and primate stud-
ies have confirmed the heritability of this trait, and its physiologic basis. Inhib-
ited children show evidence of chronically high sympathetic arousal, leading to
the hypothesis that inhibition occurs when there is a reduced threshold to arousal
in the amygdal a, a part of the limbic system.

Many children “outgrow” behaviora inhibition, probably because of their parents
encouraging them to enter new situations, which results in desengtization. There
may be sex differences, however, in the degree of encouragement of exploratory
behavior parents offer. In many cultures, girls are expected to be more reticent
than boys, resulting in inhibited behavior being socially sanctioned and thus
likely to persist. Persistent inhibition, in turn, has been linked prospectively to an
increased risk of subsequent anxiety disorders in middle childhood and specifi-
cally to social phobiain adolescence.

Perhaps because they typically have alater onset, less study has been devoted
to temperamental antecedents of mood disorders.

COGNITIVE BIASES

Cognitive biases have been implicated in childhood depression [reviewed in
(17)]. For example, longitudinal studies have shown that children with a negative
cognitive style experience prolonged dysphoric mood when exposed to stresses
such as poor grades or peer rgjection. Such dysphoric mood may predispose to
depression. Negative cognitive style and self-perceptions are also found during
depressive episodes, but it is unclear whether these are part of the depressed state
or represent long-term traits. Modeling, critical or rejecting familial relation-
ships, and stressful life events all have been proposed as contributing to negative
cognitions in depressed children.

Cognitive biases, in particular attentional and interpretational biases, are also
thought to play arolein many anxiety disorders, with relative specificity depend-
ing on the type of bias [reviewed in (18)]. For example, when doing a timed
color-naming task of both neutral and threatening words, spider-phobic children
had slowed color-naming times when shown spider-related words (e.g., web) but
not neutral words (e.g., fly). Anxious children were also faster to react to a probe
preceded by a threatening rather than a neutral word on dot-probe tasks, showing
sel ective attention to threat cues.

Interpretation bias has been evidenced in studies comparing anxious versus
nonanxious children’sinterpretation of homophones (e.g., dye or die) and ambigu-
ous stories. Results indicated that anxious children were more likely to interpret
ambiguous situations in a threatening way. Parent—child interactions can, however,
influence children’s tendency to interpret ambiguous material as threatening.

Dichotic listening tasks that examined cerebral laterality have also found dif-
ferences between anxious and depressed children relative to normal controls. My
colleagues and | (19) found enhanced perception of emotional tone of voice in
anxious children compared to normal children, regardless of ear or hemisphere of
presentation. Pine and colleagues (20) found that depressed adolescents showed
an increased right ear/left hemisphere advantage for fused words.
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In summary, there is emerging evidence that cognitive biases in attention and
perception likely have some physiologic basis, but interpretation biases may also
be subject to the influence of parental modeling and other parent—child interac-
tions. None of the cognitive bias studies found gender differences, but parental
expectations of girlsmight still play arolein interpretation bias.

SPECIFIC BIOLOGIC VULNERABILITIES

Following upon work in adults, several hormones have been studied in relation to
childhood depression. [reviewed in (12)]. Because most studies are cross-
sectional, it is often unclear whether these congtitute vulnerability factors or
markers of the depressed state. Blunted response of growth hormones to insulin-
induced hypoglycemia has been found to persist upon remission, suggesting that
this may be more of atrait marker. Findings regarding growth hormone without
stimulation are eguivocal, though. Findings in children are also inconsistent for
the dexamethasone-suppression test, a common marker for depression in adults.
Lower cortisol levels after infusion of L-5-hydroxytryptophan have been found in
children with early-onset major depression. Depressed girls have been found to
have elevated prolactin levels compared to girls who are not depressed. None of
these findings is specific enough to constitute a “test” for depression (often re-
quested by families), but they continue to be of research interest to better under-
stand the disorder and obtain potential markers for treatment response.

Panic disorder has been linked to an exaggerated fear of suffocation due to a
biologic and possibly heritable hypersensitivity in the brain’s receptors for carbon
dioxide [reviewed in (21)]. Differential sensitivity in the receptors of anxious ver-
sus control children is shown by carbon dioxide panic provocation challenge
studies; evidence of higher than average incidences of anxiety disorders in asth-
matic children; and lower incidences of anxiety symptomsin children with faulty
carbon dioxide receptors. It is possible that these overly sensitive receptors trig-
ger isolated panic attacks, which are thought to cue conditioning experiences and
in turn phobic avoidance.

“Anxiety sensitivity” has been found to be a specific predictor of onset of
adolescent panic [reviewed in (22)]. This construct, measurable by self-report
inventories, consists of the tendency to respond with anxiety to sensations of
autonomic arousal. To address this response in the cognitive-behavioral treatment
of panic, patients are helped to reinterpret sensations of autonomic arousal as
benign rather than threatening.

MEDICAL AND CHROMOSOMAL CONDITIONS ASSOCIATED
WITH ANXIETY OR DEPRESSION

Several medical conditions have been linked to childhood anxiety or depression
[see (23)]. The sudden onset of anxiety or depression in aprevioudy outgoing child
should alert the clinician to explore a medical or traumatic etiology. Hyperthy-
roidism commonly produces anxiety states, and hypothyroidism can contribute to
depression. Medications that are sympathomimetic (for example, Ventolin inhalers
for controlling asthma) can contribute to anxiety. Endocrine conditions affecting
adrenal steroids have been linked to mood disorders. In girls, consumption of caf-
feinated beverages, particularly diet colas, often contributes to anxiety. Many over-
the-counter diet aids aso contain stimulants that can exacerbate anxiety. Pediatric

[vww .ebook3000.con}



http://www.ebook3000.org

58 SECTION Il e Childhood

chronic illnesses have also been linked to depression, with both child and illness
characteristics contributing to the vulnerability [reviewed in (24)].

Turner syndrome is a condition found in phenotypic girls who have mono-
somy of the X chromosome. It is characterized by gonadal failure, short stature,
and some associated medical abnormalities. Many girls with Turner’s syndrome
suffer symptoms of anxiety and depression [reviewed in (25)]. In the past, these
symptoms were thought to reflect low self-esteem secondary to the condition.
Recent studies, however, suggest that these symptoms persist even when affected
girls are treated with growth hormone to address short stature. Differencesin ex-
ecutive cognitive functions and brain anatomy distinguished monozygotic twins
discordant for Turner syndrome (26), and may account for difficulty modulating
negative affect in this population.

ETIOLOGY: PSYCHOSOCIAL FACTORS
EARLY ATTACHMENT

Attachment theory proposes that infants are predisposed to behave in ways that
enhance proximity to their caregivers, and caregivers are prone to behave recipro-
caly (27). When parent—infant attachment is secure (as demonstrated in the labo-
ratory), the primary caregiver eventually serves as a “secure base” from which
the infant can explore the world, returning at times of distress. Insecure attach-
ment, however, has been linked with childhood anxiety symptoms concurrently
and with anxiety disorders prospectively (28). Security or insecurity of attach-
ment has been found to be relatively independent of child temperament. Interven-
tions that promote secure attachment relationships therefore have the potential to
prevent some anxiety problems in temperamentally vulnerable children.

The influence of early attachment on brain development has been the subject
of increased study recently [reviewed in (29)]. Studies of animals and human be-
ings have both confirmed that adverse early relational experiences can result in
activation and eventually ateration of the functioning of the hypothalamic-
pituitary-adrenal (HPA) axis. Physiologic responses to stress are thus changed.
Furthermore, the altered HPA functioning influences the development of brain
pathways linked to anxiety and depression, increasing vulnerability to these dis-
orders. Maternal depression is known to be associated with high rates of insecure
attachment and risk of adolescent depression. While modeling of depressive cog-
nitions and impaired parenting likely contribute to this association, the findings
suggest that alterations of the HPA axis may also play arole.

PARENTING AND FAMILY INTERACTIONS ASSOCIATED WITH ANXIETY
OR DEPRESSION

Depressed adults regularly report more conflict than do normal adults as well as
more rejection, more communication problems, and less support in their childhood
families of origin [reviewed in (12)]. Given that these reports are retrospective,
however, it is unclear to what extent they are biased by the cognitive distortions
associated with depression. In depressed children, the possibility of bidirec-
tional effects must also be considered. For example, asullen, irritable child with
depression may €licit rejecting or conflicted interactions with parents, but these
interactions may, in turn, worsen the child depression. Children of depressed
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mothers may be at particular risk, however, both because of modeling of depres-
sive behaviors and cognitions and because of high rates of insecure attachment
(see above).

In children with anxiety disorders, observational studies of parent—child inter-
actions have supported a link between anxiety and overprotective parenting. For
example, Hudson and Rapee (30) found that mothers of anxiety-disordered chil-
dren were more controlling and intrusive during a puzzle task than mothers of
nonanxious children. They proposed a bidirectional relationship such that the
parent of an anxious child may be more likely to become overinvolved with the
child in an effort to reduce and prevent the child’s distress. In turn, this behavior
would reinforce the child’s anxiety by promoting beliefs that the world is a dan-
gerous place from which the child needs protection and over which he or she has
no control. The parent’s own anxiety is aso likely to compound this mal adaptive
pattern of behavior.

Parental modeling has also been implicated in the development of anxiety dis-
ordersin children. For example, adult socia phobics have retrospectively reported
their families as encouraging isolation and constraining contacts with neighbors,
relatives, and acquaintances [see (31)]. In addition to minimizing or discouraging
socia networking, parents may also provide children with information that height-
ens anxiety about certain situations.

Sex differencesin parental overprotection and anxious modeling have not been
studied, but the tendency to perceive girls as more frail and vulnerable than boys
may exaggerate these behaviors by anxious parentsin relation to their daughters.

PEER INFLUENCES

Peer relationships have been studied most in relation to social anxiety. Ginsburg
and colleagues (32) found that peer acceptanceis predictive of lower levels of so-
cial anxiety in youth. Similarly, the highest levels of social anxiety were found
among peer-neglected and peer-rejected middle-school students. Withdrawal
from peers may interfere with the attainment of socia skills and relationships,
which may lead to further increases in social anxiety. Peer relationship problems
are also increased in depressed children compared to controls (33), and victims of
bullying have been shown by teacher and parent report to be vulnerable to both
anxiety and depressive symptoms (34).

CULTURAL INFLUENCES

Cultural factors have been examined more in relation to childhood anxiety than
depression. These factors likely influence definitions of the degree and type of
fearfulness that are considered “abnormal,” parenting practices that may increase
or decrease fearfulness, and differencesin expected levels of fearfulness.

Research using the Fear Survey Schedule for Children—Revised (9) has pro-
vided useful information about differences in fearfulness (severity, prevalence,
and content) across cultures. This research has shown that children and adoles-
cents from Nigeria, Kenya, and China report a greater number of fears than chil-
dren from Western cultures such as Australia, the United States, and the United
Kingdom. Ollendick proposed that the higher rates of fearfulness may be associ-
ated with increased fostering of inhibition and compliance in African and Asian
cultures in comparison to Western cultures.
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The greater prevalence of anxiety disorders and fearfulness in female samples
is explained in part by cultural factors. [reviewed in (35)]. Although Western and
Asian cultures have shown clear sex differences between girls and boys, with
girlsreporting higher levels of fear than boys, there is alack of sex differencesin
reported fearfulness among African children. In many cultures, anxiety or fear is
generaly considered less socially acceptable in men than in women. Generally,
men experience more pressure from the environment to behave bravely in situa-
tions of both ambiguous and certain threat. In contrast, avoidance behavior in
women is considered far more acceptable and is perhaps even encouraged. In
adult and child studies, gender role orientation has been associated with fearful-
ness. individuals who score high on measures of femininity also score high on
measures of fearfulness, while individuals scoring high in masculinity report low
levels of fearfulness.

STRESSFUL LIFE EVENTS

Stressful life events have been linked to the onset of depression in both child and
adult studies [see (12)]. Both severe events such as exposure to the suicide of
someone close and nonsevere events such as poor grades or relationship problems
have been cited. Adolescents may also perceive some events as more severe than
an adult would. In the year prior to onset of depression, significantly larger num-
bers of stressful events are reported by depressed youth than by normal controls.

Several studies have found higher rates of aversive life events in clinically
anxious children [reviewed in (33)]. Specific events include the occurrence of
parental separations and divorce, death of a family member, family conflict, and
repeated changes of school. Many anxious children, however, do not experience
elevated rates of stressors, and many youth survive traumawithout clinically sig-
nificant psychological problems. The negative impact of these stressful eventsis
thought to depend on factors that amplify or buffer their effects. Factors that ap-
pear to reduce the negative impact of aversive events upon children include avail-
ability of social support and problem-focused coping strategies (36).

CHANGES WITH DEVELOPMENT

CHANGES IN MANIFESTATION OF DEPRESSION AND ANXIETY

Differences in manifestation of disorder in prepubertal versus adolescent individ-
uals have been a major focus of study in depression. There is an ongoing debate
as to how similar or dissimilar depression in young children is relative to adoles-
cent and adult forms of the disease. Birmaher and colleagues (37) found that de-
pressive symptomatology, duration, severity, rates of recovery and recurrence, and
family psychiatric history were similar for prepubertal and postpubertal probands.
High family loading and protracted clinical course were evident in both groups.
Other authors have emphasized neuroendocrine differences between these
groups, with prepubertal depressed children often lacking the HPA axis abnor-
malities common in depressed adults [reviewed in (37)]. Perinatal insults and
motor delays have also been linked to juvenile-onset depression (38). Still others
have tried to identify particularly vulnerable subgroups of depressed children.
For example, Wickramaratne and colleagues (39) found that prepubertal depres-
sives with familial loading had a higher risk of recurrence and continuity of
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depression into adulthood, but this was not true of those with onset after puberty.
While there appear to be developmental differences in some aspects of depres-
sion, thereis someclinical consensus that children with early onset and a positive
family history for depression merit ongoing follow-up for the emergence of fur-
ther psychopathol ogy.

Both fears and anxiety disorders show changes with development [see (40)].
In young children, fears tend to be more concrete, such as fear of loud noises,
strangers, separation, and physical injury, while in adolescence, socia evaluative
concerns and more abstract worries are prominent. Separation anxiety disorder is
clearly more prevalent in early childhood when there is high dependency on par-
ents, while generalized anxiety disorder, panic disorder, and social phobia show
an increase from childhood to adolescence. These findings suggest that age influ-
ences the presentation of specific anxiety disorders.

One factor potentially underlying these age differencesis the child's cognitive
development. For example, concerns of negative evaluation by an audience are
considered central to the disorder of social phobia (41). Such concerns are only
possible when a child can, to a degree, consciously evaluate his or her own per-
formance. That ability has been found to be present in most 8-year-olds but not in
most 5-year-olds. Similarly, certain cognitive developments may also be required
before the onset of panic disorder is possible. One of the core features of panic
disorder is afear of losing control, going crazy, or dying during the panic attack.
Nelles and Barlow (42) suggested that these symptoms do not occur in children
because their ability to predict catastrophic consequences from physical symp-
tomsislimited. That is, children are less able to make the cognitive leap from a
certain physical symptom to loss of control or death and thus are lesslikely to de-
velop panic disorder.

Children with anxious and depressive comorbidity also appear to be a highly
vulnerable group [reviewed in (4)], and this comorbidity increases with increas-
ing age. Comorbid children are more impaired than children with either disorder
alone, and when followed longitudinally, are more poorly adjusted in early adult-
hood. Brady and Kendall (3) have proposed atemporal relationship between anx-
iety and depression, with older, more impaired anxious children having a high
risk of developing comorbid depression. This idea is appealing because it sug-
gests that early intervention with anxious children may prevent subsequent de-
pression. Other authors, however, have examined familial factors in explaining
anxious/depressive comorbidity. Certain parenting styles (for example, so-called
“affectionless control”) have been linked to both disordersin children (43). A ge-
netic basis for the comorbidity has also been proposed [reviewed in (44)]. Parents
of comorbid children have higher rates of mood disorders than parents of anxious
children, and twin studies suggest that separate genes may account for anxiety/de-
pression rather than depression alone.

PUBERTY AND SEX DIFFERENCES

The emergence of differences between the sexes in the rates of anxiety and de-
pression at puberty has been a remarkably consistent finding [reviewed in (5)].
Girls begin to show much higher rates of these disorders than boys, and this dif-
ference persists into adulthood. Psychosocial and biologic (predominantly hor-
monal) mechanisms for this change have been proposed. Correlations between
pubertal development and low mood have been cited repeatedly and can be
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accounted for by either mechanism (hormones or negative social consequences of
pubertal development). Findings from epidemiol ogic surveys and from twin stud-
ies suggest that differences between the sexes in anxiety may precede puberty
(45). 1t is unclear, though, whether this prepubertal difference represents non-
pathologic fearfulnessin girls, or true anxiety disorders (35).

Psychosocial factors proposed to contribute to internalizing disorders in post-
pubertal girls include: self-consciousness about body image, history of sexual
trauma, stressful life events, peer problems, a poor sense of self-competence
(compared to boys), women being more likely to acknowledge negative feeling
states (i.e., artifactual), and depressing aspects of the female gender role in soci-
ety [reviewed in (5)]. Findings for many of these factors are inconsistent, and
some appear contributory but cannot entirely account for gender differences. For
example, controlling for differential rates of sexual trauma reduced but did not
eliminate the associations between gender and anxiety and depression (46). The
association between self-competence and internalizing disordersinitialy appears
more robust. Gender differences in trait anxiety are markedly attenuated, and
gender differences for depression become insignificant when this factor is con-
trolled (47). It is unclear, however, whether low self-competence is an antecedent
or aresult of anxiety and depression in girls.

Cyclic withdrawal of gonadal steroid hormones with the menstrual cycle, par-
ticularly estrogen, has been linked to postpubertal girls' and women’s vulnerabil -
ity to anxiety and depression (48). Gonadal steroids modulate GABA-A recep-
tors, linked to anxiety and may protect the brain from the neurotoxic effects of
stress hormones. Changes in gonada steroids with pregnancy, however, have
been linked to increased risk for certain types of anxiety (particularly obsessive
compulsive disorder, OCD) (49). Other authors have linked changes in adrenal
hormones occurring earlier in development to arisk for anxiety disorders. Dorn
and colleagues (50) found that, among children aged 6 to 9, those with premature
adrenarche had a 44% rate of anxiety disorders and higher self-reported depres-
sion. Parker and Brotchie (5) have recently proposed an elegant stress-diathesis
model to account for postpubertal differences in both anxiety and depression.
They argue that children of both sexes with a temperamental tendency toward
“neuroticism” (defined as high limbic activation in response to stress, similar to
Kagan's “behavioral inhibition” construct) are vulnerable to anxiety or depres-
sion. At puberty, however, hormonal influences on the brain may render females
with this trait more vulnerable to socia stress, increasing their risk for anxiety
and depression.

CHANGES IN COPING STYLES

Much as children’s expression of anxiety and depression may change with devel-
opment, their ability to manage negative emotion evolves over time as well.
There are alimited number of ways of managing unpleasant emotions, and those
one uses habitually have been termed “coping styles.” Use of avoidant coping
strategies (for example, trying to avoid thinking about a problem or actually
avoiding the problematic situation) rather than active ones (for example, seeking
guidance or trying to solve the problem) has been linked to anxiety in numerous
studies [see (51)]. Depressive coping, on the other hand, is characterized by
“learned helplessness,” a tendency to give up on solving a problem without even

trying.
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When coping strategies are used repeatedly, they can become entrenched over
time. This entrenchment may explain the phenomenologic shift from apparently
fluid, highly comorbid anxiety disordersin early childhood to clearer, more per-
sistent disorders in adolescence and early adulthood. Gender differences in the
rate of anxiety disorders that emerge in adolescence have been recently linked to
coping style. Byrne (52) found similar coping strategies in boys and girls at age
7, but dramatic differences at age 12, with boys using strategies that more effec-
tively reduced anxiety and girls using less effective strategies. Both early attach-
ment relationships and social sanctioning or discouragement of different coping
behaviors have been implicated in the type of coping style an individual develops
(53). Many cognitive-behavioral interventions with anxious or depressed youth
focus on providing arepertoire of alternative, more effective coping responses.

EMERGING CHALLENGES IN CLINICAL PRACTICE

Treatments for childhood anxiety and depression have generally been adaptations
of adult treatment models. They are, unfortunately, not aways based on knowl-
edge of developmental processes in children. Recent controversy surrounding the
use of certain antidepressants in children has focused attention on this problem,
but it is relevant to other clinical treatments as well.

SELECTIVE SEROTONIN REUPTAKE INHIBITORS IN CHILDREN

There has been extensive media coverage of the finding of increased suicidal
ideation in some depressed adolescents taking selective serotonin reuptake in-
hibitors (SSRIs) compared to those taking placebos. Major regulatory bodies (for
example, the Food and Drug Administration in the United States, Health Canada)
have issued warnings pertaining to these medications. A further concern is the
discrepancy between published data on these medications (suggesting afavorable
risk/benefit profile) and unpublished data that contradict these findings (54).
Families have been understandably concerned by this controversy, and many
have either discontinued administration of achild’'s SSRI or expressed reluctance
about pursuing SSRI treatment. While more study is clearly needed, clinicians
must continue to practice and advise their patients using the best available infor-
mation. In thisregard, the pointsin the following paragraphs are worth noting:

Rates of suicidal ideation in the adolescents treated with SSRIs, while higher
than placebo, were still relatively low [3% to 5%; (54)]. Thus, the vast majority
of adolescents taking these medications do not experience suicidal ideation.

It is unclear whether or not the relationship between SSRIs and suicidal
thoughtsis causal; other factors may account for the association.

There is a paucity of rigorous, controlled studies demonstrating efficacy for
SSRIsin children and adolescents, but some clearly show benefit.

All studies reporting increased suicidality with SSRIs have examined adoles-
cents suffering from primarily mood disorders. They have not examined children
or adolescents with obsessive compulsive disorder or other debilitating anxiety
disorders. It is unclear whether or not suicidal ideation occursin these conditions,
which are also regularly treated with SSRIs.

There are risks associated with failing to treat severe mood and anxiety disor-
ders that may be as great or greater than the potentia risk of suicidal ideation
with SSRIs.
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There are risks associated with sudden discontinuation of treatment with
SSRIs (relapse of symptoms; a flulike “discontinuation syndrome” with many
SSRIs).

Medical alternativesto SSRIsin childhood anxiety and depression (for exam-
ple, tricyclics or benzodiazepines) have not been shown consistently efficacious
relative to placebos [reviewed in (12)], and also have potentialy serious side ef-
fects (cardiac arrhythmias in the former; addictive potential in the latter).

Evidence-based psychologica treatments (for example, cognitive-behavioral
therapy) may not be sufficient to aleviate symptoms in severely affected chil-
dren and are not always readily available.

In the absence of definitive information, Health Canada (55) has provided
what appears to be prudent advice: clinicians must weigh the risks and benefits
of SSRIsin each case, discuss them with the child and family, and monitor all
children and teens taking these medications on aregular basis. Sudden discontin-
uation of SSRIsis not advised.

PSYCHOLOGICAL TREATMENTS

Cognitive-behavioral treatment (CBT) that combines anxiety management train-
ing with enactive exposure has been extensively studied in relation to anxious
children. Its brevity and reproducibility (through the use of standardized manu-
als) facilitate outcome studies. Several groups of investigators have done ran-
domized controlled trials in mixed anxious samples, based on adaptations of
Philip Kendall’'s“ Coping Cat” treatment model (56), for both group and individ-
ual interventions. Efficacy has been demonstrated repeatedly, with added bene-
fits demonstrated in some studies when parents were involved in treatment.

The long-term effects of CBT on developmental outcomes in anxious chil-
dren remain to be elucidated, most studies having followed children for only a
year or less. Furthermore, the treatment’s high reliance on verbal ability limitsits
utility in less verbal children, and the transportability of CBT from academic
centers to the community has not yet been demonstrated. Lack of availability of
CBT in the community isafurther clinical challenge.

Cognitive-behavioral therapy has also been found efficacious in child and
adolescent depression in randomized comparisons with control treatments [re-
viewed in (57)]. Unfortunately, results at longer-term follow-up have been
variable. Relapse rates are reported to be high (up to 40%), and a substantial pro-
portion of children (about 30%) do not respond to treatment. Studies have also
been criticized for selecting only mildly depressed children for participation, and
for other methodologic flaws. Predictors of poor treatment response have in-
cluded parent—child conflict, older age, social impairment, lower self-esteem, se-
vere depression, and the presence of one or more comorbid conditions. There are
few existing trials of family intervention with depressed children and adoles-
cents. To date, these suggest that family intervention islikely superior to wait-list
control, but not clearly superior to CBT. Studies of treatments that combine CBT
with the most successful family interventions appear worthwhile. Given the high
rates of relapse in adolescent depression, the role of family intervention in re-
lapse prevention merits further study as well.

Interpersonal therapy (IPT) is another brief, manual-based therapy for adoles-
cent depression. Its focus is on accepting and managing interpersonal roles and
conflicts and changes in this domain. Although a recent randomized controlled
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trial showed promising results (58), the sample size was small and not ethnically
diverse, limiting the generalizability of the findings. Given the interpersonal chal-
lenges of adolescence, further study of IPT is definitely warranted. Moreover,
several interpersonal factors have been found to predict symptoms of depression
in female adolescents (59). Also, CBT’s greater emphasis on examining one's per-
sonal thoughts, with less emphasis on solving interpersonal problems, may not be
appealing to all adolescents. If efficacy is replicated in more diverse populations,
IPT may be avaluable treatment option for adolescents who are experiencing in-
terpersonal stresses or who are more amenable to discussing relationships than
cognitions.

COMORBIDITY AND TREATMENT

Comorbidity among childhood internalizing disorders and between internalizing
disorders and other psychopathology is highly prevalent. In children with multi-
ple comorbidities, the most disabling symptoms must be prioritized, and families
require encouragement to persevere with treatment until the child is returned to
age-appropriate functioning in most areas [reviewed in (60)]. Studies of comor-
bid samples are rare, as most treatment protocols target “pure” disorders.
Combined medical and psychological treatments are often used for children
with comorbid disorders, but it is unclear whether these provide additive benefits
or may, potentialy, be less effective as one treatment interferes with the other. In
childhood anxiety disorders, one review (61) suggested a somewhat higher re-
sponse rate in studies where pharmacotherapy and behavior therapy were com-
bined than in studies where either was examined alone. Randomized comparisons
of single and combined treatments, however, have not been published. Optimum
treatment combinations may also vary by disorder and degree of severity.

PREVENTING DISORDERS

Dadds and colleagues (62), in large randomized controlled trials in Australia,
were able to demonstrate reduced anxiety symptoms and reduced onset of new
anxiety disorders in symptomatic children using school-based cognitive-
behavioral interventions with some parental involvement. Barrett and Turner (63)
have demonstrated the feasibility of teaching this type of intervention to school
personnel. Caution is warranted in interpreting these results, however, because
the children were not clinically identified. While subclinical levels of anxiety
may be amenable to school-based interventions, it is unrealistic to expect school
personnel to address the needs of children with severe anxiety disorders. Primary
prevention of depression has not been consistently found effective but promising
studies are reported below. Targeted interventions have focused on two groups:
children at risk due to familial depression and children with elevated scores on
self-report inventories for depression.

Beardslee and colleagues (64) did a randomized trial of a manualized psy-
choeducational intervention with children of depressed parents. They intervened
with families as children were entering adolescence, providing education about
depression to all family members and attempting to increase positive interac-
tions between parents and children. While benefits were demonstrated for both
lecture-based and clinician-facilitated programs, parents reported more changes
in child behaviors and attitudes in the clinician-facilitated version.
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In children reporting depressive symptoms, Jaycox and colleagues (65) did a
controlled study of a school-based group intervention using cognitive and social
problem-solving techniques. They found reduced depressive symptoms in the
treatment condition up to two years after treatment. Clarke and colleagues (66)
did a large controlled trial of a school-based cognitive-behavioral group inter-
vention for children self-reporting elevated depressive symptoms. They demon-
strated a reduced incidence of affective disorders in the treatment condition
during the 12 months following the study (notably, 26% of the children in the
control condition devel oped affective disorders).

Preventing recurrence of depression is a particular challenge. From 40% to
70% of depressed adolescents experience recurrent episodes, and long-term im-
pairment in functioning is worse in those with recurrent disorder [see (12)]. Con-
flict in the family environment has been identified as a significant predictor of
recurrence (57), suggesting that family-based interventions could potentially
have along-term benefit even if they add little to acute treatment efficacy.

SUMMARY OF GENDER-SPECIFIC ISSUES
AND DIRECTIONS FOR FURTHER RESEARCH

Anxiety and depression in girls and boys can be understood as resulting from the
interaction of biologic and environmental vulnerabilities. Nevertheless, girlsface
some unique challenges in both of these areas of vulnerability. Certain disorders
associated with anxiety and depression (for example, Turner syndrome) are
unique to girls. The dramatic change in gender distribution for internalizing dis-
orders at puberty likely bears some relationship to hormona changes. Social
pressures faced by girls at this time, particularly those related to body image
and personal competence, may also play arole. Some families greater toler-
ance for fearful behavior and greater protectiveness toward girls than boys may
perpetuate the girls’ anxiety and reduce the families' seeking help for their anx-
ious daughters. Avoidant coping styles that support anxiety can also develop on
this basis. Given the evidence for a temporal relationship between anxiety and
depression, anxious girls may also be predisposed to later depression. Other de-
velopmental issues meriting further study include identifying specific genes or
interactions between genes and the environment that might predispose individu-
alsto anxiety or depression; identifying protective/resiliency factors for anxiety
and depression; and identifying developmental trajectories of risk, which may
differ by gender.

When treatment is sought for girls with internalizing disorders, their less dis-
ruptive presentation compared to that of boys may result in less aggressive man-
agement. Given the limited study of pharmacotherapy in anxious and depressed
children, it is not clear whether there are gender differences in response. Psycho-
logical intervention for these disorders has focused on cognitive-behavioral ther-
apy, with good results for treatment completers of both genders. However, girls
may have a greater focus on interpersonal relationships than boys, suggesting
they may also benefit (or be more motivated to complete) therapy with this
focus. To date, such interpersonal therapy has received limited study. Finally, it
will be important to determine how to best prevent relapse of childhood internal-
izing disordersin order to reduce their persistence into adulthood and associated
long-term morbidity.
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-I-his book is about women’s mental health, but the distinction between one sex and
the other is not always clear, an observation that is best illustrated by a discussion of
gender identity disorder (GID) (1,2). This chapter begins with the current diagnostic
criteriain use for GID and explains what is known about the prevalence of the disorder
in boys and girls. The chapter provides an overview of the clinical picture in girls
specifically and then discusses the course of the disorder and its possible outcomes. We
touch briefly on intervention, but there is little empirical evidence bearing on its effec-
tiveness. We then address the overlap between gender identity disorder and sexual ori-
entation and discuss the literature that attempts to understand GID and homosexuality.
Finally, we relate the development of GID to other disorders involving difficulties with
affect regulation and we suggest possibilities for further research. The focus in this
chapter is on GID in girls. However, in examining the literature on girls, we also ex-
plore the literature generally and then point out differences between boys and girls.

DEFINITIONS

The term “gender identity disorder” refers to that class of disordersin which an
individual exhibits “a strong and persistent identification” with the opposite sex
and “persistent discomfort” (dysphoria) with his or her own sex or “sense of
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inappropriateness in the gender role of that sex”. In children, such an iden-
tification is revealed in statements about either being or wishing to be the other
sex, in dressing as and taking on the roles of the other sex, and in a preference for
the playthings and play activities typically enjoyed by the other sex. Young chil-
dren’s discomfort with their own sex is seen in avoidance or dislike of the activi-
ties and dress of their own sex. By contrast, in adolescents and adults, gender
identification and dysphoria are manifested by adesire to be the other sex and the
concomitant involvement in “passing” as the other sex. This includes attempts at
disguising same-sex features and showing sexual interest in same-sex individu-
als. The same-sex attraction is experienced as “ heterosexuality” because of these
individuals' cross-gender identification. To separate the gender identity disorders
from more minor or fleeting cross-gender interests or role-taking, cross-gender
behaviors must be persistent, affect several aspects of behavior, and result in dis-
tress or functional impairment (1,2).

PREVALENCE

The gender identity disorders are considered relatively rare, but there are no epi-
demiologic studies to provide accurate estimates of prevalence. Recent studies,
based on referrals to GID clinics in Holland, estimate the prevalence in adults to
be 1:10,000 to 1:30,000 (3,4). Sex ratios among adults are roughly equal, while
among children the prevalence, determined by referrals to GID clinics, is sub-
stantially higher in boys than in girls, between 3to 1 and 6 to 1 (5). Given the
lack of epidemiologic data and subsequent reliance on rates of referral to GID
clinics, it is quite possible that these figures are distorted by factors such as
greater social sanction with respect to cross-gender behavior in boysthan in girls.
For a discussion of this issue, see Zucker and Bradley (6). In studies from our
clinic, the Gender Identity Clinic for Children and Adolescents in Toronto, and
from the Gender Clinic of the University Medical Centre of Utrecht in Holland,
mothers of girls with GID report more cross-gender symptoms than do mothers
of boys. Girls are older at age of referral, suggesting that the sex ratio is skewed
by a greater tolerance for cross-gender behavior in girls (4,6).

Examining data from the standardization sample of the Child Behavior Check-
list (CBCL) (7), awidely used parent-report instrument, 6% of nonreferred boys
are reported by their mothers as “behaving like the opposite sex” at age 4 to 5, but
such reports diminish to only 0.7% for boys 12 to 13 years old. In contrast, almost
12% of nonreferred girls “behave like the opposite sex,” and this percentage re-
mains reasonably stable into early adolescence. Examining the other gender-related
item, “wishesto be the opposite sex,” mothers of nonreferred boys report low lev-
els of this behavior (0 to 2%) throughout childhood, while mothers of girls report
it for 5% aged 4 to 5, a prevalence that declines to about 2% to 3% when girls
reach early adolescence. Children referred to mental health clinics for other prob-
lems are generaly reported as displaying relatively higher levels of both “cross-
gender behavior” and “the wish to be the opposite sex.” For referred girls “ behav-
ing like the opposite sex,” there is only a modest decline, from 18.6% at ages 4-5
to 16.5% at ages 12-13. The item “wishes to be the opposite sex” is reported for
6.5% of girlsreferred at ages 4-5, 8.3% at ages 8-9, and 4.2% at ages 12—13.

What these data tell us is that cross-gender behaviors and wishes are not
uncommon and, among children referred for clinical problems, appear to be
more prevalent in girlsthan in boys. It is, however, impossible to estimate how
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common the full syndrome of GID may be. What is interesting is that, in mid-
dle childhood, a significant number of girls wish to be boys, and that this wish
is more common among girls already manifesting other clinical problems. Be-
cause these data were collected in the 1970s and we do not have current data,
we cannot determine whether thisis a cohort effect.

Although GID has been studied most systematically in Western countries,
thereis evidence that cross-gender behavior occursin many, if not most, cultures.
In some cultures, individuals who assume a cross-gender role are given special
status. In other cultures, however, especially where there are religious proscrip-
tions against such behavior, cross-gender behavior is highly stigmatized (8).

CLINICAL PRESENTATION
CHILDHOOD

Characteristically, girls with GID begin to exhibit interest in cross-gender activi-
ties when they are preschoolers, at a time when most children display awareness
of sex and gender differences and begin to label themselves accordingly (10).
Children are not usually referred for consultation, however, until those behaviors
impress a parent or teacher with their pervasiveness and when they are accompa-
nied by statements about wishing to be the opposite sex or statements that sug-
gest the child believes she is a boy. Despite parents’ attempts to dissuade their
daughter from either wishing she were a boy or believing she is a boy, in many
cases the girl adheres tenaciously to her wish or belief. Not infrequently, one of
the greatest points of conflict occurs when parents attempt to persuade their
daughter to wear a dress for a specia occasion. The intensity of the child's re-
fusal may begin to convince the parents that her belief about being a boy is not
“just apassing phase” Requests by girlsto have their hair cut short are character-
istic. Occasionally, younger girls' play behavior may include simulation of being
male by using brooms and other objects as a pretend penis. For more complete
case information, see Zucker and Bradley (5).

Associated behaviors include traditional “tomboyish” interests, such as
playing with guns or balls, and a variety of outdoor activities. Playmates are
typically boys or occasionally other “tomboyish” girls. The activity level of these
girls, according to parental report, is higher than that for sisters without GID,
girls who are controlsin clinical studies, and normal girls. Furthermore, activity
is higher than that of GID boys and approaches the level of the general popula-
tion of boys (5).

The majority of GID girls develop resistant or avoidant behavior that makes
parenting a challenge. Clinically, some of these behaviors appear to arise from a
mother’s being depressed, having difficulty being emotionaly available to her
daughter, and being unable to set limits. In other situations, GID girls meet criteria
for attention deficit hyperactivity disorder (ADHD) and present behavioral chal-
lenges because of their hyperactivity and impulsivity. Quite regularly, thereis con-
flict between parents and child and evidence of oppositiona defiant behaviors. The
parents of such a girl are often in conflict over the management of their daughter
with respect to both the cross-gender behavior and other unwanted behavior. The
extent of both internalizing and externalizing behavior increases in the period be-
tween preschool age and school age (5). Although this increase in symptoms
partially correlates with increases in peer difficulties (10), it is also possible that
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it reflects the increased conflict that ensues once a child’'s oppositiona behavior
is left uncontrolled by parents. For a more complete analysis of associated be-
havior problems, see Zucker (10).

Most girls with GID express the fantasy of “protecting other females.” This
appears to be related to their wish to be male and often occurs in the context of a
perceived marital conflict in which the child perceives the male parent as the
powerful one and the female parent as the vulnerable one. Many of these girls
are anxious but may mask their overt anxiety by “macho” type behavior.

ADOLESCENCE

Girls with GID who present for help in adolescence have sometimes displayed
the same pattern of behavior from early childhood. Generally in those situations
parents have been overwhelmed or distracted by other issues and have not seen
their daughter’s cross-gender behaviors as a high priority. In some instances,
however, the extent of earlier cross-gender behavior has been modest and the
full-blown GID syndrome appears to have either intensified with puberty or in
the context of a trauma. Many of these girls appear depressed at the time of as-
sessment, and it may be difficult to understand the factors that have been most
salient in the onset of their cross-gender wishes. Several referrals have occurred
following a sexual assault in which the trauma of the assault has reinforced the
sense of female vulnerability.

Many girls with GID come to clinical attention when they make efforts to
pass as males; some even convince girlfriends that they are male. Concern about
the risks they face with such behavior may lead school authorities or parents to
seek help. Adolescent GID girls continue to relate more comfortably to male
peers with whom they shareinterestsin sports and video games. Their clothing is
typically very casual, often emulating “rap” characters. Short hair and baseball
caps are characteristic.

Associated behavior problems in adolescent girls are more prevalent than in
childhood, as are poor peer relations (10).

FAMILY PSYCHOPATHOLOGY

Generally, there is a high prevalence of anxiety, mood, and substance abuse dis-
ordersin the families of children with GID (5). Such families appear very similar
to families of other children referred to mental health clinics.

CHILD CASE EXAMPLE

Sarawas 5 when first seen in the Child and Adolescent Gender Identity Clinicin
Toronto. She was the younger of two girls living with their mother. The father
had committed suicide when Sarawas 3 years 9 months old. It was thought that
he suffered from an undiagnosed bipolar disorder, as had his father.

Sara's mother indicated that the child had always been “boyish” and inter-
ested in boy’s activities. However, she dates the intensification of Sara’s preoccu-
pation with boy’s roles and dress to around age 3%/2. This appears to have
followed a dramatic fight between the parents in which the father “lost it” and
physically attacked the mother. The children witnessed the attack and were very
frightened by it. When the father committed suicide, Sara, for a time, believed
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that her mother had killed him in retaliation for his attack on her. She had been
close to her father, who was her main caregiver, the mother working outside of
the home. Sara expressed much anger at her mother following the father’s death.
The mother experienced a serious bout of depression following the father’s sui-
cide and was hospitalized for three weeks.

The mother reported that Sara was unplanned and difficult as an infant. She
cried alot and slept poorly. When she became mobile, she was hyperactive and
constantly into things. She frequently wandered off and she got lost several times,
apparently with little overt fear. Both parents found her difficult and were regu-
larly in battles with her over control and limits.

At the time of assessment, the mother was concerned that Sara might have
bipolar disorder or ADHD in addition to GID.

Sara was adamant about being a boy and insisted that others address her with
her chosen boy’s name. She refused to wear girls' clothes but eventually agreed to
wearing agirls bathing suit since her mother would not allow her to swim in boys
bathing trunks. She often pretended she had a penis and tried urinating standing up,
like a boy. She insisted on having her hair cut very short. In alaboratory free play
situation, she gravitated to boys' toys, particularly a dart gun, and dressed up as a
soldier. Although she was apparently doing well at school, she appeared to show
some difficulty understanding and processing academic material, often responding
in unusual ways that seemed to reflect her preoccupation with being a boy. How-
ever, it was also not clear if she had fully understood what was being asked.

Sara was referred back to the referring agency with recommendations for
stimulant medication to treat her hyperactivity and consideration of an atypical
antipsychotic for her aggression and overly intense reactions to stimuli. Individ-
ual therapy was recommended to help Sara deal with her anger and her belief that
she needs to be male to feel secure. Support for her mother concerning manage-
ment of the daughter’s difficult behavior was also recommended.

ADOLESCENT CASE EXAMPLE

Ali presented to our clinic at age 15 having emigrated with her family (parents
and three older siblings) from a Middle Eastern country three years previously.
She was requesting sex reassignment surgery.

Sheindicated being first aware of cross-gender feelings between ages 8 and 9.
In her country of origin, gender sex-typed rules and dress codes were quite strict.
She reported no cross-dressing until she arrived in Canada, where she perceived
the dress codes and expectations for sex-typed behavior as more free. At that
time, she began to cross dress and preferred playing with boys. She described
role playing male roles when younger and having tomboyish interests. She was
also described as “aways getting her own way.”

On entering high school, she presented herself as a boy. She was not discov-
ered until one day her name was called out on the public address system and
“she” was asked to report to the office. This “deception” caused enough fuss that
shetransferred to an alternate school in which her cross-gender behavior was un-
derstood from the start and accepted by the administration.

At the time of assessment, she had been dating two girls, both of whom (it was
assumed) regarded her as a male. She was sexually attracted to females but re-
garded leshianism as “gross” Her cultural community regarded homosexuality
negatively.
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Ali displayed a depressed mood at the time of assessment but was not suicidal
and had no evidence of anxiety or conduct problems, no psychotic features, and
denied having experienced sexual abuse. On the gender interview, there was evi-
dence of significant confusion between a masculine and feminine identification.
Projective testing showed preoccupations with powerful male figures, themes of
being trapped and pleading for help. She scored in the below average to mildly
retarded range on standard intellectua testing. Her sister, who filled out the
CBCL on Ali, reported elevations in the clinical range on scores in anxious-
obsessive, somatic complaints, depressed-withdrawn, immature-hyperactive, delin-
guent, and cruel domains.

Ali’s family was split and angry about her cross-gender behavior. Her father
accepted it, while her mother and the eldest sister, who had raised Ali, were very
upset by her behavior. Theinquiry about Ali’s growing up revealed afamily with
high levels of conflict. The father was very negative about his wife, referring to
her as uneducated, harsh, unable to discipline the children, and constantly
yelling. The patient described her father as scary when violent. She reported
many efforts to protect her mother and older sister from his violence.

Ali had littleinsight into her condition and was not very amenable to support-
ive therapy. She was considered at high risk for continuing to want sex reassign-
ment surgery. This was problematic because severa of her associated difficulties
were likely to prevent her from stabilizing her life adequately to meet the criteria
for sex reassignment.

COURSE AND OUTCOMES

There have been limited follow-up studies of girls with GID. Based on our expe-
rience in our Toronto clinic and on experience in the clinic in Utrecht, the course
isvariable (10). Some of these girls appear to relinquish their desire to be the op-
posite sex and assume a more typicaly female identification. Others continue
with some cross-gender identification into adolescence. Based on follow-up
studies of boyswith GID and our own limited follow-up, we speculate that many
of these girls will adopt a lesbian orientation, but, again, there are few data to
confirm or refute this assumption.

Adolescents with GID appear more fixed in their cross-gender identity than
younger girls (5,12). Although we do not have systematic follow-up data, more
of the adolescents appear to move toward sex reassignment surgery despite psy-
chotherapeutic efforts to help them explore their need for a cross-gender identity.
In contrast to males with GID, females seem better able to adapt to masculine
roles and jobs following sex reassignment surgery (13).

As with offspring of families with anxiety, mood, and substance abuse disor-
ders, there are high levels of these disorders in the GID population in adoles-
cence and adulthood and these disorders, as much as the presence of GID, may
interfere with adaptive functioning (5).

INTERVENTION

Given the few researchersworking in this area and the relatively small number of
children in any one clinic, there has been little empirical study of intervention
strategies. Generally, efforts are directed at helping families support girls with
GID to feel better about being female and less in need psychologicaly of a
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cross-gender identity. In addition, because of the associated behavioral difficul-
ties, work is usually directed at diminishing the conflict between parents and
child as well as between the child’'s parents. For some children, individual ther-
apy is believed to be helpful in order to examine the fantasy about protecting fe-
males from male aggression. Clearly, in situations where there has been trauma,
dealing with the effects of traumais clinically indicated.

In adolescence, supportive therapy is important. This is intended to assist the
girl in deciding whether sex reassignment surgery is her best option and whether
treatment of her depression or reaction to trauma may, in time, diminish her de-
sire for SRS. For those adolescents in whom the cross-gender identification
seems quite fixed, use of puberty-delaying hormones may be indicated (12). This
may allow some reduction in pressure to move toward SRS and permit the ado-
lescent to shift gradually and more safely to passing as the other sex. In Holland,
in contrast to North America, there is more support for cross-gender living and an
earlier move to hormone replacement and surgery in adolescence is advocated
(12,14).

ETIOLOGY

There are few systematic studies of etiology of female GID. As indicated above
under “Course and Outcomes,” many children with GID ultimately develop a ho-
mosexual sexua orientation. Retrospective studies of homosexua adults suggest
that many displayed cross-gender interests and behavior as children (15). How-
ever, not al did, and there are no studies that clearly document what proportion
of individuals with a homosexual orientation would have met criteriafor GID in
childhood. Thus, homosexuality and GID are not synonymous, as has sometimes
been suggested. However, because of the clear connection between GID and homo-
sexuality, there has been interest among GID researchers in examining those fac-
tors that are thought to play a role in the development of homosexuality. In this
section, we will briefly review some of the literature related to homosexuality,
specifically where it may provide etiologic links relevant to GID.

BIOLOGIC FACTORS

There is evidence from animal studies that levels of cross-gender behavior in
young offspring can be manipulated through altering exposure to androgens in
utero. This work led to the prenatal hormone theory, which posits that sex-
dimorphic patterns of behavior result from brain patterning that occurs with ex-
posure to androgens at various critical periods of brain development (16). A
confounding factor in transferring this theory to human development has been the
presence of genital masculinization in intersex conditions. Ambiguous genitalia
were seen as eliciting ambivalence from caregivers and contributing to the child's
reactions. However, work in rhesus macaques has shown that hormonal manipu-
lation can affect aspects of behavior, such as mounting and rough play, without
inducing genital masculinization and that these effects are dependent on the tim-
ing of hormonal manipulation (17). However, despite years of research, largely
on male homosexuality, evidence that “brain patterning” plays a significant role
in human sexuality or GID is modest. There is some evidence from studies of in-
tersex conditions suggesting that exposure to androgens in utero may play a con-
tributory role in gender role behavior in girls.
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Congenital adrenal hyperplasia (CAH) is an intersex disorder in which af-
fected females are exposed to abnormally high levels of androgens in utero be-
cause their adrenals lack the hormone that converts cortisone precursors to corti-
sone. This cortisone deficiency resultsin lack of the normal feedback at the level
of the hypothalamus and an increase in levels of adrenocorticotrophic hormone
(ACTH), which in turn increases the adrenal production of androgen. There are
two variants, simple virilizing and salt-wasting CAH, the latter being generally
more severe and tending to produce more masculinization in utero. Girls with
CAH, particularly of the salt-wasting type, show higher levels of activity and
more tomboyish interests and behavior than do their nonaffected sisters. As
adults, they are somewhat slower in their overall psychosexual development and
have higher levels of homoerotic fantasy but not homosexua behavior. Their
gender identity is typically female athough there may be a somewhat higher
level of referral for GID than would be expected from the number of these disor-
dersin the population. (For reviews see 16,18,19.)

Thereis also some evidence supporting a correlation between maternal testos-
terone in utero and masculine role behavior in girls. In a normative sample,
following 679 children (50.3% males) from early in the pregnancy through
childhood, Hines and coauthors (20) found alinear relationship between prenatal
maternal testosterone (T) levels and masculine gender role behavior in girls but
not boys. Although the girls classified behavioraly as “masculing” had higher
maternal testosterone levels, the amount of the variance explained by the hor-
monal difference was small.

As noted above, conjecturing about the role that exposure to elevated levels of
testosterone in utero may play is confounded in intersex cases by the presence of
genital ambiguity at birth. What isinteresting, however, isthat girls with intersex
conditions who had virilized genitals at birth and who, it is presumed, were ex-
posed to elevated levels of testosterone in utero, displayed sex role behavior that
was less masculine overall than that of our sample of girls with GID, who were
physically normal (21). This suggests that, whatever role the exposure to testos-
terone in utero plays, it isless powerful than other factors in the devel opment of
GID ingirls.

Asreported above, girls with GID do display a higher activity level than their
sisters without GID, similar to that of boys who are controls in the studies (5).
Whether this reflects a hormonal effect or is simply atemperamenta variableis
difficult to ascertain. It does seem to permit these girls to relate comfortably to
boys and to share their interests.

The only other areathat tends to support a testosterone effect in utero involves
the length of the second and fourth digits in the hand, known as the 2D:4D ratio.
Typicaly males have a low (less than 1) 2D:4D ratio and females have a high
(greater than 1) ratio (22). In at least three studies (23,24,25), lesbians as well as
males and females with CAH (26) have been found to have alow ratio (27). Al-
though a recent large study failed to confirm this finding in lesbian women (27),
theHall and Love (23) study examining twins concordant and discordant for sex-
ual orientation did find alower 2D:4D ratio in the leshian as opposed to the het-
erosexual twin, suggesting higher in utero androgen exposure in the lesbian
cotwins. This has not been studied systematically in GID, although masculine
lesbian women have a lower ratio than feminine leshian women (28). Although
some might argue that the exposure to testosterone in utero at higher than normal
levels makes a female more likely to be masculine or sexually attracted to



Gender Identity Disorder in Girls 79

females, thisismost likely arelatively small effect. It may, however, contribute to
the higher activity level seenin CAH girls and possibly in girlswith GID.

Other putative biologic factors include the effects of maternal stressin utero. In
animals, stress in utero tends to lead to reversals of sex typical characteristics in
males. Thisisless marked in females (29). In the Avon Longitudina Study of Par-
ents and Children, subjects in alarge sample of children were followed from 18 or
32 weeks of gestation to 42 months after birth. The authors could find no influence
of stress on gender role behavior in boys and only avery modest effect in girls (30).
However, from this same study, there is evidence that maternal stress during preg-
nancy does appear to increase stress reactivity in offspring. This may play arolein
the devel opment of psychopathology more generally, and contribute to the develop-
ment of GID. See below and Bradley (31) for a more thorough discussion.

Following findings of a later birth order for males with GID (32), there has
been interest in examining this effect in females with GID. There has been only
one small study (n = 22) conducted in females with GID in comparison with
clinical controls. Girls with GID were earlier in their birth order than the con-
trols (33). Thisisthe mirror opposite of the findingsin boyswith GID and homo-
sexual men, who are born later in their birth order with an excess of brothers (32).
If an early birth order effect existsin girlswith GID, it is hard to find an adequate
biologic explanation for such an effect. In males the late birth order effect has
been posited to represent an autoimmune reaction that increases with prior male
births. Equally possible is that both the male and female findings may represent
psychosocial effects related to the child’s position in the family.

Studies of handedness in homosexual men do suggest a higher rate of non—right
handedness. A similar finding has been reported in GID boys. Although not as
strong as the findings in males, there is some evidence for a higher rate of
non—ight-handedness in leshian women (34,35). When taken together, it is hard to
frame a gender-related theory that accounts for non—ight-handedness in homosex-
ual males and females except that such atypicality may simply reflect devel opmen-
tal anomalies resulting from in utero effects. The finding of a higher rate of
non—right-handedness also occurs in individuals with other forms of psychopathol-
ogy and suggests amore general developmental interference effect (36).

Lastly, girlswith GID are perceived to be more “rugged” or “handsome” than
are control girls. Thisisin contrast to boys with GID, who are rated as cute or
beautiful (37). These data are difficult to interpret, likely representing the child’s
efforts to create an identity, as much as they measure something more intrinsic to
the child’s physiognomy.

PSYCHOSOCIAL FACTORS

Because there have been no systematic comparative studies examining psychoso-
cial variables, this section must draw on systematic clinical observation and psy-
chometric test results from our clinic and the Utrecht group.

Although dated, the work of Money and the Hampsons from the 1950s contin-
ues to provide the best extant information concerning the capacity of the
parenting system to override biologic variables (38). These early investigators ex-
amined the gender identity outcomes for intersex infants and generally concluded
that sex of assignment and rearing, particularly if decided before the child is 18
months old, predicts eventual gender identity in later childhood and adulthood.
Despite controversy and some discrepant findings, particularly with respect to
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individuals with 5-alpha-reductase deficiency who, raised as girls, convert to a
male gender identity with appearance of male secondary sex characteristics at pu-
berty (39), these findings continue to be accepted as generally valid. With respect
to children with GID, al of the physically normal children were assigned appro-
priately at birth. What has been much more difficult to assess is whether the par-
ents might have been ambivalent about the child’s sex. In a study by Green exam-
ining variables related to outcome in GID boys, the finding was that parents
failed to discourage the cross-gender behavior (40). This has been typical of our
experience in our clinic in families of boys and girls with GID. Another factor
that appeared salient in Green’s work on GID in boys was that parents of boys
with GID spent less time with them than did parents of controls with their sons.
This is consistent with our observations in both boys and girls. We believe that
these relationship difficulties reflect parental psychopathology or difficulties par-
ents experience in rearing a particular child. Regardless of their origins,
parent—child relationship difficulties likely play arole in the ambivalent rearing
received by the child with GID.

As with other groups of children referred to mental health clinics, we have
found relatively high levels of attachment insecurity in boys with GID (41). Our
sample of girls has not been examined systematically using empirically based
measurements of attachment. However, we have reported high levels of depres-
sion in mothers of girlswith GID, particularly at the time when these girls were
infants or toddlers, the putative time when the child's attachment and identifica-
tion with the mother would be expected to be most affected by the mother’'s men-
tal state (5). Mothers of girls with GID appear to have experienced higher than
expected levels of sexual and physical abuse and it is our perception that this ex-
perience has affected the way these women feel about being safe as females, a
fear that we believe is somehow transmitted to their daughters. This perception
of being vulnerable as a female is reinforced when these girls witness their fa-
thers or older male siblings acting out their anger in explosive and threatening
behaviors. We believe that these girls are traumatized by these experiences and
“identify with the aggressor” as away of recapturing a sense of safety.

We have presented a formulation that attempts to capture this array of biologic
and psychosocial factors (5). GID isarare phenomenon and requires the presence
of a number of factors, some of which are common to other forms of psy-
chopathology and others that are unique to GID. Children with GID can be pre-
sumed to carry avulnerability for affective instability or stress reactivity. Thisis
reflected in the family histories of anxiety, mood, and substance abuse disorders.
Furthermore, these children are recognized as sensitive, a trait that is part of the
picture of stress reactivity seen in animal studies and studies of inhibited children.
For amore complete discussion, see Bradley (31). Thistrait predisposes individu-
alsto later anxiety and depression. The early rearing experience of these children
is often one of insecure attachments related to maternal depression, parental con-
flict, and parent—child conflict. These factors are relatively common in the devel-
opment of childhood psychopathology. What may be unique in the experience of
girlswho develop GID istheir perception of their mother asrelatively vulnerable,
especidly in the face of male aggression. This dynamic combined with the high
level of activity of girlswith GID may enable the fantasy solution of being strong,
powerful, invulnerable, and able to protect other females as a male. The parents
lack of overt discouragement of the fantasy, acted out in her cross-gender behav-
ior and role taking, permits this fantasy to become a part of her identity. When the
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girl with GID is permitted to continue using this fantasy into adolescence, she may
gradually consolidate an identity that isrelatively stable, the more so asit servesto
control anxiety. This makes it difficult to give up, because doing so would leave
the girl feeling very insecure. This viewpoint helps to explain the relative im-
mutability of GID in adolescent and adult individuals.

FUTURE DIRECTIONS

Research on GID in girls is relatively complex, given the small sample sizes in
any one clinic. However, as psychophysiologic measures of stress reactivity be-
come more available, it is possible to think of ways of testing some of our pre-
sumptions. Recent work on individuals who have been traumatized or maltreated
suggests hypoactivity and hyperactivity of the hypothalamic pituitary adrenal
axis (HPA) (42,43). Moreover, there is now evidence that some individuals who
are inhibited show increases in excitability of the amygdala related to genetic
polymorphisms of the serotonin transporter (SERT), and that this same polymor-
phism also predisposes to vulnerability to depression (44,46). These findings
suggest that examination of children with GID with respect to functioning of the
HPA axis and arousability of the amygdala or genetic testing for SERT polymor-
phisms could prove relevant.

The other important research direction involves comparison of girls with GID
and girls with other anxiety disorders but without GID on family dynamic vari-
ables, such as maternal experience of male aggression both historically and
currently. Lastly, in light of the fact that adolescents with GID present with high
levels of depression and trauma, it would also be useful to compare them with
populations of depressed adolescents without GID as well as with traumatized
adolescents without GID.

Use of a concrete fantasy solution, such as we propose occursin GID, isrela-
tively uncommon in the development of psychopathology generally. There are
some parallels in women with eating disorders (see Chapter 8, “Eating Disorders
and Body Imagein Adolescence,” by Bulik and Reba in this book). What causes an
individual to resort to such dramatic and concrete solutions to inner distressis not
well understood. Are there cognitive predispositions that facilitate the use of such
strategies? In the past, questions have been raised about GID being a delusional
disorder. Generally individuals with GID do not manifest the other phenomena
typically associated with psychotic disorders. Is it possible that their solution
binds their anxiety in a way that protects them from displaying more psychotic
symptoms? Although these questions remain difficult to answer, in order to ade-
quately understand the disorder, it may be necessary to explore more fully the
cognitive strategies employed by individuals who develop GID.

Clearly, further testing of variables such as the 2D:4D finger ratio, birth order,
and handedness in GID females deserves attention and may contribute to under-
standing how vulnerability in utero may interact with rearing effects.

Intervention in adolescents, as noted above, has been largely supportive, di-
rected at helping the adolescent clarify whether the wish for sex reassignment
surgery (SRS) is fixed or malleable. It is possible to consider using medications
to reduce stress reactivity, such as the selective serotonergic reuptake inhibitors
(SSRIs), or even atypical antipsychotics early on in the course of treatment, to
examine whether reducing anxiety might make it more possible for adolescents
with GID to relinquish their need for such a dramatic solution to distress.
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Lastly, prediction of which individuals who present with a request for SRS
are most likely to persist in their wish has been hampered by the lack of follow-
up studies of this population, whether first presenting in childhood or in adoles-
cence. Systematic recruitment of girls presenting with GID into longitudina
studies would provide answers that could assist in treatment (47).

CONCLUSIONS

Gender identity disorder in girlsis arelatively rare, and somewhat understudied
area. Although efforts have been made to find a simple biologic explanation to
the puzzle of this firmly held conviction (that is not quite a delusion), this work
has not proven fruitful. It appears that this syndrome arises from a complex inter-
play of biologic and psychosocial variables. The conviction is relatively more
mutable in early childhood but assumes increasing rigidity with time. Factors
that offer hope for intervention include locating the vulnerability to anxiety in
this population (as in the study of the SERT polymorphism) and further study
of the biologic reactions to trauma assuming early intervention in trauma can
reduce the likelihood of later symptomatology.

REFERENCES

1. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 4th
Ed, text rev. Washington, DC: Author, 2000.

2. World Hedlth Organization. International Statistical Classification of Diseases and Related
Health Problems. 10th rev. Geneva: Author, 1992.

3. Bakker A, van Kesteren PIM, Gooren LJG, et a. The prevalence of transsexualism in the
Netherlands. Acta Psychiatr Scand 1993;87:237-238.

4. Zucker KJ, Bradley SJ, Sanikhani M. Sex differences in referral rates of children with gender
identity disorder: some hypotheses. JAbnorm Child Psychol 1997;25:217-227.

5. Zucker KJ, Bradley SJ. Gender Identity Disorder and Psychosexua Problems in Children and
Adolescents. New York: Guilford, 1995.

6. Cohen-Kettenis PT, Owen A, Kaijser VG, et al. Demographic characteristics, social competence,
and behavior problems in children with gender identity disorder: a cross-national, cross-clinic
comparative analysis. JAbnorm Child Psychol 2003;31:41-53.

7. Achenbach TM, Edelbrock C. Manua for the Child Behavior Checklist and Revised Child
Behavior Profile. Burlington, VT: University of Vermont, Department of Psychiatry, 1983.

8. Herdt G, ed. Third Sex, Third Gender: Beyond Sexual Dimorphism in Culture and History. New
York: Zone Books, 1994.

9. Martin CL, Ruble DN, Szkrybalo J. Cognitive theories of early gender development. Psychol
Bull 2002;128:903-933.

10. Zucker, KJ. Gender identity disorder. In: Bell-Dolan D, ed. Behavioral and Emotional Problems
in Girls. New York: Kluwer Academic/Plenum Press, 2005:285-319.

11. Zucker KJ, Owen A, Bradley SJ, et a. Gender-dysphoric children and adolescents: a comparative
analysis of demographic characteristics and behavioral problems. Clin Child Psychol Psychiatry
2002;7:398-411.

12. Cohen-Kettenis PT, van Goozen SHM. Sex reassignment of adolescent transsexuals: afollow-up
study. JAm Acad Child Adolesc Psychiatry 1997;36:263-271.

13. Pféfflin F, Junge A. Geschlechts-=umwandlung: Abhandlungen zur transsexualitét. New York:
Schattauer, 1992.

14. Gooren L, Delemarre-van de Waal H. The feasibility of endocrine interventions in juvenile
transsexuals. J Psychol Human Sexual 1996;8:69-84.

15. Bailey M, Zucker KJ. Childhood sex-typed behavior and sexua orientation: a conceptual
analysis and quantitative review. Dev Psychol 1995;31:43-55.

16. Collaer ML, Hines M. Human behavioral sex differences: a role for gonadal hormones during
early development? Psychol Bull 1995;118:55-107.

17. Goy RW, Bercovitch FB, McBrair MC. Behavioral masculinization is independent of genital
masculinization in prenatally androgenized female rhesus macagues. Horm Behav 1988;22:
552-571.

18. Meyer-Bahlburg HFL. Gender and sexuality in classic congenital adrenal hyperplasia. Endocrin
Metab Clin North Am 2001;30:155-172.



Gender Identity Disorder in Girls 83

19.
20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31
32.

33.

35.
36.
37.
38.
39.
40.
41.

42.

45,

46.

47.

Zucker KJ. Intersexuality and gender identity differentiation. Annu Rev Sex Res 1999;10:1-69.
Hines M, Golombok S, Rust J, et a. Testosterone during pregnancy and gender role behavior of
preschool children: alongitudinal, population study. Child Dev 2002;73:1678-1687.

Zucker KJ, Allin S, Babul-Hirji R, et al. Assessment of gender identity and gender role behavior:
a comparison of girls with gender identity disorder, girls exposed prenatally to gender-atypical
levels of androgens, and control girls. Poster session presented at the First World Congress:
Hormonal and Genetic Basis of Sexual Differentiation Disorders, Tempe, AZ, May 2002.

Garn SM, Burdi AR, Babler WJ, et a. Early prenatal attainment of adult metacarpal-phalangeal
rankings and proportions. Am J Phys Anthropol 1975;43:327-332.

Hall LS, Love CT. Finger-length ratios in female monozygotic twins discordant for sexual
orientation. Arch Sex Behav 2003;32:23-28.

Rahman Q, Wilson GD. Sexua orientation and the 2nd to 4th finger length ratio: evidence for
organising effects of sex hormones or developmental instability? Psychoneuroendocrinology
2002;28:288-303.

Williams TJ, Pepitone ME, Christensen SE, et al. Finger-length ratios and sexua orientation.
Nature 2000;404:455-456.

Brown WM, Hines M, Fane BA, et a. Masculinized finger length ratios in human males and
females with congenital adrenal hyperplasia. Horm Behav 2002;42:380-386.

Lippa RA. Are 2D:4D finger-length ratios related to sexual orientation? Yes for men, no for
women. J Pers Soc Psychol 2003;85:179-188.

Brown WM, Finn CJ, Cook BM, et a. Differencesin finger length ratios between self-identified
“butch” and “femme” lesbians. Arch Sex Behav 2002;31:123-127.

Ward IL, Weisz J. Differential effects of maternal stress on circulating levels of corticosterone,
progesterone, and testosterone in male and female rat fetuses and their mothers. Endocrinology
1984;114:1635-1644.

Hines M, Johnston KJ, Golombok S, et a. Prenatal stress and gender role behavior in girls and
boys: alongitudinal, population study. Horm Behav 2002;42:126-134.

Bradley SJ. Affect Regulation and the Development of Psychopathology. New York: Guilford, 2000.
Blanchard R. Birth order and sibling sex ratio in homosexua versus heterosexual males and
females. Ann Rev Sex Res 1997,8:27-67.

Zucker KJ, Lightbody S, Pecore K, et al. Birth order in girls with gender identity disorder. Euro
Child Adolesc Psychiatry 1998;7:30-35.

Green R, Young R. Hand preference, sexua preference, and transsexuaism. Arch Sex Behav
2001;30:565-574.

Lalumiére ML, Blanchard R, Zucker KJ. Sexual orientation and handedness in men and women:
ameta-analysis. Psychol Bull 2000;126:575-592.

Previc FH. Nonright-handedness, central nervous system and related pathology, and its
lateralization: areformulation and synthesis. Dev Neuropsych 1996;12:443-515.

McDermid SA, Zucker KJ, Bradley S, et a. Effects of physical appearance on masculine trait
ratings of boys and girls with gender identity disorder. Arch Sex Behav 1998;27:253-267.
Money J, Hampson JG, Hampson JL. Imprinting and the establishment of gender role. Arch
Neurol Psychiatry 1957;77:333-336.

Imperato-McGinley J, Guerrero L, Gautier T, et al. Steroid 5-alpha reductase deficiency in man:
an inherited form of male pseudohermaphroditism. Science 1974;186:1213-1215.

Green R. Sexual Identity Conflict in Children and Adults. New York: Basic, 1974.
Birkenfeld-Adams AS. Quality of attachment in young boys with gender identity disorder: a
comparison to clinic and nonreferred control boys. Unpublished doctoral dissertation, York
University, Downsview, Ontario 1999.

Cicchetti D, Rogosch FA. Diverse patterns of neuroendocrine activity in maltreated children. Dev
Psychopath 2001;13:677-693.

Gunnar MR, Vazquez DM. Low cortisol and a flattening of expected daytime rhythm: potential
indices of risk in human development. Dev Psychopath 2001;13:515-538.

Hariri A, Mattay VS, Tessitore A, et a. Serotonin transporter genetic variation and the response
of the human amygdala. Science 2002;297:400-403.

Caspi A, Sugden K, Moffitt TE, et a. Influence of life stress on depression: moderation by a
polymorphismin the 5-HTT gene. Science 2003;301:386—389.

Schwartz CE, Wright Cl, Shin LM, et al. Inhibited and uninhibited infants “grown up”: adult
amygdalar response to novelty. Science 2003;300:1952-1953.

Smith YLS, van Goozen SHM, Cohen-Kettenis PT. Adolescents with gender identity disorder
who were accepted or rejected for sex reassignment surgery: a prospective follow-up study. JAm
Acad Child Adolesc Psychiatry 2001;40:472—481.

[vww.ebook3000.con)



http://www.ebook3000.org




CHAPTER 6

Developmental
Pathways of ADHD

Florence Levy

Prevalence of Attention Deficit Gender Differences in Comorbidity 90
Hyperactivity Disorder 85 Learning Subtypes 90
Heritability Differences 87 Treatment 90
Developmental Risks 87 Implications for Carers 91
Etiologic Risks 88 Future Approaches 91
Adoptee and Twin Studies 89 References 91
Molecular Genetics 89 Suggested Readings 92

PREVALENCE OF ATTENTION DEFICIT HYPERACTIVITY DISORDER

Of interest to women’'s mental health, most prevalence studies of attention deficit
hyperactivity disorder (ADHD) have reported a significant excess of boys over
girls, with ratios varying from 18:1 to 4:1 (1). The actua prevalence depends on
whether the classification system used is categorical or dimensional. It also de-
pends on the choice of informant, the age and gender composition of the population
studied, and the instrument used to measure impairment. Widely divergent esti-
mates of prevalence, from 4% to 17% of the population, have been reported (esti-
mates are lower, 0.8% to 1.7%, for hyperkinetic disorder, the term used by the In-
ternational Classification of Diseases, 10th edition, ICD-10) (1). All questionnaire
estimates show an excess of ADHD in boys. There is less consistency with respect
to the influence of age and comorbidity. In generd, interview studies suggest a de-
cline in prevalence with age. The Buitelaar review found high rates of comorbidity
of ADHD and oppositional defiant disorder (25%), conduct disorder (15%), anxi-
ety (25%), and depression (25%) (1). Studies of externalizing and internalizing co-
morbidity patterns in children aged 6 to 12 years old (with ADHD combined and
ADHD inattentive subtypes) indicate significant comorbidity between ADHD
combined subtype and oppositional defiant disorder or conduct disorder (2).
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Possible explanations for the male excess are rater bias, referral bias, thresh-
old differences, and behaviora or learning differences between the sexes.
Faraone and colleagues (3) have found that boys have an increased risk over girls
for ADHD diagnosed according to criteria of the Diagnostic and Statistical Man-
ual of Mental Disorders, 3rd edition (DSM-I11) only in families that exhibit anti-
social disorders. These investigators postulate that gender differences might be
important in that they provide clues to the genetic heterogeneity of ADHD.

In terms of etiology, Rhee and colleagues (4,5) have compared the constitu-
tional variability model with the polygenic multiple threshold model. The latter
assumes a continuum of liability with a higher threshold for girls, while the con-
stitutional variability model implies unique male susceptibility. Evidence for
male susceptibility is buttressed by the fact that the birth of boys is associated
with relatively more labor and delivery problems and boys show greater immatu-
rity at birth. Boys exhibit greater degrees of overactivity and inattention. In this
way of thinking, girls with ADHD represent a brain-damaged group. The poly-
genic model postulates that those of the sex that is less frequently affected (fe-
males in the case of ADHD) should have more affected relatives than those of the
more frequently affected sex. Indeed, Rhee and colleagues have shown that
cotwins and cosiblings of girls with ADHD have a higher number of ADHD
symptoms on average (mean = 5.54, sd = 4.35) than the cotwins and cosiblings
of boyswith ADHD (mean = 4.24, SD = 4.0), afinding supportive of the poly-
genic multiple threshold model (4).

In their review of gender differences in prevalence and in the association of
ADHD and hyperkinetic disorder (HKD), Heptinstall and Taylor (6) point to a
number of inconsistencies and contradictions in the literature, namely that popu-
lation samples and clinic-referred samples differ in their characteristics. A study
on the discriminant validity (e.g., relationship to criteria external to the defining
symptoms) of DSM-IV ADHD in a nationally representative Australian sample
of 3,597 children, aged 6 to 17 years, found a prevalence of 7.5% (6.9% if only
those with impairment are included) for ADHD (7). The inattentive subtype was
found to be more common than the combined and hyperactive-impulsive sub-
types. This study, which included parent-rated impairment measures, concluded
that ADHD was more prevalent among malesin all three subtypes, with the male
to female ratio for combined type being approximately twice that of hyperactive-
impulsive and inattentive type (7).

In their meta-analysis of gender differencesin ADHD (8), Gaub and Carlson
found that among population samples not referred to clinics girls with ADHD
displayed lower levels of inattention, internalizing behavior, and peer aggression
than boys with ADHD, but clinic-referred samples showed similar gender levels
of both impairment and comorbidity. According to observations of classroom be-
havior of 403 boys and 99 girlswith ADHD, boys engaged in more rule-breaking
and externalizing impulsive behaviors (disruptive behavior disorders, or DBD)
than did girls (9). It was aso found that children with ADHD and DBD mani-
fested more interference with classroom routine behaviors than did children with
ADHD and anxiety, although comorbid anxiety did not always inhibit the rate of
disruptive behavior.

A recent meta-analysis by Gershon has pointed out that identification of
ADHD in femalesis difficult, as fewer females than males are evaluated in spe-
cialized clinics (10). While epidemiologic samples estimate gender differences
at 3:1, clinical samples range closer to 9:1. This supports the Australian
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epidemiologic findings: malexfemale ratio of 1.7:1 for hyperactive-impulsive
types and 4.6:1 for combined types, respectively, somewhat lower and somewhat
higher than in previous community-based studies. Combined subtypes had higher
scores on the anxious/depressed scale of the Achenbach Child Behavior Check-
list (CBCL), and on all three externalizing scales of the CBCL. Combined type
symptoms were rated as causing greater disruption to family activities than inat-
tentive and hyperactive-impulsive symptoms. All children with combined type
symptoms met criteriafor impairment, compared with 93% of the inattentive and
86% of the hyperactive-impulsive types (7).

Comparing results with those of Gaub and Carlson, Gershon (10) examined
potential moderators of effect size estimates of the malefemale ratio. These in-
clude publication status, referral source, rater effects, assessment of 1Q, age of
subjects, and diagnostic system used. He found that ADHD females manifested
significantly fewer externalizing problems, but significantly more internalizing
problems than ADHD males. Girls performed worse on full scale and verbal 1Q.
Teachers rated girls as less inattentive and having fewer externalizing problems
than boys. Clinically referred samples, as was expected, tended to manifest more
severe symptoms than community samples. This study also found a possible gen-
der biasin rating scales, all tending to score boys higher than girls. Large gender
differences persist, however, even when thisis taken into account.

HERITABILITY DIFFERENCES

Sex differences in prevalence are not explained by heritability differences be-
tween girls and boys. Rietveld and colleagues (11) studied a large community
sample of twins 3 to 12 years old for overactive behavior and attention problems.
They used a cross-sectional twin design controlling for developmental, gender,
and rater contrast contributions. They found that heritability ranged from 68% to
76% across age groups. In general, patterns of additive genetic, dominance, and
unique environmental effects were similar in boys and girls, with arater contrast
effect found at 3 years of age.

DEVELOPMENTAL RISKS

Boys may be more vulnerable than girls to many developmental and social prob-
lems (12). For instance, girlsin general have superior literary skills and are more
aware of and more explicit about their feelings, while boys are said to lack an
emotional vocabulary.

An interesting animal study reported by Andersen and Teicher found sex dif-
ferences in dopamine receptor density. They found greater lateralized D,
dopamine receptor density in young male rats, which was thought to parallel the
appearance of motor symptoms (13). The presence of ADHD has significant de-
velopmental implications, which may differ in girls compared to boys, with boys
manifesting more comorbid externalizing problems. This can give rise to difficul -
ties with socialization throughout preschool and the primary school years. On the
other hand, the tendency for girls with inattention to experience anxiety is also
likely to interfere with school adjustment. The transition through adolescence
into adulthood is a particularly vulnerable phase for children with ADHD. This
may have particularly significant implications for girls; vulnerability to adoles-
cent pregnancy is an example.
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Rucklidge and Tannock found that females with ADHD (aged 13 to 16) were
more significantly impaired than female controls on most measures of psy-
chosocial functioning, including self-reported depression (14). When compared
to males, there were no significant differences in major Axis | clinical disor-
ders, but females reported more overall distress, anxiety, and depression and a
more external locus of control than males. On the WISC-I11, males had lower
scores on processing speed, while females had lower vocabulary scores. The
authors concluded that having ADHD may be more psychologically impairing
for females.

Dalsgaard and colleagues (15) report on a 20-year (1969-1989) follow-up of
218 children, initially aged 4-15 years, who received pharmacologic treatment
with methylphenidate or dexamphetamine because of inattention and hyperac-
tivity. Interestingly, gender was the most important predictor of psychiatric ad-
mission in adulthood, with women most at risk; 32% of the female sample had
an adult admission. Girls with ADHD plus conduct problems had a much
higher risk of adult psychiatric admission than those without conduct disorder
(60% of those with an initial diagnosis of ADHD with conduct disorder, com-
pared with 22.6% of those with an ADHD diagnosis). However, antisocial per-
sonality development was not predicted by gender, 1Q, duration of stimulant
treatment, or degree of childhood ADHD symptomatology. The study suggests
a relatively poorer outcome for girls with ADHD, particularly those with co-
morbid conduct disorder.

ETIOLOGIC RISKS

Etiologic risks were investigated by Biederman and colleagues (16) in two
clinical samples of children who met full DSM-I1I criteria for ADHD at the
time of referral. The study used a three-stage ascertainment procedure and
contrasted subjects to healthy controls. The investigators found Rutter’s indi-
cators of adversity to be significantly associated with the risk for ADHD, but
the cumulative adversity risk did not differ by gender. For substance use disor-
ders, there was a significant gender-by-diagnosis interaction, indicating that
ADHD was a significantly weaker risk factor for substance use in boys than it
was in girls. However, girls did seem relatively protected with respect to
global functioning and learning disability, whereas boys seemed more vulner-
able to adverse outcomes. The authors suggested that twin and adoption
studies of adversity effects would be a useful way to separate genetic and envi-
ronmental effects.

Biederman et a. (17) aso investigated the discrepancy in the malefemale
ratio between clinic-referred (10 to 1) and community-referred (3 to 1) samples
of children with ADHD. They studied 140 boys and 140 girls with ADHD and
120 boys and 120 girls without ADHD for indicators of social adversity, 1Q, read-
ing, and arithmetic achievement. They found that ADHD in girls was more likely
to be predominantly of the inattentive subtype and less likely to be associated
with alearning disability in either reading or mathematics. The risks for ADHD-
associated impairment were similarly elevated in boys and girls, but gender-
specific baseline risks may have resulted in different rates of psychiatric morbid-
ity. Despite this, they again found that there was a significantly increased risk for
substance use disorders in girls compared with boys among children referred to
ADHD clinics.
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ADOPTEE AND TWIN STUDIES

Attention deficit hyperactivity disorder (ADHD) has been shown to be a
highly heritable disorder, with increasing numbers of studies investigating ge-
netic factors (18). A study was conducted of adoptees between 18 and 47 years
of age who were separated from their biologic families within a few days of
birth. At least one biologic parent was diagnosed with antisocial personality or
substance abuse or both. With the use of structural equation modeling, it was
found that, in the males, oppositional defiant disorder (ODD) was predicted by
an antisocial biological background but not by an adverse adoptive environ-
ment. Conduct disorder (CD), on the other hand, was predicted by adoptive
environment alone. For females, the results were somewhat different. A bio-
logic background or biologic-environmental interactions predicted both ODD
and CD (19).

A study of 2,082 twin pairs found that the overlap of conduct problems and
ADHD was explained by common genetic and nonshared environmental factors
(20). Together with our finding of very low, shared environmental influences on
ADHD (18), this study suggests different etiologic factors for different behavior
syndromes. Waldman and colleagues (21) sampled the first wave of the
Australian Twin Study on 2,600 3-year-old to 15-year-old male and female
same-sex and opposite-sex twins, and similar age nontwin siblings. A multivari-
ate genetic analysis, using Cholesky decomposition, indicated that, while there
was considerable overlap in the genetic and environmental influences on ADHD,
CD, and ODD, the influences of shared environment on CD was much greater
than on ODD. Thus, twin studies suggest separate etiologic subgroupings of
ADD/ADHD and ODD/CD symptom profiles.

MOLECULAR GENETICS

The candidate gene approach to searching for putative genes responsible for
these disorders is based on postulated neurotransmitter mechanisms. Molecular
genetic approaches have been tried in relation to dopaminergic [dopamine trans-
porter (DAT), dopamine D4 receptor (DRD4), and dopamine D5 receptor
(DRD5)] genes as well as adrenergic, serotonergic, and nicotinic receptor genes
(22). Comorbidity with learning disability has given rise to renewed interest in
“reading” genes. For example, Grigorenko et a. described an association of pho-
netic awareness with a site on chromosome 6 and an association of whole word
reading with a site on chromosome 15 (23). Reviewing twin and genetic studies
of dydexia, these researchers point out the complexities resulting from varied
definitions and cognitive models of dyslexia (24). However, despite the devel op-
mental variability of the phenotype, there is emerging evidence suggesting that
phonologic abilities constitute a core set of reading-related processes predictive
of accuracy and speed of reading. Twin studies found reading performance to be
highly heritable in both proband (0.82) and control (0.66) twins (25). Molecular
genetic investigations have pursued an association between autoimmune distur-
bances and dyslexia (26). Findings from an affected sib-pair study have provided
evidence for linkage between reading disability and DNA markers localized to
6p21.3 (the HLA region or “neighborhood”). Reproducible genetic findings
should enable treatments in the future to be moreindividualy tailored in terms of
gene—phenotype relationships.
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GENDER DIFFERENCES IN COMORBIDITY

Sharp and colleagues, studying a clinical sample of 42 girls and 56 boys with
ADHD combined type, found few gender differencesin ADHD ratings, comorbid-
ity, and treatment response (27). An earlier study by Berry et a. had found that,
within an ADD with hyperactivity group, girls demonstrated more severe coghi-
tive impairments than boys, particularly in language function (28). Girls were
also comparatively younger at the time of referral. Boys manifested more disrup-
tive behaviors. In contrast, within the ADD without hyperactivity group, the girls
were significantly older than the boys and demonstrated lower self-esteem. The
sample came from children being evaluated at alearning disorders unit and a pedi-
atric neurology clinic. An inventory paralleling DSM-I111 criteria was used. While
the sample may have been biased by its referral source, the study results suggest
subtype differences between genders in behavior, cognition, and comorbidity.

My colleagues and | obtained data from a large sample of twins and siblings
consisting of 2,173 males (mean age 10.69 years) and 2,197 females (mean age
10.75) years, from the Australian Twin Study of ADHD (29). Through mailed
DSM-I-based questionnaires, we investigated patterns of comorbidity in the
three DSM-IV subtypes of ADHD: 1) predominantly inattentive, 2) predomi-
nantly hyperactive-impulsive, and 3) combined, with oppositional defiant disor-
der, conduct disorder, separation disorder, speech, and reading problems. The
findingsindicated there were no significant gender differencesin comorbidity for
externalizing disorders but separation anxiety was greater in females than males
in the inattentive subtype. The greater separation anxiety in inattentive girls could
be a manifestation of developmental immaturity, possibly suggesting a different
etiology or developmental path for this subtypein girls. These results may reflect
the community source of the sample given that boys manifest more externalizing
disorder in clinical samples.

LEARNING SUBTYPES

Willcutt and colleagues utilized a community sample of 373 twin pairs ranging
from 8 to 18 years old in which at least one twin exhibited a history of learning
disability, to examine the etiology of inattention and hyperactivity-impulsity
(Hyp/Imp). Their results showed that extreme inattention scores were highly her-
itable whether or not the proband exhibited extreme Hyp/Imp. In contrast, the
heritability of extreme Hyp/Imp increased as a linear function of the number of
inattention symptoms exhibited. The conclusion was that extreme Hyp/Imp
might be attributable to different etiologic influences depending on the presence
or absence of extreme inattention (30).

The same research team also showed that approximately 95% of the pheno-
typic covariance between reading disability (RD) and symptoms of inattention
was attributable to common genetic influences, whereas the same was only true
of 21% of the phenotypic overlap between RD and Hyp/Imp (31).

TREATMENT

Treatment for boys and girls is essentially similar. Sharp and colleagues found
that girls exhibited beneficial effects of stimulant medications similar to those ex-
hibited by boys (27). They suggested that both methylphenidate and dextroam-
phetamine should be tried if response to one or the other was not optimal. Recent
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developments of slow-release stimulant medications allow single daily dose regi-
mens, but their comparative value remains to be evaluated.

IMPLICATIONS FOR CARERS

Caring for a child who has ADHD is both demanding and unrelenting, particu-
larly for mothers, many of whom may be single or lacking in support. This has
implications for individuals and for policy. At the individual level, parents are
called upon to support and treat a child who demands more care and structure for
alonger period of time than other children. Single mothers may have several chil-
dren for whom they carry responsibility and arelikely to be stressed, with little fi-
nancia or socia support. In addition, ADHD medications tend to be expensive,
particularly the recent slow-release preparations. Thus, at the policy level, provi-
sion should be made to support families whose children need care and whose
treatment involves great expense relative to other children. In these respects,
ADHD should be regarded as a developmental disability. There are also educa-
tional implications for increased support at primary and high school levels, in-
cluding remediation for language and learning problems. Children from low so-
cioeconomic status and deprived backgrounds are particularly at risk, as they
often lack accessto treatment or remedial programs.

FUTURE APPROACHES

Gender differences in subtypes, including comorbidity, can be identified by twin
and genetic approaches, while pharmacogenomic studies may, in the future, iden-
tify differences or similarities in medication response. Also, further prospective
outcome studies such asthat of Dalsgard and colleagues (15) should help to iden-
tify similarities and differences between developmental pathways for girls and
those for boys.
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WHAT IS IT?

Conduct disorder, as defined by the Diagnostic and Satistical Manual of Mental Dis-
orders, 4th edition (DSM-IV), identifies individuals with “a repetitive and persistent
pattern of behavior in which the basic rights of others or major age-appropriate societal
norms or rules are violated” (see Table 7.1) (1). These behaviors manifest as aggression
to people and animals (e.g., physical fights, cruelty to animals), destruction of property
(e.g., fire setting), deceitfulness, or theft (e.g., breaking into someone’s house), and/or
other serious violations of rules (e.g., often truancy from school). To meet DSM-1V cri-
teria for the disorder, at least three of 15 possible behaviors must have been present in
the past 12 months, with at least one in the past six months. Specifiers include type,
based on age of onset (childhood onset or adolescent onset), and severity, based on
number or harmfulness of symptoms (mild, moderate, severe). Conduct disorder differs
from delinquency, which refers to involvement with the police and/or court system
for breaking the law. Delinquents make up a portion of the individuals with conduct
disorder.

In this chapter, we focus on girls with conduct disorder, a group that has been under-
studied. The aim of this chapter isto present updated preval ence estimates, review bio-
logic and psychosocia risk and protective factors, and outline course and long-term
outcomes.

*Deceased
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TABLE 7.

DSM-IV Diagnostic Criteria for Conduct Disorder

A. Arepetitive and persistent pattern of behavior in which the basic rights of others or major age-appropriate
societal norms or rules are violated as manifested by the presence of three (or more) of the following criteria
in the past 12 months, with at least one criterion present in the past 6 months:

Aggression to People and Animals
(1) often bullies, threatens, or intimidates others
(2) often initiates physical fights
(3) has used a weapon that can cause serious physical harm to others (e.g., a bat, brick, broken bottle,
knife, gun)
(4) has been physically cruel to people
(5) has been physically cruel to animals
(6) has stolen while confronting a victim (e.g., mugging, purse snatching, extortion, armed robbery)
(7) has forced someone into sexual activity

Destruction of Property
(8) has deliberately engaged in fire setting with the intention of causing serious damage
(9) has deliberately destroyed others' property (other than by fire setting)

Deceitfulness or Theft
(10) has broken into someone else’s house, building, or car
(11) often lies to obtain goods or favors or to avoid obligations (i.e., “cons” others)
(12) has stolen items of nontrivial value without confronting a victim (e.g., shoplifting, but without breaking
and entering; forgery)

Serious Violations of Rules
(13) often stays out at night despite parental prohibitions, beginning before age 13 years
(14) has run away from home overnight at least twice while living in parental or parental surrogate home (or
once without returning for a lengthy period)
(15) is often truant from school, beginning before age 13 years
B. The disturbance in behavior causes clinically significant impairment in social, academic, or occupational
functioning.
C. If the individual is age 18 years or older, criteria are not met for antisocial personality disorder.
Specifiers
1. Type based on age at onset:
a. Childhood-onset type: onset of at least one criterion characteristic of conduct disorder prior to age 10 years
b. Adolescent-onset type: absence of any criteria characteristic of conduct disorder prior to age 10 years
2. Severity:
a. Mild: few if any conduct problems in excess of those required to make the diagnosis and conduct problems
cause only minor harm to others
b. Moderate: number of conduct problems and effect on others intermediate between "mild” and “severe”
¢. Severe: many conduct problems in excess of those required to make the diagnosis or conduct problems
cause considerable harm to others

Adapted from American Psychiatric Association, Diagnostic and Statistical Modified Manual of Mental Disorders 4th Ed. Washington,
DC: 1994:90-91.



Conduct Disorders in Girls 95

PREVALENCE AND IMPAIRMENT
PREVALENCE

The prevalence of conduct disorder varies according to populations sampled
(clinical or community), age of child, gender, and the informant. Within clinical
populations, conduct disorder is among the most common reasons for referral.
Data collected using the Brief Child and Family Phone Interview (2) on over
10,000 children and adolescents 6 to 18 years old who were referred to a chil-
dren's mental health center in Ontario between March 2000 and June 2003
demonstrate that 37.7% of parents endorse behaviors consistent with conduct
disorder at the time of intake (see Table 7.2). Rates vary slightly by gender, with
girls demonstrating slightly higher rates (girls 39.7%, 40.0%, and 39.3% for
6-18, 6-11, and 12-18 years, respectively; boys 36.4%, 36.3%, and 36.5% for
the same age ranges).

General population estimates based on epidemiologic studies of behavior
problems for children and adol escents 4-18 years old throughout the world range
from 0.0 to 11.9% (median 2.0%) (3). Canadian data from the Ontario Child
Health Study, a community-based study of 4- to 16-year-olds in Ontario com-
pleted in 1983 with follow-up in 1987, estimated prevalence at 5.5% for 4- to 16-
year-olds in Ontario. Prevalence rates vary by age and gender, with higher rates
reported for boys than girls and in older than younger children (girls 2.7%, 1.8%,
and 4.1% for 4-16, 4-11, and 12-16 years, respectively; boys 8.1%, 6.5%, and
10.4% for the same ages) (4).

Although the prevalence of conduct disorder in the general or in specific pop-
ulations isimportant, several issues must be recognized. First, the prevalence of a
disorder depends on the threshold and therefore is somewhat arbitrary. For exam-
ple, DSM-IV requires three of 15 symptoms for diagnosis (1). Changing the
threshold to two or four of 15 symptoms will increase or lower the prevalence of
disorder respectively. Second, within the system of psychiatric classification, di-
agnostic criteria for conduct disorder have changed over time, as some criteria
have been modified and others added or withdrawn. Changing the behaviors re-
quired to meet criteriafor conduct disorder can also influence prevalence.

Understanding differences in the rates of conduct disorder between girls
and boys has been of interest to researchers in the field. It has been suggested
that these differing rates reflect true differences in conduct disorder between
girls and boys that arise because of differing social and cultural expectations
for each sex (5). Others have argued that the establishment of DSM criteriafor
conduct disorder came primarily from studies of boys, and that a different def-
inition should be used for girls with conduct disorder (6). For example, in a
sample of girls representative of the general population in Quebec who
demonstrated persistent antisocial behaviors from ages 6 to 10 years, only 3%
met DSM-111-R criteria for conduct disorder (7), prompting the investigators
to question the adequacy of the definition or criteria for conduct disorder for
girls. Ideas for modification of the definition include setting gender-specific
thresholds for conduct disorder or including different behaviors in the criteria
for disorder (6). One investigation testing the prevalence of conduct disorder
using gender-specific thresholds among children with comorbid attention
deficit hyperactivity did not support a difference in diagnostic threshold by
gender (8).
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Many of the behaviors included in conduct disorder reflect physical or direct
aggression, which is more common among boys and in minor forms considered
normal. Up to about 4 years of age, girls and boys generally show equal rates of
aggressive behaviors. After that, rates of physically aggressive behaviorsincrease
in boys. Data from the 1994 National Longitudinal Survey of Children and Youth
(NLSCY), a long-term survey of child development and well-being in Canada,
that examined physical aggression among girls and boys, suggest that differences
among girls and boys may emerge earlier, since mean physical aggression scores
were found to be elevated among boys as early as ages 2 to 3 years (9).

The concept of indirect or social aggression (harm caused in the context of
social relationships) is thought to better represent female aggression. Peer in-
teractions for girlsin early and middle childhood are generally with other girls,
and formation of close relationships is important during this developmental
stage, so attempts to hurt others through disruption or control of peer relation-
ships are potent aggressive behaviors. Girls rate social aggression as being
more harmful than boys do, and rate it as harmful as physical aggression (10).
In interpersonal problem situations, aggressive girls prefer relationally or indi-
rectly aggressive solutions, whereas aggressive boys prefer overtly physical or
directly aggressive solutions.

The National Longitudinal Survey of Children and Youth collected informa-
tion on both physically and socially aggressive behaviors. These are demon-
strated in Table 7.3 (4). Higher rates of physically aggressive behaviors are re-
ported for boys than for girls in both age groups (4—7 and 8-11 years old).
Femalemale ratios of direct aggression behaviors range from 26.3% to 76.4%,
with the biggest femalemale discrepancy emerging for the most aggressive
behavior, “physically attacks people” (lowest ratio of 0.5:1.9 or 26.3%). Fe-
male:male ratios for 8-year olds to 11-year-olds are slightly greater, with “physi-
cally attacks people” remaining at the lowest ratio (41.2%). The behavior “threat-
ens people,” the least aggressive behavior in the direct aggression list, is greater
among girlsin the older age group (female:male ratio, 171.4%). Rates of indirect
or social aggression are higher among girls than boys in both age groups (47
and 8-11 years), with rates of socially aggressive behaviors reported increasing
with age for girls compared with boys.

IMPAIRMENT

A heavy burden of suffering is associated with conduct disorder. This is due to
the high prevalence; the associated impairments in behavioral, social, and aca-
demic functioning; the persistence of difficulties for many into the adult years;
and the substantial costs of resources utilized by individuals with conduct disor-
der, their families, and their victims in the health and judicial systems to name
afew.

Comorbidity is common among children and adolescents with conduct disor-
der. Other disruptive behavior or externalizing disorders, attention deficit hyper-
activity disorder, and oppositional defiant disorder are among the most frequent
comorbid conditions. The internalizing disorders, mood and anxiety disorders,
also can co-occur. In a Canadian general population sample of children 4 to 11
years old from the National Longitudinal Survey of Children and Youth, under half
of children with conduct disorder had it as a single disorder (11). Parents reported
that over one third of children with conduct disorder had comorbid hyperactivity
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Prevalence of Indirect and Direct Aggression Symptoms? by Age?
and Gender¢

Prevalence (%)

Age
4-7 8-11
- FM - FM
Symptoms F M Ratio F M Ratio
Indirect Aggression
When mad at someone,
Tries to get others to dislike that person 1.8 1.5 1.20 2.8 1.8 1.56
Becomes friends with another as revenge 1.9 13 1.46 24 038 3.00
Says bad things behind the person’s back 1.6 1.6 1.00 2.3 22 1.05
Says to others: "Let's not be with her/him” 23 1.5 1.53 2.8 1.5 1.87
Tells the person’s secrets to a third person 1.9 1.0 1.90 2.0 1.1 1.82
Direct Aggression
Gets into fights 32 5.1 0.63 38 47 0.81
When another child accidentally 55 7.2 0.76 44 6.9 0.64
hurts her/him (such as by bumping
into her/him), assumes the child meant
to do it and then reacts with anger and
fighting
Physically attacks people 0.5 1.9 0.26 0.7 1.7 0.41
Threatens people 038 1.1 0.73 1.2 0.7 1.71
Is cruel, bullies, or is mean to others 0.5 1.1 0.46 04 0.6 0.67
Kicks, bites, hits other children 04 16 0.25 05 1.1 0.45

3Prevalence estimates from National Longitudinal Survey of Children and Youth (Cycle 1, 1994). Note prevalence estimates < 2.0 are
unstable, and should be interpreted with caution.

bage in years.

¢ F= female, M= male.

Adapted from Offord DR, Lipman EL. Emotional and behavioural problems: frequency by age, gender and income level and co-
occurrence with other problems. In: Growing Up in Canada. National Longitudinal Survey of Children and Youth. Human Resources
Development Canada, Statistics Canada, Ottawa. Catalogue no 89-550-MPE, 1996:121.

(38.0%), one third had difficulties with comorbid feelings of anxiety and depres-
sion (35.5%), and one fifth had difficulties with both hyperactivity and
anxious/depressive feelings (19.0%) (see Figure 7.1) (11). Comorbid anxious and
depressive feelings are more common in girls than boys, particularly as girls be-
come adol escents.

Rates of comorbid conditions are often higher in clinical populations (see
Table 7.4). Conduct disorder occurs concommitantly with a range of disorders,
with the highest rates of comorbidity occurring with difficulties with attention and
oppositional behavior. Rates of comorbidity between conduct disorder and diffi-
culties with attention, oppositional behavior, and mood were generally elevated
among girls compared with boys. For example, attention difficulties and conduct
disorder co-occurred in 61.0%, 64.0%, and 58.1% of girls 6-18, 6-11, and 12-18
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% of children with Conduct Disorder

50
455
40 —
35.5
30 —
20 - 19.0
10 —
0 —
Conduct Conduct + Conduct + Conduct +
Only Hyperactivity = Emotional Hyperactivity +
Emotional

FIGURE 7.1 ® Comorbidity of hyperactivity and emotional disorder in a general
population sample aged 4 to 11 years. Emotional disorder is indicated by the responses
“seems unhappy, sad, depressed,” “not as happy as other children,” “too fearful or anxious,”

“worried,” “cries a lot,

wou

nervous, high-strung, tense,” “trouble enjoying her/himself,”

"appears miserable, unhappy, tearful, or distressed.” (Figure adapted from Offord DR,
Lipman EL. Emotional and behavioural problems: frequency by age, gender and income level
and co-occurrence with other problems. In: Growing up in Canada. National Longitudinal
Survey of Children and Youth. Human Resources Development Canada, Statistics Canada,
Ottawa. Catalogue no 89-550-MPE, 1996:124.)

years old, respectively, while rates for boys were 58.6%, 56.4%, and 62.5% for
the same ages (see Table 7.4).

Other difficulties that commonly co-occur with conduct disorder are academic
difficulties and impairment in socia relationships. Data from the NLSCY
demonstrate that among children with one or more behavioral or emotional prob-
lems, one tenth (12.1%) had academic difficulties (repeating a grade), one tenth
(10.8%) had difficulties in social relationships, and 1.5% had both academic and
social difficulties (11).

Among girls, the risk of anxiety and depression increases in adolescence, so
increased rates of comorbidity for these disorders with conduct disorder are ex-
pected. This is described as a gender paradox, since the gender with the lower
prevalence of conduct disorder (girls) is at higher risk to develop a more rare co-
morbid condition. Substance use (e.g., acohol and marijuana) is elevated among
adolescent girls with conduct disorder compared with boys (12) and may be in-
fluenced by depressive symptoms.

In addition to the gender paradox described above, other patterns of comorbid-
ity may influence girls and boys differently. For example, boys with conduct
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TABLE 7.4

Rates of Comorbidity? with Conduct Disorder? Among Children Referred
to Children’s Mental Health Clinics in Ontario (May 2000 to June 2003)

Comorbid Disorder? (%) by Age and Gender®

Age Oppositional Separation Generalized
(years) Attention Defiant Disorder Anxiety Anxiety Disorder Mood
6-18 59.6 74.0 216 19.4 493
(n) (2,258) (2,801) (815) (729) (1,852)
F M F M F M F M F M

6-18 61.0 58.6 78.2 711 206 223 205 185 510 48.5
(n) (942)  (1,316) (1,209 (1,592) (317) (498) (316) (413) (783)  (1,069)

6-11 64.0 56.4 76.4 704 235 217 214 197 441 47.0
(n) (492) (797) (588) (993) (180) (306)  (164)  (277)  (337) (658)

12-18  58.1 62.5 80.0 722 177 232 19.7 165  57.8 49.9
(n) (450) (519) (621) (599) (137)  (192)  (152)  (136)  (446) @1)

4Classification of disorder based on scores on Brief Child and Family Phone Interview set at >2 standard deviations above mean score of
general population sample aged 6 to 18 years.
b F= female, M= male.

disorder and attention deficit hyperactivity disorder (ADHD) have a worse out-
come than boys with conduct disorder alone. Less is known about ADHD and
conduct disorder in girls, athough it has been suggested that girls with ADHD
have a higher than expected chance of conduct disorder, despite a lower preva-
lence rate of both disorders in girls. Anxiety disorders may also influence girls
and boys differently. Boys with early anxiety only have a decreased rate of con-
duct problems later, while those with both anxiety and aggression do worse. Fur-
ther work is needed to try to understand these complex relationships among dis-
orders and related influences of gender.

RISK AND PROTECTIVE FACTORS
RISK FACTORS

A substantial number of risk and protective factors have been identified for con-
duct disorder. The information that follows is not an exhaustive list, and is di-
vided broadly into biologic and psychosocia factors. Emphasis is on newer and
novel work in this area.

Biologic risk factors that have been identified to be associated with conduct
disorder include physiologic arousal, prenatal and perinatal factors, and genetic
factors. Physiologic underarousal has been measured in children with conduct
disorder as manifested by decreased sensitivity to pain, lower resting heart rate,
and decreased cortisol levels. Only heart rate studies have included girls (13).
Among girls with aggression measured at age 11, there was a significant associa-
tion with low resting heart rate at age 3, even after controlling for biologic,
psychological, and psychiatric confounding factors (13). Girls with conduct dis-
order admitted to a psychiatric inpatient unit had significantly lower heart rates
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than other inpatients without conduct disorder (14). Physiologic underarousal in
youth has been shown to be associated with later criminality (15).

Prenatal and perinatal risk factors have been associated generally with be-
havior problemsin children. Maternal substance use, specifically smoking dur-
ing pregnancy and persistent smoking during and after pregnancy, has been as-
sociated with conduct disorder in girls and boys. A strong dose-response
relationship has been demonstrated, with the strength of association between
smoking and conduct problems as great or greater among girls as boys (16). In
comparison with children whose mothers were nonsmokers during pregnancy,
the odds of childhood-onset conduct problems were greater among girls of
mothers who smoked during pregnancy than among boys (relative odds with in-
creasing levels of maternal smoking were 2.17-3.04 for girls and 1.47-2.07 for
boys) (16). The association between conduct problems and omega-3 fatty acid
intake is also of interest. It has been demonstrated that increased levels of di-
etary intake of fish and polyunsaturated fatty acids are associated with de-
creases in hostile and aggressive behaviors in young adults (17). Lower con-
sumption of omega-3 fatty acids from seafood during pregnancy has also been
associated with increased maternal depressive symptoms, even after accounting
for other risk factors associated with depression during pregnancy and more
broadly. Following these lines of investigation, current work is examining
whether varying levels of omega-3 fatty acid consumption during pregnancy
are associated with varying levels of conduct problemsin children, and whether
this varies by gender.

Antisocia behaviors tend to aggregate in families, and genetic factors have
been implicated in some disruptive behavior disorders (e.g., ADHD). Familia ag-
gregation of conduct problems has been demonstrated in the general population
and in clinical populations, although this may represent genetic or environmental
factors or an interaction between the two. One study of girls demonstrated pat-
terns of familial association for comorbid conduct disorder and ADHD, athough
no pure conduct disorder group was studied and the number of girls with this co-
morbid condition was small (18). Several twin studies have examined the influ-
ence of genetic factors and conduct disorder, but issues of variation related to de-
velopmental stage, informant, and measurement and their impact of the genetic
factors and conduct disorder remain to be resolved.

Other biologic risk factors for conduct disorder that are the topic of active in-
vestigation include abnormalities in neurotransmitters (e.g., low levels of sero-
tonin in the central nervous system and aggression), neuroanatomical variations
(e.g., frontal lobe damage or dysfunction), and other neurochemicals (e.g., de-
creased salivary cortisol levels, testosterone). Child temperament is also thought
to have abiologic basis, to be related to later externalizing problems, and to differ
in girls and boys. Children who had a “difficult to manage” temperament meas-
ured at age 3 have higher rates of delinquency at age 11 (19).

Psychosocial risk factors will be divided into family, peer, and community
risk factors. Family risk factors include parental psychopathology, parenting
practices, attachment, and stressful events. Parental psychopathology may work
through multiple mechanisms (as above). In addition to parental antisocial behav-
iors as arisk factor for conduct disorder, maternal depression is associated with
child disruptive behavior. A recent meta-analysis of observational studies of
depression and parenting revealed a strong association between maternal depres-
sion (either current or lifetime) and negative and coercive behaviors (20), and
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coercive parenting has been linked with child difficulties (see below). Lower en-
gagement and fewer positive interactions were also demonstrated (20). Work in
this field is influenced by debate over the extent to which maternal depressive
symptomatology influences mothers' ratings of their children’s behavior, and re-
lationships between maternal depression and child behavior problems may be
bidirectional.

Parenting practices characterized by lack of warmth or involvement, poor
supervision, parent—child conflict, and discipline styles that are inconsistent or
harsh have been found to be associated with disruptive behaviors in children.
Coercive parent—child interactions take place in many families of children
with conduct problems and have been linked to child difficulties across a
range of developmental stages. The relationship between parenting practices
and child behavior is bidirectional, and interventions that focus on parenting
practices have shown some success among children with conduct disorder and
their families. Many of the studiesin this area have been done with males, and
since parents tend to interact differently with their daughters and sons, the re-
lationship between coercive parenting practices and outcomes may be differ-
ent for girls’ than for boys outcomes. One study examining girls and boys
from preschool to school age found that coercive parent—child interactions in
the preschool years predicted continued aggressive behavior at school age for
boys but not for girls (21). Further work is needed to identify whether coercive
parenting and other parenting practices may influence the development of conduct
disorder in girls.

Attachment between a child and parent depends on the child’s perception of
parental availability and responsiveness to his or her needs. Attachment quality is
thought to influence a child’s internal representational models of relationships,
which develop during the first year of life, and a child’s future relationships.
Insecure attachment types (insecure-avoidant, insecure-ambivalent/resistant,
insecure-disorganized/disoriented) are thought to develop from inconsistent and
unresponsive parenting practices, and insecure attachment has been linked to dif-
ficulties with anger and in social relationships in young children. However, find-
ings from the work in this area are inconsistent, and more study is needed.

Stressful events classified as family risk factors include marital conflict, high
levels of family stress, large family size, parental separation or divorce, and child
abuse and neglect. The first four factors listed have been associated with later vi-
olence, aggressive behavior, or criminal conviction in some studies, although not
consistently. Child abuse and neglect have been associated with conduct disorder
in children, and thisis thought to be partially mediated through the devel opment
of difficulties in socia information processing, which may occur as a conse-
guence of abuse (see below). Difficulties with violence and criminality later in
life have aso been documented. Differences between girls' and boys' responses
to child abuse or neglect and the association with conduct disorder require further
investigation, with attention to specific factors related to the abuse (e.g., whether
the abuse was physical or sexual, severity and duration of the abuse, and relation-
ship of the perpetrator to the child).

Peer risk factors include social information processing, peer group character-
istics, and peer group status. Social information processing refersto how children
process information about social interactions and relates to child socia adjust-
ment. Evidence has been found that some aggressive children process socia in-
formation differently than nonaggressive children. They overattend to aggressive
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cues, underattend to nonaggressive or prosocial cues, and attribute hostile intent
in ambiguous situations. This hostile attributional bias results in a reactive ag-
gressive response by the child which she or he feelsisjustified. Difficultiesin so-
cial information processing have been demonstrated in children as young as 4
years old, and more impairment in social information processing is thought to be
related to increased aggression. Aggressive behaviors demonstrated by children
vary by gender, with aggressive girls utilizing relational aggression while aggres-
sive boys utilize physical aggression (22).

Peer group characteristics influence conduct problems. Within same-sex peer
groups, girls are more likely to demonstrate relational or indirect aggression,
whereas boys are more likely to demonstrate physically aggressive behaviors.
Aggressive preschoolers are more likely to associate with other aggressive chil-
dren, and this may continue through adolescence. Deviancy training may occur
within groups of aggressive youth by their encouraging and reinforcing one an-
other’s deviant behavior, and it may lead to delinquency and other difficulties
(e.g., substance use). Girls with early pubertal maturation more commonly associ-
ate with deviant peers (23), athough whether early puberty in and of itself repre-
sentsarisk factor among girls for conduct disorder and other psychopathology isa
meatter of debate (24). Notably, peer group influence likely varies as aresult of de-
velopmental stage, with increasing influence as children move into adolescence.

Peer group status, specifically rejection by the peer group, is often an issue for
aggressive children. For girls, relational aggression is a powerful predictor of
rejection, whereas for boys, physical aggression is a strong predictor of rejection.
Since socia relationships are of such great importance for girls, peer rejection
may act as a more important risk factor for conduct disorder for girls than for
boys. Children who are reactively aggressive are rated as being disliked more
than children with proactive aggression. Although children with proactive ag-
gression may be liked initially, the friendships they establish do not remain stable
over time.

Community risk factors are broadly defined to include factors related to the
context within which the child lives and which are outside of the family. These
include socioeconomic characteristics, neighborhood characteristics, and school
characteristics. Low socioeconomic status has been associated repeatedly with
conduct problems. In the Ontario Child Health Study, conduct disorder was sig-
nificantly associated with low income as well as other markers of 1ow socioeco-
nomic status (e.g., welfare status, subsidized housing, unemployment, and over-
crowding). In the National Longitudina Survey of Children and Youth, the
prevalence of one or more behavioral or emotional problems, including conduct
problems, increased as income decreased (11). The mechanisms through which
low socioeconomic status influences child behavior are incompletely understood
but likely include indirect pathways such as parenting, since poverty increases
stress on parents and may decrease social support and mood as well as their abil-
ity to use optimal parenting strategies.

Certain neighborhood characteristics are more common among children with
conduct-disordered behaviors. Growing up in a neighborhood that is disadvan-
taged often means living in a public housing project; exposure to violence and
drug use; and lack of or poor quality child care, schools, health care, and adult-
run recreational activities. In Canada, because of the nation’s social welfare sys-
tem, there is generally less variability in the quality of schools and health care
than there isin the United States.
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School characteristics may influence child aggressive behaviors. It is known
that certain school features (such as good management practices in the school
overal and in the classroom, and a balance of children achieving at various lev-
els) have an impact on behavior and academic achievement. This effect is inde-
pendent of the characteristics of the children at school entry. Schools may find it
helpful to the children to be aware of the potential negative impact of labeling
children as conduct disordered. Rather than only reacting to difficult behaviors,
schools may be able to help children by providing nonstigmatizing programs
universally or various targeted levels to foster prosocial behavior.

PROTECTIVE FACTORS

Protective factors for conduct disorder are sometimes the absence or opposite of
the risk factors above, although some specific factors have been identified. These
include resilient temperament, academic skills, child competence at a skill, child
involvement with prosocial peers and organizations, noncoercive supportive and
authoritative parenting practices, and a relationship with at least one supportive
adult.

COURSE AND LONG-TERM OUTCOMES
COURSE

The age of onset of conduct disorder has been found to influence its developmen-
tal course. DSM-1V describes childhood-onset conduct disorder as starting ear-
lier than 10 years of age, and adolescent-onset conduct disorder as starting at 11
years of age and up (1). These subtypes have been upheld in studies, athough the
data are based largely on males and it is not clear that 10 years of ageis the opti-
mal cutoff. Childhood-onset conduct disorder is thought to have a more chronic
course than adolescent-onset disorder. Childhood-onset disorder is associated
with numerous difficulties in adulthood, including substance use, violent crimi-
nal behavior, and partner abuse. It is also associated with an elevated number of
biologic, familial, and other psychosocial risk factors. Adolescent-onset disorder
is described as generally being less serious and more transitory and lacking the
associated early risk factors of childhood-onset disorder.

Conduct disorder in boys may follow either the childhood-onset or the adol escent-
onset pathway. Risk of serious adult difficulties for adolescent-onset conduct
disorder exceeds that of controls but is less savere than that of childhood-onset
disorder; it includes difficulties with employment and mental health. The majority
of girls with conduct disorder are described as having a “ delayed-onset,” with be-
haviors manifesting during adolescence. However, retrospective studies of age of
onset suggest that a number of girls do have childhood onset of the disorder (25).
Prospective studies of the onset of conduct disorder among girls are lacking.

A number of theories have been proposed to understand the development of
conduct disorder in girls. One model proposes that fewer girls exhibit childhood-
onset disorder because of the biologic, cognitive, and social strengths exhibited
by most girls during this developmental period (e.g., strong language skills and
more prosocial responses) (26). Another theory notes that some girls subse-
guently diagnosed with adolescent-onset conduct disorder have risk factors simi-
lar to those of boys with childhood-onset disorder (e.g., biologic or family risk
factors) but do not develop problematic behaviors until adolescence, when the be-
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haviors appear as resistance to authority and attempts at increased autonomy
(27). A further theory suggeststhat girls do have difficulties with childhood-onset
conduct disorder but, because the definition of conduct disorder focuses on di-
rectly aggressive behaviors, the diagnosis does not capture these girls, who more
commonly show relational aggression (28).

LONG-TERM OUTCOMES

Long-term outcome outcomes for conduct disorder are best evaluated using
prospective general population studies. The Cambridge Study in Delinquent De-
velopment prospectively followed boys in a London working-class area from
ages 8 to 32, and found aggression, unemployment, and drug and alcohol usein
adulthood (29). Prospective data on girls with conduct disorder are lacking, al-
though other studies have found that longer-term outcomes for girls with con-
duct disorder include antisocial personality disorder and other psychiatric disor-
ders, early pregnancy and relationships with antisocial partners, criminal
behavior, and mortality (30). Adult psychiatric morbidity has been documented
in girls with conduct disorder, with rates ranging from 14% to 60% in various
studies. Antisocial personality is common; it occurs in up to about one third of
girls with conduct disorder. Other adult psychiatric disorders may be more com-
mon, including substance use and suicidal behavior, athough not necessarily
depression.

Sexual promiscuity and teen pregnancy are often correlated with conduct dis-
order in girls. Several studies have demonstrated that ratings of aggression com-
pleted among girls in grade school predicted early pregnancy. Girls' aggression
also predicted their poor verbal and emotional responsiveness as mothers and de-
velopmental delays in their children. Delayed childbearing may not be superior,
as female offenders choose a male offender more often than a male offender
chooses a female offender.

High rates of criminality (33%-50% depending on the study design and sam-
ple) have been documented for girls with conduct disorder based on self-report
and official (arrest) data. Delinquent girls have even more elevated rates of adult
crime (up to 96%). Rates of adult crime among girls with conduct disorder ex-
ceeded those of girls with other psychiatric disorders and control girls.

Among studies of the adult outcomes of girls with conduct disorder, mortality
rates varied from 0% to 11%. Although the intervals of follow-up varied consid-
erably (from as few as 2 years to as many as 30 years), deaths occurred in early
adulthood for most of the women who died.

Other adult difficulties that may occur among girls with conduct disorder in-
clude general difficulties with adult functioning, poor academic achievement, un-
employment, and high rates of service utilization (e.g., physicians, welfare, child
protection).

CONCLUSION

Conduct disorder is a common psychiatric disorder in the general population and
in clinical populations and is associated with a variety of impairments, including
comorbid psychiatric disorders and difficulties with academic and socia func-
tioning. Rates of conduct disorder are greater among boys than among girls. This
may reflect the choice of behaviors included in the definition, as girls and boys
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tend to display differing forms of aggressive behaviors. While numerous biologic
and psychosocial risk and protective factors for conduct disorder have been iden-
tified, work in understanding these factors for girlsis handicapped by the paucity
of studies that have included girls and by mixed findings that may relate to study
methodology or the developmental stage of study participants. Similarly, study of
long-term outcomes in girls has been inadequate. Improving our understanding
of conduct disorder in girlsisimportant, and more research isrequired in this sig-
nificant area of study.2
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Adolescence

Section Ill Summary
Commentary from New Zealand

Leah K. Andrews, M. Louise Webster

Western culture seems determined to portray adolescence as
atime of great turmoil. Sex, substance use, crime, and anti-
social behavior are supposedly the norm, young people
never talk to their parents except to make unreasonable de-
mands, and adolescent women in particular are seen as
being at the mercy of their hormones and societal pressure,
with mood swings so typical asto be unremarkable. Adoles-
cents seem to symbolize both the best and the worst of our
worlds. But what is the evidence for any of this?

Adolescence as adevelopmenta phase for study has arel-
atively short history. One of the first notable books on the
topic was G. Stanley Hall's 1904 Adolescence: Its Psychol-
ogy and Its Relations to Anthropol ogy, Sociology, Sex, Crime
and Education (1). It is clear that Hall acknowledged the mul-
tiple influences on adolescent behavior and emotiona out-
comes. Some traditiona cultures have not seen adolescence
as a distinct developmental phase, yet current processes of
globalization have had a significant impact on how societies
manage transitions for youth. Such issues are highlighted by
researchers in New Zealand studying Samoan girls' views of
themselves (2) in aculture where adolescence is not generally
recognized, or in New Zealand Maori rangatahi (teenagers’)
discussion of their body image (3).

A steep rise in many “adult-type” menta health problems
occurs at adolescence, and gender differences in prevalence
of disorder aso become far more marked than in childhood.
Suicide attempts, anxiety and depressive disorders, and eating
disorders are all more common in adolescent girls than boys
(4). Adolescent girls have traditionally shown lower rates of
substance abuse, antisocial behavior, and completed suicide,
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but even these rates are rising to match those of boys (5). Although no gender differ-
ence is found in attachment security in early childhood, in adolescent girls we find a
higher rate of emerging borderline personality disorder and a greater vulnerability to
developing post-traumatic stress disorder (6).

Powerful media portrayals of young women’s lives also play a significant role in their
socialization. In many societies, a huge shift has occurred from the expectation that
women'’s lives would be devoted to family to the idea that combined career and childrear-
ing are possible for al. The social construction of adolescence in girls is beyond the
focus of this book, but it has a strong role in parental and institutional uncertainty in
interpreting, labeling, and managing the behavior and emotions of young women.

Evidence-based approaches are teaching us to be far more cautious about data. We
are learning that studies that don't separate findings by gender may not provide an-
swers for women's health. Likewise, we need to consider how the age and culture of
subjects in studies may influence results. The chapters in this section are exciting be-
cause they begin to address these important matters.

Bulik and Reba's Chapter 8 on eating disorders and body image in adolescence
shows awide appreciation of the complexities of adolescent girls' lives, particularly the
issue of culture and exposure to Western media and its interaction with genetic factors
in the production of eating problems.

Differences between the sexes in the onset and course of psychosis are also explored
by Addington and Schultze-L utter, who speculate on the role of stress and the hypothal -
amic-pituitary axisin Chapter 9.

Adolescent girls who abuse substances are influenced by a complex web of biologic,
family, peer, and sociocultural influences, and these influences are explored in a rea-
soned and probing manner in Chapter 10.

In Chapter 11 on the neurobiologic correlates of disorders of emotional regulation,
Lanius, Bluhm, and Pain draw interesting paralels between chronic post-traumatic
stress disorder and borderline personality disorder, suggesting that girls are especially
vulnerable because they are more likely to experience sexual abuse.

Finally, we must remember the success of young women; large-scale surveys of
adolescent girls show that the majority are fine. In a self-report survey of amost 10,000
secondary school studentsin New Zealand, 80% of studentsfelt healthy, did not engage
in risky behaviors, and reported positive connections to school, family, and peers (7).
Much can be learned by studying the factors that promote such positive outcomes.
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Ela developed anorexia nervosa when she was 12, about six months after she had
her first period. Before this, she was a popular girl, never oneto bein cliques but some-
one who got along with just about everybody. Her teachers praised her for her intellect
and creativity. Her coaches held her up asa model of self-discipline. Her pastor valued
her volunteer work at church. When she started losing weight, her friends were at first
envious and wanted to know her secret. Then she became more and more withdrawn.
Shedropped all her activities, except running, until her running coach refused to let her
train with the team anymore. Over the next five years, she was hospitalized six times for
anorexia nervosa, each time gaining weight and then losing it all again soon after dis-
charge. She lost all her friends, and her parents’ marriage nearly broke up over dis-
agreements about her care. At 17, during one of her hospitalizations, something finally
clicked. Hospitalized with her on the service was a 55-year-old woman whose bones
were as brittle as lace from years of anorexia. Ella realized that she, too, would end up
that way unless she made changes immediately. Gradually she put on weight, although
she was still plagued by a loathing of her body and fear of gaining too much weight.

11
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She started menstruating again at 18 and became interested in relationships for the
first time. As she watched her college mates interact with guys at parties and other so-
cial events, she realized that she had missed her entire adolescence. She had never
faced any of the developmental tasks or used the critical interpersonal tools that are
typically honed during the teenage years. She felt like a child in an adult’s body and
began to appreciate how much of life had been lost to anorexia nervosa.

FACTS AND FEATURES

Anorexiaand bulimia nervosa are serious mental illnesses that strike primarily dur-
ing adol escence and young adulthood. They are serious and potentially lethal disor-
ders that are influenced by both genetic and environmental factors (1). Anorexia
nervosa has the highest mortality of all psychiatric disorders (2). Important ques-
tions about these disorders are as yet unanswered: What is their nature and to what
extent are body image and body dissatisfaction core psychopathologic features?
Why are anorexia and bulimia nervosa markedly more common in women, and
why isWesternization associated with increases in disordered esting behavior? The
answers to these questions will require sophisticated studies that are able to address
the complex interplay among genetic, environmental, and cultural factors.

ANOREXIA NERVOSA

Anorexia nervosais the eating disorder that is visible, although individuals with
the disorder often go to extremes to hide their increasingly emaciated bodies.
Girlswith anorexia nervosa are unable to maintain anormal healthy body weight,
commonly dropping to below 85% of their ideal weight. Young girls who are still
growing fail to attain expected standards in weight (and often height as well).
These individuals fear gaining weight or becoming fat, and they experience their
bodies as overweight even when they are emaciated. They place critical impor-
tance on their shape and weight; self-esteem is completely enmeshed with body
esteem. Amenorrhea is unreliable as a diagnostic criterion given the frequency
with which physicians prescribe birth control pills to regulate the menses of
women with anorexia nervosa. Moreover, data from several studies suggest that
there are no meaningful differences between women with anorexia nervosa who
do and those who do not menstruate (3).

Estimates from around the world place the lifetime prevalence of anorexia
nervosa between 0.1% and 1.0% (4-9). Although the media make it seem as if
thereis an epidemic of anorexia nervosa, the data are conflicting, with some stud-
ies suggesting that the incidence isincreasing (10-15) and others reporting stable
rates (16—20). Epidemiologic studies reveal that the peak age of onset is between
15 and 19 years old (21); however, there are anecdotal reports of increasingly fre-
guent presentations in prepubertal children (22), as well as new onset cases in
midlife and late life (23,24).

BULIMIA NERVOSA

Bulimia nervosais the invisible eating disorder, as it afflicts girls and women of
all weights and shapes. Symptomatically, bulimia is marked by recurrent binge
eating, which is conventionally defined as eating an unusually large amount of
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food in a discrete period of time and feeling that eating during these episodes is
out of control. Binge eating is accompanied by compensatory behaviors ranging
from excessive exercise and fasting (nonpurging bulimia nervosa) to more active
measures such as self-induced vomiting and laxative, diuretic, or emetic abuse.
Like anorexia nervosa, self-evaluation for an individual with bulimia nervosa
hinges on shape and weight.

Bulimia nervosa is more common than anorexia nervosa and is reported to
occur in 1% to 2.8% of women (25-32). Like anorexia, bulimia nervosa is
overwhelmingly more common in women and unequally distributed through-
out the age spectrum (4). Age of onset is most commonly late teens to early
twenties (33). Females are disproportionately afflicted; the gender ratio is 9:1
(34). However, adjustment of the diagnostic criteria to include methods of
compensatory behaviors more typical of males leads to a narrowing of the
gender ratio (35).

SUBTHRESHOLD CONDITIONS

Concerns about shape and weight are emerging at increasingly younger ages in
girls. By high school, isolated symptoms of eating behaviors are aready com-
monplace (http://www.cmwf.org/programs/women/adol eshl.asp), with one third
of high school girls reporting they are overweight, 58% reporting they have
dieted, and 18% reporting bingeing and purging (8% daily or weekly). As public
health education increasingly targets childhood obesity, we need to be careful
that this does not encourage disordered eating behaviors and unhealthy eating
practices.

GENDER AND EATING DISORDERS

Prepubertal anorexia nervosa is uncommon (but possibly increasing in fre-
guency), and there are very few documented cases of prepubertal bulimia nervosa
(36). Isolated symptoms such as dieting, weight dissatisfaction, and binge eating
are clearly present in preadolescence (37—40). One theory that has received some
support in the literature is that early menarche may increase the risk of develop-
ing bulimia nervosa. This theory holds that the greater body fat associated with
maturation is at odds with the cultural ideal of thinness and leads to weight loss
behaviors (41), which in turn increase the risk of developing eating disorders.
Some prospective studies found that body fat percentage as well as Tanner stag-
ing predicted the development of eating problems and bulimia nervosa
(37,38,41), athough such findings are not universal (39). Retrospective studies
have also shown that early menarche is more common in women with bulimia
nervosa than in healthy women or psychiatric controls (42).

IMPACT OF EATING DISORDERS ON DEVELOPMENT

Asillustrated by the clinical vignette of Ella, anorexia and bulimia nervosa have
the capacity to arrest psychological, social, and even physical development when
they occur in adolescence. Associated features of eating disorders such as depres-
sion, anxiety, social withdrawal, difficulty eating in socia situations, self-con-
sciousness, fatigue, and medical complications lead to social withdrawal and
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isolation. The psychological profile of young and older adults with anorexia
nervosa is uneven. In some areas, they achieve age-appropriate functioning, but
developmental lacunae are evident, reflecting the experiences that were missed
and the devel opmental tasks that were never addressed.

BODY IMAGE, CULTURE, AND EATING DISORDERS

Historically, anorexia and bulimia nervosa were considered to be disorders of
white upper-middie-class girls and women. Although data suggest that anorexia
nervosa remains less frequently diagnosed in African American than in Caucasian
women (43), this may reflect underdetection. Dissatisfaction with the size or
shape of one’s body is often thought to be the psychological motivator for dieting
behavior (44), thefirst step on the slope of disordered eating behavior. This dissat-
isfaction is hypothesized to be secondary to increases in body fat associated with
female pubertal development (45) and is the driving force for the onset of dieting
behavior (46-50). Prospective studies have found that the greater the dissatisfac-
tion with the body and the stronger the drive for thinness, the more problem eating
is seen in nonclinical samples (37,39,41). In a 10-year follow-up study, drive for
thinness and perfectionism were found to be the strongest predictors of bulimic
symptomatology in university women (51). Several studies have attempted to
place the core eating disorders features of body image and body dissatisfaction
into a cultural context, since body image and body dissatisfaction are influenced
not only by individual and family values but also by wider cultural perspectives.

Many theories have arisen to explain the development and presence of these
phenomena in ethnically diverse populations. These explanatory constructs im-
plicate exposure to and acceptance of Western value systems. Kuba and Harris
(52) cite the term “acculturation” to define the process of change from the values
of the culture of origin to the integration of the values and beliefs of the host cul-
ture. Through immigration or the global infusion of Western influence, a shift in
cultural context occurs that may affect the perception of one’'s body and may lead
to the development of eating disorders (52). Opposing theories suggest that the
established body ideals of one's ethnic group of origin exert the main influence
on the development of body dissatisfaction and eating disorders (53-55). Other
theories implicate other universal environmental triggers (56).

IMMIGRATION AND ACCULTURATION

One valuable approach to understanding the role of culture on the devel opment of
body dissatisfaction and disordered eating is to study individuals undergoing im-
migration or acculturation experiences. Exploring the contextual factors that lead
to eating disorders in first-generation Mexican American college-aged women,
Kubaand Harris (52) suggest that, although intrapsychic issues contribute to est-
ing disorders, the individual’s response is related to macro, ethnocultural factors.
Their observations suggest that a complex combination of variables, including
level of acculturation, immigration, socioeconomic status, peer group identifica-
tion, and family factors contribute to concern about weight and to disordered eat-
ing. In this population, family rigidity, maternal dominance, perceived maternal
rejection, familial overconcern with food, or strained familial interaction were the
most significant predictors of both bulimic symptoms and body dissatisfaction.
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Possible overarching explanations include conflicting cultural demands, especially
between Mexican American women's academic and career accomplishments and
possible traditional familial ideals, or a strained mother—daughter relationship in-
fluenced by conflicting ethnic identities (57).

The concept of acculturation is particularly controversial when used with Na-
tive American and African American populations, for whom the more accurate
concept is identification with majority cultural values (52). For example, Native
American adolescent girls seem to present with compulsive eating behaviors and
a greater acceptance of higher body weight than other ethnic groups. One expla-
nation is that, for Native American girls forging their self-identity, body image
standards and food consumption practices of their traditional ethnic culture play
a more dominant role than presiding American ideals of thinness and dieting
(58). Although research has shown that African American women with strong
ethnic identity are somewhat protected from the thin ideal standards of the domi-
nant American culture (59), they are nevertheless exposed to the pressure to at-
tain their ethnic group’sideal body image. In a college study of African American
and Caucasian women, Perez and Joiner (55) found that, regardless of race, body
image symptoms correlate with bulimic symptoms; for example, women who see
themselves as divergent from their ethnic group’s ideal body size endorse more
bulimic symptoms. African American women tend to perceive themselves as un-
derweight, whereas Caucasian women tend to see themselves as overweight. In
turn, in African American femal e popul ations, a decreased acceptance of majority
ideals with respect to thinness and an increased identification with ethnic stan-
dards that value a heavier figure correlate with a distorted body image and disor-
dered eating behavior precisely because a discrepancy exists between what one
“should be” and what oneis.

However, findings supporting the effects of acculturation on disordered eating
and body dissatisfaction have not been universaly upheld (53,54). Observing
eating disorder symptoms and body image in Iranian and Iranian American fe-
mal e college students, Abdollahi and Mann (53) found that participantsin Tehran
reported as much disordered eating as participants in Los Angeles, and they con-
cluded that neither exposure to Western media nor acculturation to Western
norms appeared to be related to disordered eating and body image concerns.
Further, in comparing body image and eating behavior between Taiwanese Amer-
ican and Taiwanese women, Tsai and colleagues (54) found that Taiwanese
women in Tailwan had greater body dissatisfaction and disordered eating attitudes
than their expatriate counterparts. A possible explanation for this may lie in the
relationship of the generally small physical build of the Taiwanese woman in
contrast with the larger size of the average American woman. In terms of body
image, the modal Taiwanese American woman fits the Western model of thinness
more closely than her American contemporaries, and thus feels less societal pres-
sure to control her weight. Further, it is possible that other stressors present in
Iranian and Taiwanese culture, such as political disquiet or modernization respec-
tively, may equal or supersede the effects of acculturation in the development of
disordered esting.

Compounded, these findings reinforce the notion that a complex collection of
variables, including specific environmental pressures to adapt or react to a new
system of cultural values (52,57), as well as the simultaneous need to meet non-
Western aesthetic ideals (53,54), contribute to distorted body image or to the
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development of an eating disorder. Moreover, in complex Western societies,
majority ideals frequently coexist alongside strong ethnic identities. Further
studies of individuals with “a foot in two cultures’ will no doubt reveal more
about both risk and protective factors for eating disorders and body image
concerns.

IMPOSED CULTURE

Recent studies in non-Western societies have shown an increasing influence of
Western culture, through media, technology, and use of English (60), on femae
adolescents (61,62). Focusing on a population of urban and rural Egyptian girls
aged 11 to 19, Jackson and colleagues (63) observed a strong correlation between
the silhouette shapes the girls chose to represent their body type and their calcu-
lated body mass index (BMI) values. These data differ from studies of Western
teenage femal es, who often perceive themselves as overweight when BMI values
suggest otherwise. However, more than their rural counterparts, girls residing in
Cairo desired a slimmer body shape for themselves than they believed their moth-
erswanted for them, which suggests the more prevalent global influences on ado-
lescents in an urban context and the eroded importance of traditional Egyptian
ideals of larger body size in the younger generation of females. Evaluating the
impact of Western television on disordered eating among indigenous girls in Fiji,
Becker and colleagues (64) found that indicators of disordered eating were far
more prevalent following exposure to Western media. This study concluded that
Western media may have a negative impact on body image and eating behaviors
of media-naive populations with long-held cultural ideals.

In observing body image issues in relationship to eating attitudes in South
African schoolgirls, Caradas and colleagues (65) found that Black and White
girls identified with different ideal body types. Although Black girls had higher
BMI than White or mixed girls, White girls desired a significantly smaller ided
body type and showed greater dissatisfaction with present body size. However,
a comparative percentage of all girls had scores indicative of eating disorder
pathology. Given massive socioeconomic changes and relatively recent abolish-
ment of apartheid legislation, young South Africans are currently becoming ex-
posed to new belief systems and thereby may be more susceptible to devel oping
new perspectives on body ideals. Still, with a much larger population of Black
South Africans never attending secondary school, this study, which focused on
secondary school girls, may not be representative of abnormal eating attitudes
and associated body image of the population at large.

In terms of the etiology of eating disorders, globalization may have a particu-
larly detrimental effect on “developing” societiesin transition between traditional
cultural norms and newly imposed Western influences. However, research has yet
to explain why certain cultures seem to be more immune to the influx, through
media and technology, of Western standards of beauty and diet. A possible expla-
nation may involve an intricate balance of factors including established ethnic
identity, the state of societal transition, and the willingness of members of a given
population to embrace Western ideals. Future research needs to focus on devel op-
ing instruments specific to the practices of a given culture with which to measure
body image and eating issues.
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UNIVERSAL ENVIRONMENTAL TRIGGERS

Some features of body discrepancy, the difference between the self and the cul-
tural ideal, may have a universally negative impact. Examining the effects of
weight-related teasing on body image and eating disturbance in Swedish and
Australian adolescent girls, Lunner and colleagues (56) found that BMI predicted
teasing and body dissatisfaction, and body dissatisfaction predicted level of
eating restraint. The same results were found across all samples and partially
replicated previous research in U.S. populations. Such cross-cultural findings
have significant implications for developing prevention and treatment programs
to reduce negative socia stigma and associated teasing behavior, and to develop
strategies for deflecting teasing in order to protect against the development of un-
healthy eating practices in youth (56).

If teasing universally mediates the rel ation between BMI and body dissatisfac-
tion in the development of disturbed eating, future research may have the poten-
tial to develop prevention and treatment interventions focused on teasing preven-
tion and deflection as yet another tool in the battle against eating disorders.

THE GENE-ENVIRONMENT NEXUS IN EATING DISORDERS

The question remains how body image and body dissatisfaction influence risk for
developing eating disorders. In light of powerful recent findings on the contribu-
tion of genetic factors to anorexia and bulimia nervosa, body image and body dis-
satisfaction may represent the node at which environment and culture exert their
influence by increasing the risk for genetically vulnerable individuals to express
an underlying predisposition to eating disorders.

SUMMARY OF GENETIC FINDINGS IN EATING DISORDERS

Over the past decade, family studies have consistently shown that eating disor-
dersrunin familieswith arelative risk of 10 to 12 (66,67). Population-based twin
studies have shown that the observed familial patterns are largely a product of the
additive effects of genes (1,9,29,68). In addition, linkage studies have begun to
identify chromosomal regions that may harbor susceptibility loci for anorexia
and bulimia, and association studies are beginning to isolate specific candidate
genes that may influence risk (69-78). Together, these findings have forced the
reappraisal of genetic factors as etiologic agentsin eating disorders and led to the
exploration of new mechanisms through which environment and culture exert
their influence.

ENVIRONMENTAL MAIN EFFECTS

Although historically the dominant view, evidence for environmental causal main
effects on eating disordersis lacking (1,79). Exposure to thin body ideals and di-
eting behaviors are nearly universal in industrialized countries (48,80); however,
the prevalence of eating disorders remains lower than 5%, far lower than the
percentage of individuals exposed to the putative environmental risk factors. The
most likely avenue through which environment influences the risk for eating
disordersis viacomplex patterns of gene—environment interplay.
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GENE-ENVIRONMENT INTERPLAY

The genetic findings in eating disorders are convincing, but they do not paint
the entire picture. Twin studies indicate that a substantial portion of variance in
liability to eating disorders rests with nonshared environmental influences (81).
However, as mentioned previously, factors such as acculturation, identification
with majority culture, and universals such as scorn and derision influence body
image and satisfaction, which subsequently increase the likelihood of disor-
dered eating behaviors in order to match shape and weight to a perceived cul-
tural ideal. Nonetheless, when cultures undergo rapid Westernization or when
new putative risk exposures are introduced, eating disorders and disordered eat-
ing behaviors are not inevitably expressed. For example, in a study in Fiji
Becker et al. (64) found that not all young girls developed body dissatisfaction
and disordered eating after the introduction of television. One possibility is that
there is something about the exposure (e.g., increase in behaviors such as un-
healthy dieting) that influences the expression of an underlying genetic predis-
position. The risk for expression of the trait is proportional to the degree of
genetic risk.

IMPLICATIONS FOR PREVENTION AND TREATMENT

The fact that both genetic and environmental factors contribute to risk for eating
disorders aids us in developing appropriate prevention and treatment interven-
tions. Genetic research may ultimately unveil novel biologic pathways that can
further elucidate the underlying pathophysiology of eating disorders and ulti-
mately lead to new drug targets. Environmental and cultural studies will further
identify environmental exposures that influence eating disorder risk. In addition,
novel melded approaches will unravel gene—environment interplay. An example
of a melded approach (to depression) is provided by Caspi and colleagues (82).
They showed that a functional polymorphism in the promoter region of the sero-
tonin transporter gene (5-HT T) moderated the influence of stressful life events.
In thisexample, an individual’s genotype influenced susceptibility to the negative
effects of major life stressors such as loss. Such paradigms can easily be applied
to future research in anorexia and bulimia nervosa.

The family, twin, and genetic data all point toward offspring of women with
eating disorders being a group who could benefit from targeted prevention tri-
als. Such interventions are best directed toward both mothers [who struggle
with feeding and body-related issues with their children (83)] and their off-

spring.

PROTECTIVE ALLELES AND PROTECTIVE ENVIRONMENTS

In addition to focusing on genes and environments that increase risk, it is also
worthwhile to explore the role of protective alleles and protective environments.
For example, Slof and colleagues (84) reported that persistent thinness through-
out the life span is associated with low rates of eating disorders in women. Indi-
viduals who report low healthy weight throughout childhood, adolescence, and
adulthood have a relatively late age at menarche, low rates of dieting and binge
eating, more health satisfaction, higher self-esteem, and lower perfectionism and
body dissatisfaction than peers. When genes for persistent thinness are identified,
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they will likely be associated with a decreased risk for the development of eating
disorders.

Likewise, prevention studies in offspring of individuals with eating disorders
will assist with identifying environments that inhibit the development of disor-
dered eating attitudes and behaviors. In many ways, a sole focus on risk factors
can be limiting. Exploring protective genes and protective environments can open
up new avenues of inquiry and fresh approaches to an unsolved problem.

CONCLUSION

Sociocultural processes clearly influence body image and body esteem among
young girls (85). Simultaneously, genetic factors clearly influence risk both for
eating disorders and for related traits such as body dissatisfaction (86,87). Body
dissatisfaction can trigger disordered eating behavior and negative affect and be
thefirst step along the path toward eating disorders. Prevention and treatment in-
terventions aimed at bolstering body satisfaction and esteem—possibly by defo-
cusing self-esteem evaluation away from body-based issues—and providing
youth with successful defensive strategies to buffer the impact of teasing and cul-
tural pressures toward ultrathinness could serve to derail the downward spiral
from body dissatisfaction to eating disorders, especially in genetically vulnerable
individuals.
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Shizophrenia is one of society’s costliest medical conditions. The disorder usually
evolves during the developmentally crucial time of late adolescence and early adult-
hood. Although the diagnosis is not made until psychotic symptoms appear, it has long
been known that in the majority of cases psychosisis preceded by identifiable signs and
symptoms, making schizophrenia the only disorder in which the prodrome adds to
diagnosis (1). One of the most important and exciting new conceptsin psychiatry isthat
detection and intervention very early in the course of schizophrenia (and other psy-
chotic illnesses) offers hope for realizing substantive improvements in the outcome of
schizophrenia spectrum disorders. Current work in schizophrenia focuses on either the
late preonset or early postonset phases of schizophrenia.

Postonset studies and early psychosis programs aim to detect and treat schizophrenia
close to onset in order to minimize the duration of untreated psychosis (DUP). Reducing
DUP may prevent future severity of symptoms, chronicity, or collateral damage from the
disorder. Treatment in the initial prodromal phase includes all of these aims as well as
the potential to delay or prevent the expression of the manifest disorder; that is, the onset
of psychotic symptoms. Aiming at shortening the duration of untreated illness (DUI),
the preonset studies are somewhat more controversial because they actually address the
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future risk of schizophrenia, the probable but uncertain development of a disorder.
However, in the putatively prodromal phase of a psychotic illness, symptoms are aready
severe and disability has already begun. Current research studies suggest that a puta-
tively prodromal state is beginning to be defined such that there may be enough predic-
tive power for the disorder to be tested as a new diagnostic threshold (2—4).

The purpose of this chapter is to consider what is known about the prepsychotic
period, which typically occurs in adolescence, and its specia relevance for young
women. It needs to be stated, however, that, because early detection and intervention is
arather new area, little consideration has hitherto been given to gender-specific issues.

AGE OF ONSET AND EARLY PHASES OF PSYCHOSIS

Early intervention for individuals experiencing their first episode of psychosis
has a high likelihood of resulting in remission of psychotic symptoms. However,
it is common for patients in remission following afirst episode of schizophrenia
to experience persistent difficulties in everyday functioning. A large percentage
of such individuals have difficulty working and find themselves disabled and un-
able to support themselves (5,6). It is believed that this disability developsin the
years preceding the onset of psychotic symptoms, the prodromal period, in which
social withdrawal and the evolution of negative symptoms form the base upon
which psychotic symptoms subsequently develop (7).

One of the major retrospective studies of the onset of schizophrenia, the
Mannheim Age, Beginning, Course (ABC) study (8), showed that 73% of 232
patients hospitalized for first-episode schizophrenia had experienced a prodromal
phase with negative and nonspecific symptoms. Twenty-seven percent reported
an acute illness onset with positive symptoms (7%) or positive and negative
symptoms occurring within one month (20%). No gender differences were ob-
served in this aspect of the prodrome. On average, the prodromal phase lasted
five years and was followed by a psychotic prephase of 1.1 years, which was
characterized by the first occurrence and escalation of positive symptoms. Thus,
independent of gender, before the first inpatient treatment for schizophrenia, the
majority of individuals wereill for more than six years.

In line with the finding of the Determinants of Outcome study by the World
Health Organization (WHO) (9), the ABC study found an average threeto four years
difference between males and females in the milestones of the early course (i.e., first
sign, first negative symptom, first positive symptom, first episode, and first admis-
sion), with men reaching each of these milestones earlier than women (8). The dis-
tribution of age of onset of the illness (i.e., occurrence of the first sign) showed an
early and steep increase for men, with a pronounced peak between 15 and 25 years
of age and a decrease in the later years. In women, the increase was less steep, with
the peak lower and later, between 15 and 30 years of age. A brief decline in inci-
dence thereafter was followed by a second, lower peak around menopause, age 45
to 49. In adolescence and early adulthood, men are at atwofold risk of morbidity for
schizophreniain comparison to women. Consequently, studies of adolescent schizo-
phreniatend to report amalefemaleratio of 2:1. Thisratio has also been observed in
first-episode studies (5,6). In a Canadian sample of 361 first-episode subjects, there
was a significant gender difference in age of onset (5,6). Maes were significantly
younger for the onset of a schizophrenia spectrum disorder and of schizophrenia.
However, no other gender differences such as DUP, symptoms, insight, social, or
cognitive functioning have been observed in this first-episode group (5,6).
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The gender difference in age of onset does not exist in subjects who have a
family history of schizophrenia (10). Similarly, women with schizophrenia with
a history of prenatal and perinatal complications show an onset age similar to
that of men (11). One explanation for the gender disparity in age of onset of
schizophrenia is a putative protective effect of estrogen that can be overridden
by genetic and other factors (12,13). Support for the estrogen hypothesis is of-
fered by commonly occurring premenstrual, postpartum, and postmenopausal
exacerbations of schizophrenia, by the relative freedom from relapse during
pregnancy, and by the approximately threefold increased risk of schizophrenia
during the 90 days after childbirth (14), aswell as by the significant relationship
between age of menarche and age at onset of schizophrenia in women. A late
age of menarche has been reported to be related to an earlier onset (15). For
women lacking additional risk factors, schizophrenia is not necessarily a disor-
der that first showsitself in adolescence, asit almost alwaysisin men. (Jayashri
Kulkarni addresses gender issues in adult schizophrenia more fully in Chapter
14 of this book.)

THE PREPSYCHOTIC PHASE: RESULTS FROM FIRST-EPISODE
AND HIGH-RISK RESEARCH

Hafner found gender similarity in patterns of course, symptomatology, and neu-
ropsychological functioning in schizophrenia (8) and concluded that it was “im-
portant to analyze gender differences in variables more distant to the disease
process’ (p. 204). Such an opportunity exists in early detection and intervention
research in theinitial prodrome of first-episode psychosis.

The term “prodrome” is retrospective because, until psychotic illness devel-
ops, no prodrome can be said to have existed (16). The prodrome refers to the
time between the appearance of mental state features that represent a change
from a person’s premorbid functioning until the onset of frank psychosis (16).
Approximately 80% to 90% of patients with schizophrenia report a variety of
symptoms (including changes in perception, beliefs, cognition, mood, affect,
and behavior) that preceded psychosis; and only 10% to 20% develop psychotic
symptoms without any apparent significant prodromal period (8,17). Nonspe-
cific symptoms and negative symptoms usually emerge first, followed by attenu-
ated positive symptoms (13). These earliest signs do not differ significantly
between men and women (8). The most pronounced gender difference has been
found for social behaviors. Men more often than women present a history of
drug or alcohol abuse and social disability. They are also more likely to show in-
adequate personal hygiene, reduced interest in acquiring a job, socia inatten-
tiveness, lack of free-time activities, and deficits in communication (8). These
results fit with findings from genetic high-risk and birth-cohort studies that indi-
cate clear gender-specific differences in social behavior: girls developing
schizophrenia were introverted throughout childhood into adolescence; boys
were disagreeable and less socially integrated, but only in the later school grades
(18). These very early aberrations do not seem to interfere with social role per-
formance prior to the onset of thefirst sign of the illness but, by the time of first
admission, a functional advantage for young women is already evident (8). Fur-
ther examination of study data reveals a significant interaction of gender and
preillness social behaviors as a determinant of the medium-term socia outcome
of schizophrenia (19).
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GENERAL CRITERIA OF THE INITIAL PRODROME
OR ULTRAHIGH-RISK STATE

High-risk groups selected by positive family history of afirst-degree relative with
schizophrenia have long been identified in schizophrenia research, and several
prospective longitudinal studies are currently ongoing (20). In these genetic high-
risk studies, the risk of converting to psychosis is still relatively low,
approximately 10% to 20% (20). However, if prepsychotic intervention is the
goal, then we need to reach those whose risk of converting to psychosisis much
higher than 10% to 20%.

Based on clinical observations and retrospective research on the prodromal
phase of first-episode psychosis, the so called ultrahigh-risk (UHR) criteria of
theinitial prodrome of psychosiswere developed and prospectively refined at the
Personal Assessment and Crisis Evaluation (PACE) Clinic in Melbourne (4). The
criteriainclude the recent onset of afunctional decline plus genetic risk, or recent
onset of subthreshold or brief threshold psychotic symptoms. Using these new
criteria, the risk of converting to psychosis increases from 10% to 20% in the ge-
netic high-risk group to approximately 40% to 60%. This has been reported in
several studies (21).

Criteria focusing mainly on symptoms, which resemble psychotic symptoms
phenomenologically and thus possess a certain face-validity, are currently the
most widely applied in early detection and intervention research. Reliability of
these criteria has been excellent, and studies using these criteria support the view
that prodromal persons are symptomatic (22) and at high and imminent risk for
psychosis (23). Twelve-month transition rates of 34% to 50% in studies utilizing
the UHR criteria have hitherto been reported from two naturalistic follow-up
studies (4,24).

Another approach to the early detection of schizophrenia is offered by the
German “basic symptom” concept (25). Basic symptoms are subtle, subclinical,
self-experienced disturbances in drive, stress tolerance, affect, thinking, speech,
perception, and motor action, first operationalized for their presence or absence
in the Bonn Scale for the Assessment of Basic Symptoms (BSABS) (26). They
have been assessed for their predictive accuracy for schizophreniain the prospec-
tive Cologne Early Recognition (CER) project (2). Ten cognitive-perceptive basic
symptoms were found to be early predictors of schizophrenia (2). Overal,
approximately 80% of the subjects with at least two basic symptoms devel oped
schizophrenia; 23.9% by 12 months, 46.3% by the second year, and 60.8% by the
third.

Because we are dealing with degrees of risk for onset rather than certainty of
onset, the mental state characterized as a prodrome is best termed an “at risk
mental state” (27). Those who meet criteria for this state will, in this chapter, be
considered at ultrahigh risk for developing psychosis.

MALE AND FEMALE DIFFERENCES IN THE ULTRAHIGH-RISK PERIOD

Few studies have examined prospectively individuals who may putatively be pro-
dromal for psychosis. In afollow-up monitoring study, Yung et al. (23), observed
no gender differences in those who developed psychosis from the prodromal
state compared to those who did not. Furthermore, the CER study (2) found no
significant gender differences in regard to transition rates, age at onset of illness
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or psychosis, duration of the prodrome, prominent clinical picture at first exami-
nation, subscal e totals of the seven basic symptom clusters, or distribution of hal-
lucinations and delusions.

However, preliminary baseline results of a prospective eval uation study of a new
instrument for the quantitative assessment of basic symptoms, the Schizophrenia
Prediction Instrument, Adult version (SPI-A), showed at least some dtatistical
trends for psychopathologic gender differences in putatively prodromal subjects,
although not for the distribution of UHR and basic symptom criteria, average 12-
month transition rates, or age. Female prodromal subjects (n = 47) tended to re-
port more severe attenuated positive symptoms on the Structured Interview for
Prodromal Syndromes (SIPS) (24), whereas male prodromal subjects (n = 100)
reported more severe scores on the PANSS Negative Syndrome Scale. In general,
similar to afirst-episode group, these putatively prodromal individuals showed a
pattern of slight, essentially insignificant gender differences. The higher scores
for women were in self-experienced distress, as well as cognitive difficulty, body
perception problems, perception, and motor disturbances.

INTERVENTION STUDIES

Several clinical trials have attempted to intervene either with medication (28) or
cognitive-behavior therapy (29) or both in order to prevent the development of
psychosis in those at risk (30). Results of these very early studies are either pre-
liminary or have not yet been published. As with many groundbreaking studies,
sample sizes are small and, therefore, it isdifficult to draw firm conclusions. Inthe
PACE clinic in Melbourne, Australia, 59 UHR subjects were randomized to either
six months of active treatment or six months of needs-based intervention (30). The
active treatment included low-dose risperidone plus cognitive-behavior therapy,
and the needs-based intervention was case management or support, as needed.
Fifty-eight percent of the subjects were male and 42% female. After treatment, 10
of the control group and three of the treatment group had converted to psychosis,
the number in the treatment group increased to six within six months of the treat-
ment ending. Fourteen percent of the males in thistrial converted, in comparison
to 32% of the females (Lisa Phillips; personal communication). It is not clear why
there should be a gender difference of this magnitude and whether it may be re-
lated to sampling issues, often a problem in small sample studies. For instance,
more females than males may have sought help closer to onset.

A second tria, the PRIME (Prevention through Risk Identification Manage-
ment and Education) study, was a randomized double-blind parallel study of 60
prodromal subjects comparing the efficacy of alow-dose antipsychotic (olanzap-
ine) versus placebo in preventing or delaying the onset of psychosis (28). At ini-
tial presentation, these subjects were symptomatic and seeking help; they had a
broad range of attenuated positive and negative symptoms in line with the UHR
criteria. The sample consisted of 21 females and 39 males. For the most part, dif-
ferences across gender were minimal. No significant differences were observed,
for example, on demography, prodromal type, premorbid functioning, or scores
on the General Assessment of Functioning (GAF). In terms of initial presenting
symptoms rated on arange of scales (22), males scored significantly higher than
females on conceptual disorganization, motor symptoms, mannerisms, poor
abstraction, blunted affect, and negative symptoms. Females scored significantly
higher on dysphoria, depression, sadness, tension, and sleep disturbance.
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The Early Detection and Intervention Evaluation (EDIE) trial was recently
completed in Manchester, UK. It is a single-blind randomized trial of CBT with
individuals meeting UHR criteria assessed with the PANSS (29). In this tridl,
70% of the subjects were male and 30% were female. At one year, 10 subjects
had converted to psychosis [eight males (80%) and two females (20%)].

In an ongoing study of ultrahigh-risk individuals at the Recognition and Pre-
vention (RAP) Clinic in New York (31), three groups have been identified based
on symptom presentation in a clinical high-risk group. Although there are more
males than femalesin all three groups, this differenceis dramatically increased in
the group that includes only those with nonspecific attenuated negative symp-
toms such as social isolation and deterioration of school functioning. This may
be aresult of an ascertainment bias attributing more dysfunction to such symp-
toms in adolescent boys than girls. It may be a function of the small sample size
(3D).

These studies are among the first to examine young adults and adolescentsin
the prepsychotic phase. Much of the work in this area to date has been in identi-
fying factors that might predict conversion to a full-blown psychotic illness for
those who appear to be at ultrahigh risk—that is, those who have an increased
vulnerability to developing a psychotic illness beyond genetic heritage. Thus, in
this early phase of research, gender issues have not been fully addressed. Most
sample sizes are too small for a scientific gender analysis. Differences noted
may be due to ascertainment bias, recruitment strategies, or small sample size.
However, the first very preliminary results are in line with what was described
for gender differencesin manifest psychosis, which, in turn, broadly reflect gen-
eral differences between genders regardless of schizophrenia or psychosis
(8,32).

PATHWAYS TO CARE

Few studies have examined the specific path that individuals experiencing a first
episode of psychosis or meeting UHR criteria use to gain access to treatment
(33,34). Thus, knowledge about attempts made by these individuals to seek help
is sparse. One study to date has examined pathways to care in the prodromal pe-
riod (33). The majority (85%) of 86 individuals with a schizophrenia spectrum
disorder reported concerning behaviors both in the period prior to the onset of the
psychosis and during the period of untreated psychosis. Despite having concerns,
half of the sample did not make any attempt to seek help prior to the onset of psy-
chotic symptoms. The biggest concerns of this group (all of whom developed a
psychotic illness) were drug use, depression, a decline in functioning, and de-
creased social contact. Those who sought help during the prodrome presented
with concerns such as depression, a decline in functioning, and the beginnings of
hallucinations and delusional or paranoid thinking (17%). Family physicians
were contacted more often than psychologists, psychiatrists, or teachers in the
prepsychotic phase. Although individuals made one to four contacts in an attempt
to obtain help, only two of 86 individuals were successful in receiving care (33).
In the prodromal period, females made more attempts to seek help than males al-
though, once psychatic, there were no gender differences in the number of at-
tempts made prior to receiving help. Unfortunately, the sample sizes were too
small to determine if females sought help from different sources than males or
whether they had different reasons for seeking help. Since substance abuse and
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aggressive behavior are relatively increased in males, understanding different
help-seeking reasons and approaches would aid in developing improved detec-
tion and access to care for these early cases.

In aretrospective study on 82 inpatients with first-episode schizophrenia (73%
males and 27% females), only one third had sought help for their mental prob-
lems in the prodromal phase even if the problems were already severe (35). The
longer the duration of the prodromal phase, the greater was the number of symp-
toms. For individuals seeking help, those first contacting a private psychiatric or
psychotherapeutic center (36.7%) had less attenuated positive symptoms than
those first contacting a psychiatric hospital (13.3%) or the police (8.3%). No rela-
tionship was found for duration of untreated illness and gender, education, or
marital status (35).

Independent of gender, hel p-seeking approaches of potentially prodromal sub-
jects will depend on multiple interacting factors, such as problem severity, prob-
lem denial, level of substance use, homelessness, cultural factors, the person’s
propensity to seek help, available coping strategies, subjective burden of symp-
toms, accessibility of services, individual attitudes toward seeking help for mental
problems and toward psychological/psychiatric services, availability of aternative
support, key reference persons' interpretation of observable changes, and fear of
stigmatization (34). Gender differences among these factors are not yet fully
understood because studied parameters, such as contact rates, have led to often
inconsistent results (see, e.g., 36).

THE IMPACT OF THE “AT RISK MENTAL STATE”
ON THE DEVELOPMENTAL TRAJECTORY

The onset of psychosis may complicate or interfere with many of the develop-
mental tasks that the young adult is attempting to accomplish at thistime (37,38).
Typica developmental tasks of early adulthood include individuating from the
family; developing interests, hobbies, and skills; discovering and experimenting
with sexuality; forming and maintaining relationships; and engaging in further or
higher education and vocational activities. As was shown in the ABC study (8),
persons with first-episode schizophrenia fell behind age- and gender-matched
controls in the performance of these crucial socia roles only after the onset of
first mental problems. Thiswas, on average, one year before the onset of the first
psychotic symptom—that is, during theinitial prodromal phase.

Identity formation is yet another major task of young adults. According to
Erikson (40) developing a meaningful self-concept is central to identity formation.
A vital component of this process is social interactions with significant others
(38). It is through such interactions that the young person is able to glean some
sense of how he or she is perceived by others. Young persons approaching adult-
hood become more dependent on peers for these interactions than on family mem-
bers. Clearly, these important social interactions are often missed if, because of the
emergence of psychosis, the individual begins to withdraw from friends and peers
or is hindered in making friends. This pattern has been described by Jones (18).
Girls who later developed schizophrenia were observed to be introverted, while
boys were noted to diminish their social networks by exhibiting disagreeable and
antisocial behavior.

Another important component in the development of a positive identity is
good self-esteem and a sense of self-worth (37). Poor self-esteem is typically
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characterized by low confidence, a sense of being the target of the poor opinion
of others, and sensitivity to criticism. Poor self-esteem results in an inconsistent
frame of reference within which to accommodate and assimilate experiences of
self and others. Such negative affects and cognitions may result in avoidance of
the very situations that could potentially enhance self-esteem.

A third step toward developing a positive identity is role formation, which
often involves determining one’s vocational or career path. Role diffusion is not
unusua for the adolescent struggling with these developmental tasks, a problem
that again is compounded by the emergence of psychosis.

We can easily imagine the often devastating effects that psychosis and the
early prepsychotic phase can have on what is a normal struggle with these devel-
opmental tasks. As these young individuals develop a psychosis, they often fall
out of step with their peers, become socially isolated, develop an atered self-
perception, and become unable to complete their education. The potential for
achievementsisreduced and, as the gap between these individual s and their peers
widens, catching up becomes more difficult. The potential for achievement isfur-
ther reduced if, because of difficulties they are experiencing, these individuals
delay completion of education or vocational training. Thus, failure or difficulty in
accomplishing these developmental tasks, along with experiences of stigma re-
lated to mental illness, has a major impact on the young person over and above
the “at risk mental state” or psychosisitself.

FUTURE DIRECTIONS AND OPPORTUNITIES

Research groups (39) are now poised to make major efforts to continue advances
in the full spectrum of biologic, epidemiologic, psychological, and sociological
research into thistime of ultra high risk for psychosis. Adoption of this broad per-
spective will aid the trandation of new evidence into clinical advances that will
enhance prevention, care, and recovery. Increased recognition that the preva-
lence, the course, and the early manifestation of discrete mental illnesses differ in
women and men serves to advance knowledge and to aid accurate diagnosis, ef-
fective treatment, and, ultimately, prevention. While thisis important, gender dif-
ferences in psychiatric disorders are less likely to reflect illness-specific
processes than general differencesin male and female physiology, living circum-
stances, life experiences, and socia roles (14).

There are two directions in which to focus our attention. The first isin terms
of research that will help us better understand schizophrenia and other psychotic
illnesses. An examination of gender differences within the prospective studies
with those at ultrahigh risk of developing psychosis can, in the long term, lead to
improved theoretical specifications of the mechanisms underlying the onset of
psychosis. We have the opportunity to examine the course of the prodrome and
the timing, in terms of both biologic and psychosocial development, of the onset
in both males and females. Areas under study where gender differences may help
advance the understanding of psychosis and its devel opment are, for example, the
biologic effects of stress as mediated by the hypothaamic-pituitary-adrenal
(HPA) axis (40). (See Chapter 3 by Elaine Walker and Zainab Sabuwalla.) A fur-
ther question, assuming a stress-diathesis model, is whether there are specific
stressors or protectors for young women that may impact the onset of the illness.
Gender differences may exist in factors that predict conversion from a high-risk
state to psychosis; such information would aid preventive approaches.
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The second direction for prodrome studies is to increase our understanding of
the mechanisms of action of both biologic and psychological treatments and how
they may affect young men and women differently in terms of safety and effec-
tiveness. Such interventions should be based on the different developmental
needs and concerns of males and females. In developing interventions to prevent
or delay onset, there may be specific issues that need to be addressed in young
women if we are to impact maximally on the environmental influences on their
vulnerability to psychosis. Longitudinal studies will provide opportunities to
study potential neuroprotective effects of estrogen, as in possible variations of
symptoms across the menstrual cycle and the interaction of estrogen levels and
early use of antipsychotic medications.

CONCLUSION

The focus of this chapter has been to consider what is known about the prepsy-
chotic period in schizophrenia and its relevance for young women. As studiesin
the rather new field of early detection and intervention develop, it is vital to con-
sider gender differences both to help increase our understanding of schizophrenia
and to design prevention and intervention strategies that may have relevance for
the needs of both sexes. Focusing attention on the exciting scientific develop-
ments in the field of early psychosis will facilitate the development of evidence-
based practice and ultimately lead to necessary changes in mental health care
delivery internationally.
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A bout 40 years ago, one of the authors (S.B.B.) admitted a 15-year-old boy into
the state hospital acoholism rehabilitation unit she directed. He came from a family
with multigenerational alcohol problems and had started to drink regularly at 12. This
patient was so unusual that she considered publishing a case report. How hard it would
have been to imagine that within the next few decades, the treatment of alcohol and
other drug problems would become a routine part of pediatrics and adolescent medi-
cine, and not only for boys (at that time substance abuse was assumed to be almost en-
tirely confined to the male), but for nearly equal numbers of girls.

Thetrend for younger and younger onset of substance use disorders was noted in the
United States in the 1970s and 80s. Nevertheless, repeated annual studies of tobacco,
alcohol, and other drug use by teens in the United States that began in the 1970s found
a general decrease in rates of use until about 1990. The rates remained stable until
about 1995, after which adolescent substance use increased steadily and significantly
asthe twentieth century cameto aclose. The University of Michigan’s annua Monitor-
ing the Future Study (MTF), a survey of tens of thousands of secondary school students
in grades 8 to 12 (ages 14 to 18 years), documents these trends (1). MTF data also
yield evidence of convergence of the rates of use between boys and girls.

Despite differences in different parts of the world, these trends are not limited to
Western or European cultures. We must assume that twenty-first-century health-care
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practitioners throughout the world will continue to need an understanding of the diag-
nosis and treatment of substance use disordersin girls and women as well as of the in-
teraction of these disorders with the other complex physical, psychological, and devel-
opmental issues of women'slives.

EPIDEMIOLOGY

The 2002 MTF survey, involving 43,700 students in 394 schools throughout the
United States, found that over half the students had taken at least oneillicit drug
by the time they completed high school. The survey brought some good news ev-
idenced by a modest decline in the use of some drugs compared to the previous
year, particularly of MDMA (“ecstasy”) and, to a lesser degree, of cannabis.
Other drugs, including cocaine and heroin, held steady, while tranquilizers and
barbiturates showed some increase. By twelfth grade 57% of students had al-
ready tried cigarettes, 27% were current smokers, and 62% reported having been
drunk at least once in their lifetime. Although prevalence estimates of substance
usein this survey tend to be higher for male students than for female students, the
magnitude of gender differences has become smaller over time. Rates of cigarette
smoking are now the samefor boys and girls (1,2). In view of adolescent girls' in-
creased difficulty in quitting smoking compared to boys (3), this is a cause for
concern. It isalso estimated that 26% of high school girls binge drink (defined as
consuming five or more drinks at one sitting), 20% currently use marijuana, 4%
use cocaine, and another 4% use inhalants (4).

The National Household Survey on Drug Abuse (NHSDA), conducted annu-
aly in the United States, also provides evidence for gender convergence regard-
ing alcohol use initiation among adolescents, showing that from the 1950s to the
1990s the malefemale ratio (MFR) of starting to drink among adol escents aged
10-14 slowly decreased from 4:1 to 1:1. It is not surprising, then, that a MFR of
1:1 was found for alcohol dependence in the 12-year-old to 17-year-old group in
1999. Even more disturbing is the predominance of early cocaine use among
girls. MFRs for lifetime cocaine and crack use in the 1217 age bracket were
0.7:1 and 0.5:1, respectively, in 1996 (5).

These trends, also observed in other parts of the world (6), imply that the pre-
viously identified pattern of women starting substance use later in life than men
(aprotective factor in terms of progression to substance dependence) is no longer
the case. Added to this concern is the fact that, partly due to gender differencesin
drug metabolism, women develop substance-related medical complications more
rapidly than men do, including, in some cases, substance dependence.

PATTERNS OF SUBSTANCE USE

Substance use is starting at progressively younger ages in recent generations, and
this drop in age of onset is more marked for girls, particularly for alcohol (the
most consumed substance in adolescence) and tobacco. Physically, girls tend to
have smaller body sizes and lower tolerances compared to boys, putting them at
greater risk for acohol-related problems even at lower levels of consumption.
Similarly, smoking is now as frequent in girlsasin boys, but girls are more likely
to carry over nicotine addiction into adulthood. Also, girls who begin to smoke
are likelier than boys to develop nicotine dependence and do this more rapidly.
Substance use differs between girls and boysin many ways, including reasons for
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use. Girls most often initiate substance use as a coping mechanism, whereas boys
usually are motivated by curiosity. Boys who are risk takers and crave excitement
are therefore the most likely to become early substance users. While girls who fit
this description also use substances, many are quite the opposite—shy, anxious,
depressed, troubled girls who find that alcohol, in particular, helps them cope
with the stresses of teenage life.

A matter of current debate is the “ gateway theory,” postulating that particular
substances (usually tobacco and alcohol) act as introductory drugs that pave the
way to further substance use. This theory was first applied to cannabis use in
adolescents. Opponents argue that the association is an artifact of the higher
prevalence of alcohol and tobacco use at earlier ages. Although not all persons
who smoke, drink, or use cannabis will progress to harder drug use, evidence
suggests that the risk for progression isincreased for those who start before age
15 (4).

CHARACTERISTICS OF SUBSTANCE ABUSE AND DEPENDENCE IN
ADOLESCENT GIRLS

Girls commonly prefer wine or spirits, whereas boys more often drink beer.
Adolescents in general are more likely to be intermittent or binge drinkers and
users than to drink or use drugs in a pattern of consuming small amounts
throughout the day.

Rebellious adolescents, some of whom have a history of attention deficit or
hyperactivity disorder and/or conduct disorder, often drink and use drugs in
groups that openly defy adult norms. They have a high prevalence of associated
behaviors such as early and risky sexual activity, shoplifting, truancy, and un-
planned pregnancy. However, girls who use substances to cope with internal
mood states or social discomfort may carefully conceal their drinking or use of il-
legally obtained prescription medications or other illicit drugs.

Girls with substance-related problems seldom reach the attention of medical
or mental health professionals for the substance use alone, except in cases of a-
cohol poisoning or other toxic states such as hyperthermia related to the use of
MDMA. They are more often seen because of menstrual irregularities, injuries or
vague physical complaints, failing school performance, or family problems, so
that it is up to the clinician to maintain ahigh index of suspicion and inquire care-
fully about substance use. Adolescent girls often minimize their use of alcohol
and drugs, as well as rationalizing that “everybody does it.” Those who are
focused on body image and the desire to be thin rationalize the use of cigarettes
or stimulant drugs as helping them lose weight. Those who use acohol or pre-
scription drugs to cope with depression are at increased risk for suicide, so that it
is particularly important to evaluate substance use in depressed teens.

Sexual assault, including date rape, is a hazard to which adolescent girls are
exposed. Alcohol and other drug use (particularly sedative drugs) by both rapist
and victim increase the risk of this traumatic event.

Alcohol-impaired driving is also a concern for adolescent girls in the United
States given that motor vehicle crashes are currently the most frequent cause of
death in the U.S. for persons aged 15 to 20. Because of their inexperience behind
the wheel and sensitivity to alcohol, alcohol-involved teen drivers have arate of
crashes that is more than twice as high as that for alcohol-involved drivers aged
21 or older (7).
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RISK FACTORS
PSYCHOLOGICAL FACTORS

Psychological factors have a major influence on adolescent girls' substance use
and progression to abuse/dependence. The National Center on Addiction and
Substance Abuse at Columbia University (CASA) (4) released a comprehensive
study of American girls and young women (8-22 years of age), documenting that
high school girls are more likely than boys to report feeling depressed, hopel ess,
and sad, and to consider and attempt suicide. Such feelings, as mentioned above,
arerelated to substance use among girls. These girls are also more likely to report
negative feelings and suicidal behavior than girls who have never used sub-
stances.

College women who drink to relieve shyness, to feel high, or to get along bet-
ter on dates are likelier to develop drinking problems later in life than women
who did not report this pattern in college. In a 27-year follow-up of alarge col-
lege drinking study, they were found the most likely group to develop alcohol
abuse/dependence in adulthood, even when compared to women who had re-
ported overt alcohol-related problems while in college (8).

Girls with problems of substance use present to treatment with increased rates
of psychiatric symptomatology and diagnoses (including mania and attention
deficit and conduct disorders). In addition to these disorders, girls with substance
use disorders also have higher rates of depressive, eating, and psychotic sympto-
matology, whereas affective and eating symptomatology are not increased among
boys with substance use problems and disorders (9). Diagnoses of mental disor-
ders may be classified as primary or secondary, depending on age of onset, with
the earlier disorder classified as primary (although not necessary causative of the
secondary disorder). Overall, the available evidence suggests that depressive and
anxiety symptomatology more often precedes alcohol abuse or dependence (so-
called secondary alcoholism) in girls and women, while in men the alcoholism is
more often primary. Thus psychological factors are likely to have a greater etio-
logic significance for women than for men (10).

As pointed out under characteristics of substance use and dependence, person-
ality factors, particularly impulsivity, also represent risk factors for substance use
problems. Antisocial and deviant behaviors are associated with substance useini-
tiation and maintenance as well as poorer treatment outcome (11). Among girls,
borderline personality features may represent additional risk by combining two
risk factors (impulsivity and anxiety/depressive traits) (12). Further, self-esteem
issues impact substance use patterns, particularly for girls.

A large population-based study of adolescent twins investigated the relation-
ship between conduct disorders and attention deficit hyperactivity disorder
(ADHD) and substance use problemsin adolescents. Conduct disorder was found
to increase the risk of substance use and abuse in adolescents. Although ADHD
per se was not associated with increased risk of substance use disorders, girls
with ADHD were at slightly higher risk than boys (13). Also, the severity of inat-
tention in childhood may predict substance use outcomes (14).

In adolescents, as in adults, substance use disorders are related to trauma, and
recent studies have found an increasing prevalence of substance use disorders
comorbid with post-traumatic stress disorder (PTSD) among adolescents. The
risk of PTSD is three times higher in adolescents with substance use disorders
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compared to those without these diagnoses (15). Trauma, particularly sexual
abuse, is afactor in substance use and abuse among girls. Conversely, substance-
abusing girls are at higher risk for several forms of physical, sexual, and psycho-
logical abuse, a fact that leads to a vicious circle of trauma initiating substance
use and abuse, which in turn lead to further trauma.

Childhood abuse of al kindsis more common in the histories of both girls and
women with substance use problems (compared to their counterparts who do not
abuse substances), which suggests that the effect of childhood traumais longlast-
ing among women (16,17).

Girls are more likely than boys to worry about body image and to try to con-
trol their weight by various, often unhealthy means, such as smoking, fasting,
vomiting, or taking laxatives or diet pills. Data from the CASA study show that
adolescents who are dieting to control weight are more likely to smoke and drink
than are girls who are not dieting.

SOCIOCULTURAL FACTORS

Severa sociocultural factors affect substance use initiation and progression. In
terms of ethnicity, for instance, the MTF survey shows drug use is highest among
Native American girls and lowest among Black and Asian American girls (1).

Parental and sibling substance use are potent predictors of substance use
among children and adolescents. Parental smoking, for example, is associated
with increased risk of adolescent smoking, while parental smoking cessation sig-
nificantly reduces children’s risk of smoking (18). Cross-cultura research shows
that family composition itself has an impact on smoking behavior among adoles-
cents, those living with both biologic parents smoking less than others (19).

Popular media have significantly contributed to the increase of girls' sub-
stance use. Specia “women’s’ brands of cigarettes have been developed and
marketed, their advertisements stressing thinness and independence. Alcohol
marketing campaigns have also been directed to girls and young women, and the
beverage industry has released products that appeal to girls. Examples include
sweet fruit-flavored wines and “acopops,” a sugary combination of fruit ice and
alcohol at about 5% concentration, stronger than most beers. The movie industry
since the 1920s has impacted smoking initiation among girls and young women
by representing women's smoking behavior as related to ideas of elegance and
independence. This connection may be felt even more strongly by adolescents
searching for role models than by more mature women.

GENETIC FACTORS

Genetic factors are related to substance initiation, use, abuse, and dependence, in
adolescents as well as adults (see Chapter 13 of this book). There is evidence that
the relative contribution of genetic and environmental factors is different across
genders. For instance, for women, genetic factors play a more significant rolein
smoking initiation than in smoking maintenance (20).

In evaluating a girl for any health or behavior problem, it is very useful to
obtain afamily history of substance use, including information about not just the
parental generation but grandparents and siblings. A positive history puts a girl at
increased risk for substance problems, even if she does not live with the relative
(e.g., an absent alcoholic father).
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SCREENING AND DIAGNOSIS

Early detection of substance use problems among adolescents isimportant for the
prevention of further disability. Thus screening should be an integral part of pri-
mary as well as specialist care (21). A number of screening tools have been de-
veloped for the adolescent population. Although none of them is specific for
girls, preliminary research suggests that they apply equally to girls and boys. The
CRAFFT (22) comprises six yes/no questions and is convenient to incorporate
into the history-taking interview. A significant problem with substance use is
indicated by two or more positive answers. (The name of the tool is taken from
the key words in the six questions: car, relax, alone, forget, family, trouble; see
Table 10.1).

The Substance Use/Abuse Scale from the Problem Oriented Screening Instru-
ment for Teenagers (POSIT) is a self-administered 17-item measure that was
developed for the detection of substance use problems in primary adolescent
care. It distinguishes severe substance users from nonusers by means of yes/no
guestions such as, “Do you miss out on activities because you spend too much
money on drugs or alcohol?’ and “During the past month, have you driven a car
while you were drunk or high?’ A score of 1 or more (range: 0—17) is considered
indicative that further evaluation should be undertaken (23).

Many femal e adol escents who have substance-related problems satisfy a diag-
nosis of substance abuse or dependence according to the American Psychiatric As-
sociation’s Diagnostic and Statistical Manual of Mental Disorders, 4th edition
(DSM-1V), or fit into the category of harmful use or dependence syndromein the
International Statistical Classification of Diseases and Related Health Problems,
10th revision (ICD-10). A DSM-1V diagnosis of abuse describes a maladaptive
pattern of substance use over time that puts the patient at risk or has aready cre-
ated problems although those problems have not met criteria for substance de-
pendence. Dependence involves satisfying at least three of seven criteria within
the past 12 months. These include indications of impaired control over use, such
as persistent desires or the inability to cut down or stop using the substance, or

The CRAFFT Questions* — A Brief Screening Test for Adolescent
Substance Abuse

C— Have you ever ridden in a car driven by someone (including yourself) who was “high” or had been using
alcohol or drugs?

R— Do you ever use alcohol or drugs to relax, feel better about yourself, or fit in?

A— Do you ever use alcohol or drugs while you are by yourself, alone?

F— Do you ever forget things you did while using alcohol or drugs?

F— Do your family or friends ever tell you that you should cut down on your drinking or drug use?

T— Have you ever you gotten into trouble while you were using alcohol or drugs?

© Children’s Hospital Boston, 2001

*Reproduced with permission from the Center for Adolescent Substance Abuse Research, CeASAR, Children’s Hospital Boston. For more
information, contact info@CRAFFT.org, or visit www.crafft.org.

Source: Knight JR, Sherritt L, Shrier LA, et al. Validity of the CRAFFT substance abuse screening test among adolescent clinic patients.
Arch Pediatr Adolesc Med 2002;156:607-614.
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use for longer periods or in greater quantities than intended, spending agreat deal
of timein activities related to the substance, life problems due to this use, contin-
ued use in spite of recognizing these problems, and criteria for tolerance and
withdrawal that indicate physiologic dependence. Physiologic dependence is not
necessary for a dependence diagnosisif three or more of the other criteria are sat-
isfied. The ICD-10 diagnostic categories are roughly equivalent to the DSM cate-
gories of abuse and dependence.

PHASES OF TREATMENT

Approaches to the adolescent girl may be divided into three phases, although in
any one case they may overlap or change in sequence.

IMMEDIATE TREATMENT

Thefirst challenge is to accomplish as complete an assessment as possible of the
multiple problems facing the patient while developing a rapport that will mature
into a therapeutic alliance. The patient’s goals may be simple. She may just wish
to relieve the current pressures from family, school, or the justice system (de-
pending on the referral source). In devel oping mutually agreed preliminary goals,
this initial motivation should be taken into account. For the treatment profes-
sional, the initial goals are to deal with any immediate threats to life and health
and to devise a treatment plan with the appropriate level of care. The American
Society of Addiction Medicine (ASAM) Patient Placement Criteria are helpful in
choosing the proper level of care by considering multiple factors. Guidelines
written specifically for adolescents are included (24).

The treatment professional’s goals also include interrupting the use of sub-
stances as quickly as possible. This involves working with the patient’s current
motivation to establish the connection between her use of substances and imme-
diate problems, and agreeing on the need to stop using alcohol or drugs. She need
not agree to agoal of lifetime abstinence at this point, but she must be willing and
ableto try to abstain in the short term with the help of atherapist or program. The
program can be one of the mutual help groups such as Alcoholics Anonymous
(AA) or Narcotics Anonymous (NA), both of which have young peopl€e's groups,
all-female groups, and beginner’s groups in many places.

Patients who are physiologically dependent on one or more substances may
require medication to treat a withdrawal syndrome, especially in the case of de-
pendence on alcohol, a sedative, or an opiate. Sedatives such as phenobarbital,
benzodiazepines such as chlordiazepoxide, or opiates, including methadone
and buprenorphine, may be prescribed as detoxification treatment. (See caveats
in the next section, however.) Because adolescents are more likely to use multi-
ple substances than adults, a wider range of withdrawal symptoms can be ex-
pected for them. Detoxification may be performed on an outpatient basis,
preferably in an intensive or partial hospital setting, or as an inpatient, accord-
ing to the needs of the case.

Most clinicians recommend that smoking cessation be a part of the overall
treatment of adolescents for alcohol or other drug abuse or dependence. Although
it can be more difficult for a patient to quit smoking in an outpatient setting than in
aresidential trestment setting, being nicotine-free should be an accepted part of
the long-range goals established with the patient.
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Family involvement should be encouraged at every stage of treatment. Al-Anon
and Nar-Anon are useful mutual help programs from which family members will
profit.

SHORT-TERM TREATMENT

Once treatment has begun, the goals include educating the patient about the ef-
fects of substances and the disorders of abuse and dependence (including relapse
triggers and techniques to prevent relapse), and about the risks of switching
addictions, for example from one drug to another or to a behavioral addiction
such as pathologic gambling or compulsive shopping. This involves exploring
and improving coping skills and often requires finding a new, nonusing peer
group. Mutual help groups are often instrumental in providing such a group and
in teaching and reinforcing these new ideas. The patient must be helped to de-
velop an altered self-concept, that of a person in successful recovery from alife-
threatening illness, rather than a rebel, a loser, or an incompetent. Self-esteem is
built in learning about herself and her disease, in staying clean and sober day by
day, and inimproving her functioning in school, work, and family. All-femal e ad-
diction therapy groups, if available, are preferred by many clinicians, especially
for young women who have a history of sexual abuse. Sometimes mixed-sex ado-
lescent therapy groups can be supplemented by special-issue women's or girls
groups to work on these problems.

Some colleges and universities sponsor “clean and sober” support meetings and
substance-free dormitories. Some high schools a so run support groups for recover-
ing substance users or for children of alcoholics and addicts. The treating profes-
sional should be aware of al of the resources available in the patient’'s community.

During this phase, a stable internal motivation to remain substance-free should
be fostered based on an understanding of the role of alcohol and drugs in the
young woman's earlier life problems and the rewards of remaining sober. The
treatment professional should not assume that the patient's motivation is con-
stant, asit may fluctuate, so that frequent “ motivation checks’ are asimportant as
asking, “How are you doing?’

Comorbid physical and psychiatric conditions should be treated at the same
time as the substance use disorder whenever possible. When prescription medica-
tions are used in treating these conditions, it isimportant to avoid the use of drugs
that have an abuse potential, such as benzodiazepines, sedatives, and opiates.
Girls who suffer from substance-related disorders are at high risk for secondary
iatrogenic addictions. Teaching methods to reduce tension and anxiety without
medication, such as deep relaxation, yoga, or other exercise, can be very helpful
in this group. Encourage continuing involvement of the patient’s family in the
treatment because family members also need education about the nature of sub-
stance use disorders and about recovery.

Medications used as adjuncts to therapy in the treatment of alcohol depend-
ence in adults, such as naltrexone and acamprosate, have not been well studied in
adolescent populations although some clinicians do prescribe them for this age
group. Disulfiram, a drug that causes a toxic interaction with alcohol if the pa-
tient drinks, is not usually used in adolescents because of their impulsivity and
the risk of adverse reactions. Maintenance of an opiate agonists (methadone or
buprenorphine) as a treatment for opiate dependence is not appropriate for
younger adolescents but may be considered in older adolescents or young adults
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who have failed at other treatments. In the United States, current regulations
place the minimum age for methadone treatment at 18.

Relapses are to be expected early in treatment, especialy if the careisin an
outpatient setting and the patient is still exposed to her usual environment. The
challenge is to interrupt the substance use as quickly as possible and to learn
from analyzing the relapse. What were the triggers? How did the planned re-
sponse fail? What could have been done differently? It is important not to con-
sider relapse afailure of treatment or failure of the patient. However, relapse is a
signal to reevaluate the treatment plan. Serious or repeated relapses may indicate
the need for amore intensive level of care.

LONG-TERM TREATMENT

If the patient’s initial treatment has taken place in aresidential or partial hospital
setting, the long-term aspect of her care is usually called aftercare, athough to
the patient it is often the most crucial period of recovery. In this phase, she must
put into daily practice the lessons learned earlier in treatment, including coping
with life problems without using substances and resisting the pressure from peers
to resume use. Again, motivation should be assessed regularly. The patient should
be helped to devel op an emergency plan to avoid use in the case of a sudden, un-
expected challenge. She should be encouraged to monitor her mood and feel
comfortable in seeking help from avariety of sourcesif shefeelsshe needsit. If a
girl or young woman in treatment for substance use disorder saysto her therapist,
“You're the only one who understands me” or “You're the only one who can help
me,” thisisasignal that her treatment is lacking in resources. It is important for
her to recognize that many othersin her life (such as members of support groups
or other staff members within a treatment program or in the community) can un-
derstand and help her in acrisis.

Continued psychotherapy, either individually or in young persons groups,
may be indicated for some patients, while others may be managed with less in-
tensive treatment but with close monitoring in case more intensive treatment be-
comes necessary. Ongoing participation in mutual help or other support groupsis
also important. In addition to friendship, support, and reminders of the need to
stay sober, the patient is likely to find herself able to use her experiences to help
othersin earlier stages of recovery and thereby enhance her self-esteem. Groups
based on the 12-step program of Alcoholics Anonymous stress the spiritual as-
pects of recovery along with physical, mental, and socia factors, which isalso a
great help to many adol escents.

The treatment professional should be aware that others in the patient’s family
may also have substance problems and should try to link these family members
with treatment for themselves wherever possible.

RESEARCH ON TREATMENT

Only recently have researchers investigated the factors that influence treatment
outcome among adolescents. The Drug Abuse Treatment Outcomes Studies for
Adolescents (DATOS-A) showed that comorbidity (particularly conduct disor-
ders) is associated with increased problem severity before treatment and with
worse outcomes but also with increased motivation for treatment (25). Length
of stay in treatment and participation in aftercare are both related to better
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outcomes. Thus increasing treatment retention and completion and developing
programs that are relevant and attractive to adolescents represent critical chal-
lenges in treating this population (11,26). Research suggests that adolescent girls
and boys have similar long-term substance use outcomes (27), but girls may have
greater improvement in terms of psychological adjustment following treatment
(28). Similar to adult women, adolescent girls entering addiction treatment are re-
ported to have more substance use issues, mental and physical health problems,
and HIV sexua risk behaviors. Hence the girls need a more comprehensive as-
sessment and more targeted information and behavior change strategies. Trauma-
related issues should also be screened and addressed as they enter treatment, mak-
ing use of a safe setting and sensitive questioning. Addressing these issues is
critical for their adherence to treatment (29). Eating disorders and body image is-
sues may be dealt with along with substance use, since many female adolescents
(even those without a diagnosable comorbid eating disorder) may stick to nicotine,
cocaine, and other stimulants to control weight. Further, it is not uncommon that
the stress involved in recovering from an addiction problem will trigger the recur-
rence of an eating problem that had been subclinical or in remission. Alternative
ways of dealing with weight (nutrition facts and regular exercise) should be ex-
plored (30).

Adolescents with substance-related disorders may be pregnant or have a his-
tory of one or more pregnancies. Education about sex, birth control, and about
the effects of alcohol and other drug use on the devel oping fetus are another im-
portant feature of treating these patients.

Treatment options for adolescents include both inpatient and outpatient mod-
els, often based on the 12-step philosophy. All-youth therapeutic communities are
also available. In making decisions about treatment options, the treatment philos-
ophy of providers and an assessment of severity level should be considered in ad-
dition to setting (31). Since psychiatric comorbidity is more often the rule than
the exception in treating young women with substance use problems, treatments
designed to address both conditions simultaneously may particularly fit this pop-
ulation’s needs (32).

Given the impact that family factors play in substance use behavior among
adolescents, and the disruptive effects of the adolescent’s problems on other fam-
ily members, involvement of the family is usually very helpful in treating adoles-
cents. Family therapy may beindicated, usually as an adjunct to treatment for ad-
diction. Available research supports the effectiveness of including a family
treatment component in addiction treatment for adolescents (31).

PREVENTION

One of the most important goals of prevention is to obviate entirely, or at least
delay, the onset of use of all substances of abuse. The earlier the use, the greater
therisk of problems. For alcohol this may be related to the detrimental effects of
alcohol on the still-developing brain (33). Persons who begin drinking before
age 15 are four times more likely to devel op a cohol dependence at sometimein
their lives than those who have their first drink at age 20 or older (34). These
findings hold up in various ethnic and cultural settings. For example, studiesin
Colombia have shown that early tobacco use is associated with later marijuana
and other illicit drug use and drug-related problems. Early marijuana use, in
turn, is associated with behavior, work, and school problems and violence (35).
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Primary care physicians are in aunique position for the early detection of sub-
stance-related problems. Therefore, medical training should place more emphasis
on the importance of substance use, particularly for female adolescents (since, as
mentioned, substance use poses greater risk for young women’s health and well-
being).

Prevention programs directed to youth should include issues that are unique to
adolescent girls and young women, including date rape and other abuse,
substance use during pregnancy, and the increased sensitivity of girls to acohol
and other drugs. Some factors found by research to be associated with greater ef-
fectiveness of prevention programs are strengthening family support, encourag-
ing school connectedness and positive role models, and acquisition of life skills
and social skills. Ideally, prevention programs should start early in school. Partic-
ularly for girls, programs starting in grades 4 to 8 (before substance use begins)
are more effective than programs starting later in school (4).

Although the inclusion of topics related to emotions and feelings management
is helpful, this should not be the primary focus of prevention, even for girls. For
both girls and boys, such programs are not as effective as more comprehensive
programs. Gains from prevention programs may differ between girls and boys
depending on time elapsed, with girls showing improvements later (after the con-
clusion of the program), and boys showing improvements earlier (during the
course of the program).

Elementary and high school settings are important for prevention in many
other ways. Rules about smoking, alcohol, and drugs, and their enforcement, set
atone for student attitudes. After-school activities that are substance-free are pre-
ventive. Research has shown that girls who involve themselves in team sports are
less likely to use substances, although thisis not true for boys.

Colleges and universities have established a variety of preventive measures
that involve rules about underage drinking (both on campus and off campus), ed-
ucation about substance use and abuse for students and campus leaders, and rela-
tionships with the outside community. The most difficult element in prevention
on campuses is changing the college culture that supports underage and binge
drinking as anorm. Pollsfind that students tend to overestimate the amount of al-
cohol that their friends and fellow students consume, so one factor in educating
students is correcting that false impression and providing accurate information
about drinking and drug use on campus and its consequences. Another is offering
confidential help to students who think they may have a problem or who are chil-
dren of alcoholic or addicted parents.

Additional important resources for prevention and early intervention are the
criminal justice system and the family courts. Careful screening of adolescents
and families involved in these systems can lead to early intervention and diver-
sion from the criminal to the treatment system.

Community attitudes toward the enforcement of laws relating to substance
use, such as sales of tobacco and acohol to minors, smoking and drinking at
sports events and other public places, and laws prohibiting drunk driving or
drinking while driving, are likewise important elementsin prevention.

Whereas the advertising of alcohol and tobacco can increase the rates of
early use, media campaigns can also play an important role in counteracting
substance use. Media messages to young people, some of them using female
celebrities such as athletes and singers as positive role models for adolescent
girls, can help deliver prevention messages, although more research establishing
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the effectiveness of media campaignsis clearly needed (4). Changesin the depic-
tion of smoking and use of acohol and other drugs in movies, songs, and maga
zines and other literature aimed at young readers are necessary to help alter the
attitudes of adolescents about the use of these substances. Health professionals
can and should take an activist stance about the need for prevention, both in their
own communities and on a national and international level. For the sake of future
generations, a wide perspective on youth substance use and abuse is essential.
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Bt—traumatic stress disorder (PTSD), chronic complex PTSD, and borderline
personality disorder (BPD) are disorders that show significant clinical overlap; the
terminology used to describe their most prominent featuresis also similar. Asmundson
et a. (1) note that PTSD involves four identifiable symptom factors—intrusions, avoid-
ance, dissociation or numbing, and hyperarousal—precipitated by terrifying experi-
ences that threaten death, serious injury, or loss of physical integrity. The three major
symptom factors consistently identified in BPD are impaired rel atedness (unstable rela-
tionships, identity disturbance, and emptiness), behavioral dysregulation (impulsive-
ness and deliberate self-harm), and affect dysregulation (labile mood and excessive
anger, associated with threatened abandonment) (2,3). However, in contrast to PTSD, a
history of trauma is not required for a diagnosis of BPD and trauma is not inevitably
present (4,5). Several symptoms of BPD and PTSD have similar features, for example,
excessiveirritability and anger, estrangement and chronic emptiness, emotional reactiv-
ity to specific trauma cues and in general, and dissociative symptoms. The BPD criteria
generaly require more marked persistence, pervasiveness, or relational instability than
occur in PTSD, but current symptom levels can be similar (4). In addition, recurrent
suicidal threats or behavior, recurrent self-injury, severe impulsivity, markedly unstable
relationships, interpersonal manipulation, and avoidance of abandonment are features
of complex PTSD and BPD rather than of PTSD alone (4).

The extent to which PTSD and BPD are related to each other and etiologically to
trauma is a source of controversy, and we suggest that a better understanding of the
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genesis, psychology, and neurobiology of the effects of exposure to trauma, especially
during early development, will help to elucidate the relationship between them. Deficits
in regulation of emotion observed in each of these disorders are central to their clinical
presentation. Explication of the mechanisms of emotion regulation and dysregulation
will provide new research directions and, ultimately, a better understanding of the rela-
tionship between PTSD and BPD. We note that the diagnostic criteria of both PTSD
and BPD fail to capture the full clinical picture of most chronically traumatized indi-
viduals, and that the attempt to include such a disorder (disorder of extreme stress not
otherwise specified, or DESNOS) in the Diagnostic and Satistical Manual of Mental
Disorders, 4th edition (DSM-1V) failed. Thistoo contributes to the difficulty in clarify-
ing the important clinical similarities and differences between PTSD and BPD.

The chapter provides an overview of the epidemiology of trauma, PTSD, and BPD
and then discusses the proposed role of early life experience in the development of
trauma-related psychopathology. Following abrief review of the literature on attachment
ininfancy and its effects on adult attachment style, we review the work of Allan Schore
on the neurobiology of attachment (6). Whereas Schore concentrates on the importance
of stressful experiences during infancy on the development of the ability to regulate
one's emotions, we suggest that the potential for traumatic experiences to affect the de-
veloping brain may extend into adolescence and adulthood. In discussing the clinical
and biologic aspects of trauma in adults, we draw on the neuroimaging literature and
suggest that pathologic neural functioning in PTSD and BPD occursin relation to patho-
logic emotional experiences and the subject’s response to them over time.

WHAT IS TRAUMATIC STRESS?
POST-TRAUMATIC STRESS DISORDER

The quintessential traumarrelated disorder is post-traumatic stress disorder (PTSD).
PTSD cannot be diagnosed in the absence of exposure to an event (or events) that
cause theindividud to fear for hisor her life or safety, or that of another person, and
to respond with feelings of intense fear, helplessness, or horror. However, differ-
ences in clinical presentation are common in PTSD patients, and comorbidity is
common. Substance use disorders (7-9), persistent anxiety and affective disorders
(10,112), eating disorders (12), borderline persondlity disorder (13,14), physica
health impairments (15), and a significantly increased use of medica and mental
heslth services (16) have al been associated with adiagnosis of PTSD.

The National Comorbidity Survey showed that as many as onein two individ-
uals in the general population experiences trauma at some point in life (17).
Between 10% and 25% of people exposed to psychological trauma subsequently
develop PTSD, adisorder that can have debilitating effects on every facet of daily
living, including sleep, work or school, and interpersonal relationships (see
Chapter 16 by Kaminer and Seedat in this book) (17,18). Yet these statistics mask
important gender differences in the epidemiology of PTSD. Gavranidou and
Rosner (19) reviewed the literature on the epidemiology of PTSD and found that
three themes were consistently reported: men are more likely than women to
experience a traumatic event; the types of traumatic events experienced tend to be
different for women than for men; and women are more likely than men to develop
PTSD subsequent to exposure to trauma (see Chapter 16). In fact, the national
comorbidity survey suggests that the lifetime prevalence of PTSD is 10.4% for
women and 5% for men.
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Yehuda (20) notes that the most salient characteristics of events that lead to
PTSD are their severity, duration, type, and predictability. Thus, it seems that the
difference in preval ence between genders may be due, in part, to differencesin the
types of traumatic events experienced by women and men. In particular, women
are more likely than men to be abused and to experience sexual abuse as children.
Men, by contrast, tend to experience traumatic events such as physical attacks and
serious accidents more commonly as adults. Thus, there are differences in the
types of “interpersonal” or “social” traumeatic events, although there are no gender
differencesin the reporting of events such as natural disasters or sudden death of a
partner or friend (21). Because of this, Gavranidou and Rosner (19) suggest that
one explanation for the difference in prevalence of PTSD between men and
women is that women are more likely to suffer events that “are subject to heavily
negative social sanction.” Interestingly, Brewin, Andrews, and Valentine (22) re-
ported in a meta-analysis of risk factors for PTSD that the gender effect, although
substantial among civilians, was not significant in combat settings.

All of this discussion about the nature of trauma and the impact of traumatic
events on an individual’s understanding of herself and her place in the world re-
quires a discussion of what counts as a traumatic event. DSM-1V defines a trau-
meatic event in terms of its emotional impact on the individual who experiencesit.
As described above, a traumatic event is one that causes fear for the life or safety
of oneself or another individual and causes areaction of fear, helplessness, or hor-
ror. Two individuals might experience the same event differently. Thus, an event
such as a relatively minor accident or a perceived danger of assault might not be
traumatic for one individual but might well be experienced as a life-threatening
and traumatic event by another individual. In fact, in some cases, individuals with
PTSD report precipitating events that seem minor to observers but that clearly are
asource of great distress to them (23,24). Thishasled cliniciansto believe that, in
many cases, the ability to cope with relatively “minor” traumas depends on the in-
dividual’s history. In particular, women with a history of childhood abuse or neg-
lect may lack the ability to cope with sudden stressful experience (23,24).

BORDERLINE PERSONALITY DISORDER

The term “borderline personality” was first used in 1938 by Adolph Stern to de-
scribe patients who could be diagnosed neither as neurotic nor as psychotic and
who were therefore not appropriate candidates for psychoanalysis. During the
1950s and 1960s, the concept of borderline personality disorder was strongly in-
fluenced by object-relations theory. Analysts described the disorder as stemming
not from the “classic” Freudian Oedipus complex but from difficulties during an
earlier, narcissistic phase. The importance of Winnicott's “good enough” mother-
ing and later Bowlby and Ainsworth’'s “secure” mother—infant attachment is em-
phasized in Wirth-Cauchon’s (25) recent work: “The fragile process of relating to
and differentiating from the mother in the pre-oedipal period is the primary site
for the construction of a sense of self or identity. Thus, any aberrations in ‘good
enough’ mothering will prove disastrous for the fragile emerging self.” While the
current criteria for the diagnosis of BPD concentrate solely on symptomatology
and do not discuss this purported etiology, the historical association of the disor-
der with early difficultiesin the relationship with caregiver(s) isinfluential.

The prevalence of BPD in the general population has been estimated to be
1.3% (26). However, one survey (27) found that in a primary care population, the
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lifetime prevalence of BPD was 6.4%. Moreover, prevalence of BPD is dramati-
cally higher in psychiatric populations: estimates for psychiatric inpatients range
from 15% to 20% (28) to up to 63% (29). DSM-IV-TR & so reports gender
differences in the diagnosis of BPD, with approximately 75% of diagnoses
occurring in women. Like PTSD, BPD is associated with extensive use of the
mental heath system, as compared with other personality disorders and major
depressive disorder (30). Individuals with BPD are also at high risk of self-injury
or suicide (4,29).

Thereis ahigh degree of comorbidity between BPD and PTSD. In a sample of
BPD patients Zanarini, et al. (31), found that 56% had comorbid PTSD. Sheaet al.
(32) reported that 68% of PTSD patientsin their sample also had BPD. Partly be-
cause of this comorbidity, it has been hypothesized that both disorders should be
considered trauma-spectrum disorders (13,14), although this suggestion is contro-
versial. Other authors, however, deny that BPD and PTSD are variants of the same
disorder (5,31), but suggest instead that BPD predisposes individuals to vulnera-
bility to the effects of trauma, thus placing them at risk of developing PTSD as
well (33). This separation of the two disorders is congruent with the current diag-
nostic position of PTSD asan axis | disorder and BPD as an axis |1 disorder.

We suggest that this controversy can only be resolved by approaching the
problem of psychological trauma from a number of different perspectives. Tradi-
tionally, the concept of psychological trauma was associated etiologically with
hysteria by Freud but was developed quite differently by Janet, whose work has
been “rediscovered” by van der Hart and van der Kolk (34-36) in the last few
years, proffering possible theoretical underpinnings to dissociative phenomena.
The development of attachment theory through the midtwentieth and twenty-first
centuries continues to refine our understanding. However, more recently, clini-
cians who work from a more biologic perspective have begun to develop tech-
niques for elucidating biologic markers associated with PTSD and BPD. These
biologic approaches, which include neuroimaging and endocrinology, promise to
give a new insight into the etiology of trauma-related disorders. One of the cen-
tral themes of this chapter is that in order to develop an understanding of trauma
and of trauma-related psychiatric disorders, it will be necessary to integrate the
insights of those disciplines that have investigated trauma; no one approach on its
own can be sufficient to allow usto understand or to treat the effects of trauma. In
the following sections, we will discuss trauma-related disordersin terms of a de-
ficiency in emotion regulation, from both a clinical and a neurobiologic perspec-
tive. We will describe work that links early life experiences to the process of
brain maturation after birth and then turn to a consideration of neuroimaging
studies that elucidate brain function associated with emotional experience in both
PTSD and BPD.

ATTACHMENT AND EARLY DEVELOPMENT

Psychodynamic approaches to trauma have emphasized the importance of early
experiences and their permanent effects on the developing infant. The role of
mother—infant attachment has been accentuated, with deviations from “good
enough” mothering etiologically linked to a number of later diagnoses, most no-
tably borderline personality disorder.

Traditionally, developmental theorists have focused on the importance of early
relationships, primarily with the mother, in helping an infant to learn how to
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moderate her own affective states. Taylor, Bagby, and Parker (37) noted, “studies
on attachment styles in infancy and childhood have confirmed that the sensitivity
and responsiveness of the primary caregiver to the child’s emotional states is a
major determinant of the way the child learns to regulate distressing affects and
to relate to other people.” Securely attached children are better able than their
insecurely attached counterparts to respond both behaviorally and emotionally to
changing conditions in their environment (38). Such psychological theories of
attachment have recently begun to be integrated with research in developmental
neurobiology, primarily by Schore (6), who has offered an account of infant
development that considers the effects of an infant’'s environment, particularly
her socia environment, on brain development. Schore emphasizes that the genet-
ically encoded developmental sequence, which provides the basis for our bio-
logic and psychological characteristics, is not completed at the time of our birth.
Rather, the most advantageous unfolding of this sequence is dependent upon the
infant’s interaction with the environment. In the case of biologic development,
this point seems obvious; without proper nutrition and the opportunity to move
about and explore the environment, the infant’s growth and development will be
suboptimal. However, the same is true for the infant’s psychologica develop-
ment, in particular for the emergence of a sense of self. In Schore's view, “The
relationship between the dynamics of early interactional development and the
ontogeny of the emergent function for self-regulation is perhaps the most funda-
mental problem of development.”

This interaction begins as early as 2 months of age. By this time, and peaking
at 9 or 10 months, the infant and her mother respond to each other’sfacial expres-
sions. On the basis of the mother’s ability to modulate the infant’s response to her
facial expression, the infant learns to tolerate increasingly intense positive emo-
tions. By the age of about 10 months, when the infant is beginning to interact
more with the environment, the mother’s responses to her child’s emotional state
teach the infant to modulate her own emotions. Schore draws on the work of
developmental psychologists who observe these mother—child interactions to
argue that “the mother induces a mood modification in the infant (39) and is di-
rectly influencing the infant’s learning of ‘how to feel,” “how much to feel, and
‘whether to feel’ about particular objects in the environment.” Schore further
cites studies that indicate that this relationship promotes the maturation of spe-
cific neural circuitsin the brain that are necessary for appropriate emotion regula-
tion in the adult. The infant brain, particularly the prefrontal cortex, is alocus of
great change. The development and maturation of neural circuits occur through-
out infancy and are dependent upon environmental conditions; Schore believes
that if these environmental conditions are outside of a certain normal range, the
effects on the infant’s development are permanent.

It should be noted that these effects of disruptions in neurobiologic and emo-
tional development, in addition to persisting into adulthood and complicating the
adaptation to ongoing stress and trauma, could be transmitted to the next genera-
tion. Thereis evidence that infant attachment types correlate with adult attachment
patterns, which, in turn, can predict parenting style and the attachment behavior of
the next generation of infants (40). Both categories of insecure attachment
(insecure-avoidant and insecure-ambivalent) may be seen as adaptive responses
to suboptimal caregiving. However, Holmes (41) suggests that disorganized at-
tachment is a third variant of insecure attachment, which coexists with all three
attachment categories (secure, insecure-avoidant, insecure-ambivalent) and is by
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definition nonadaptive; he notes the links between disorganized attachment and
psychopathology are much more evident. Disorganized attachment represents an
approach-avoidance dilemma of the child who both needs and fears the parent as
a source of safety and simultaneously of threat.

Disorganized attachment in a child is highly correlated with unresolved at-
tachment status in a parent (the adult equivalent of disorganized attachment) and
with specific parental behaviors that move beyond the inattentiveness and insen-
sitivity that give rise to insecure-ambivalent or insecure-avoidant attachments
(42). The behaviors of the parent are both frightening and frightened; thereis a
disrupted “dissociative” aspect to the parent’s capacity to maintain her own affec-
tive continuity, which disables her ability to read her child's cues and respond ap-
propriately (41). Fonagy et al. (43) noted that this repetitive failure of a mother to
read her child's cues leads to attachment insecurity with an impoverished capac-
ity for the child to mentalize; that is, to have a theory of mind. The same authors
noted that resilience to psychological stressislinked to the development of a secure
attachment with the concomitant capacity to mentalize. It is this self-reflective
ability to take into account the motivational causes underlying the behaviors of
self and others that seems to be the achievement of a secure attachment and the
locus of psychological resilience (43). Any developmental impairment of this
could be salient to the later emergence of either BPD or PTSD.

REGULATION OF EMOTION

The previous section highlighted the importance of a secure attachment relation-
ship to the development of the infant’s nervous system and the infant’s ability to
learn to modulate his or her own emotional reactions to the world. It was further
suggested that the absence of such afoundation in early life contributes substan-
tially to the development of or at least the susceptibility to trauma-related disor-
ders, including BPD, in adulthood. While Schore’s work emphasizes the impor-
tance of experiences in infancy, recent work suggests that the development of the
critical areas of the prefrontal cortex continues throughout childhood and adoles-
cence (44,45). It isimportant to note that the process of learning to regulate one’s
emotions also continues throughout childhood, adolescence, and importantly
from the clinical standpoint, adulthood.

While most adults do reach a socially acceptable level of skill at emotion reg-
ulation, certain psychologica disorders, including BPD and PTSD, can be de-
scribed as being, in large part, disorders of emotion regulation. In the case of
BPD, the experience of affect dysregulation, along with an associated instability
of interpersonal relationships, are core diagnostic features in the DSM-IV. In the
case of PTSD, thelink to emotion dysregulation is not overtly stated in the DSM-
IV. Some clinicians have argued that the current diagnostic category of PTSD
must be reorganized and expanded to allow differentiation between individuas
who are suffering the aftereffects of a single traumatic experience and those who
have experienced chronic traumatization. To this end, Herman (46) has argued
for the creation of anew diagnosis, complex PTSD, while van der Kolk et al. (36)
and Pelcovitz et a. (47) have suggested the term DESNOS (Disorders of Extreme
Stress Not Otherwise Specified) be used to designate the disorder following
chronic traumatization in which emotion dysregulation is a central characteristic.
The current diagnostic criteriafor PTSD do not differentiate between individuals
who have experienced a single traumatic event and those who have had multiple
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traumatic experiences; a significant subset of those currently diagnosed with
PTSD have been chronically traumatized and would likely meet criteria for com-
plex PTSD or DESNOS (47). We suggest that the current diagnostic criteria ob-
scure both the clinically and biologically important differences between “simple’
and “complex” cases of PTSD and aso the fundamental importance of emotion
regulation in this disorder.

Unlike the case in BPD, the deficits in emotion regulation associated with
PTSD appear, at least at first glance, to be concerned solely with the traumatic
experience. Reminders of a traumatic event evoke sustained psychological and
physiologic arousal that the patient is unable to modulate or control. However,
this hyperreactivity can, in many cases, become generalized so that the patient re-
ports feeling constantly on edge and easily startled. Moreover, in addition to
these hyperreactivity symptoms, a second symptom cluster in PTSD emphasizes
withdrawal and emotional numbing following the experience of a traumatic
event. Patients avoid not only reminders of their trauma, but aso work, socia
relationships, and leisure activities. In this respect patients with PTSD and BPD
are very similar because individuals in both diagnostic groups have difficulty at-
taining, containing, and sustaining their own affective responses, a problem that
limits and usually severely impacts on their function.

In situations in which patients are currently experiencing or vividly remem-
bering a traumatic event, two different types of response are possible and these
appear to parallel the symptom clustersin PTSD of intrusive re-experiencing, and
avoiding and numbing. The first involves an overwhelming experience of emo-
tions, while the second represents a pathologic state of “no emotions.” Bremner
et al. (48) hypothesized that the first of these two subtypes of immediate response
to traumatic events is characterized by intrusive memories and hyperarousal and
the other response is predominantly dissociative.

In the next sections, we will review the neuroimaging literature on emotional
states in healthy subjects, patients with PTSD, and patients with BPD in order to
examine and compare neural pathways involved.

NEUROIMAGING OF EMOTIONAL STATES

Several PET neuroimaging studies have examined patterns of brain activity as-
sociated with the experience of emotional states, including sadness, anxiety,
happiness, and disgust in normal subjects. George et al. (49,50) induced emo-
tion in subjects by having them recall autobiographical events associated with
sad emotion while viewing emotionally congruent faces; they found that the
emotion activated a much larger predominantly left-sided anterior paralimbic
region in women than in men. PET studies by Liotti et a. (51), Mayberg et al.
(52), and Lane et al. (53) have also implicated anterior paralimbic regions with
transient sadness in healthy women, including activation in the subgenual cin-
gulate area (BA 25) and areas of the insula (51,52). Liotti et al. (51) found that
sadness induced by autobiographical memory scripts was associated with acti-
vation of the subgenual cingulate area (BA 25) and dorsal insula as well as the
inferior parietal areas (BA 40). Lane et a. (53) also found script-driven sadness
to be associated with activation of the anterior insula. In addition, deactivation of
frontal areas including the right prefrontal cortex (BA 9) (51) and right dorsal pre-
frontal cortex (BA 46/9) and dorsal anterior cingulate gyrus (BA 24) (52) has
also been reported.
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Studies have also investigated the neural correlates of anxiety using script-
driven imagery or viewing affect-appropriate faces or both. In response to faces
plus scripts, anxiety was associated with increased regiona cerebral blood flow
(rCBF) in the left superior temporal gyrus, the left inferior frontal cortex, the left
anterior cingulate, and bilateral cuneus. In contrast, decreased rCBF was found in
the right medial frontal gyrus, the right prefrontal cortex, and the right parietal
cortex (54). Liotti et al. (51), using script-driven imagery, reported that anxiety
was associated with activation of the ventral insula and the orbitofrontal and ante-
rior temporal cortices. Deactivation was seen in the parahippocampal gyri and the
inferior temporal cortex (BA 20/37).

Damasio et al. (55) suggest that areas involved in the mapping and regulation
of internal organism states such as the somatosensory cortices and upper brain-
stem nuclei are activated when subjects recall personal life episodes marked by
sadness, happiness, anger, or fear. They hypothesize that a strong link exists be-
tween homeostasis and emotional experience that is underpinned by both uncon-
scious and conscious processes. Altered activity in any part of the network of brain
regionsinvolved in these processes may underlie the emotional symptoms of BPD
and PTSD. In the next section, we will outline neuroimaging studies in patients
with these disorders and show that there is a significant overlap in the areas in-
volved in emotion and those implicated in PTSD and in BPD.

NEUROIMAGING IN PTSD AND BPD
POST-TRAUMATIC STRESS DISORDER

Hyperarousal Response to Trauma Reminders

In recent years a number of studies have investigated the patterns of neural activ-
ity associated with patients’ experience of PTSD symptoms. Because the diagno-
sis of PTSD is associated largely with transient states, such as physiological or
emotional reactivity upon exposure to reminders of a traumatic event, many of
these studies have used symptom-provocation paradigms to evoke such states.
The majority of these studies have focused on subjects who have become what
we have described as “hyperaroused” in response to reminders of their trauma
This response is characterized by physiologic and emotional reactivity, often ac-
companied by memories with vivid sensory characteristics or even full-blown
flashbacks of the traumatic event. However, aminority of subjects has responded
to reminders of their traumatic experiences with a dissociative response (56), re-
porting that they feel disconnected from their bodies or their emotions. Studiesin
our laboratory have also shown that these two types of responses are extremes
and that some subjects have a response that includes aspects of both (57).

A number of reviews of the neuroimaging literature in PTSD have been pub-
lished recently (57-60); thus in this chapter we summarize the key brain areas
implicated in PTSD and discuss their potential roles in emotion regulation and
dysregulation.

Anterior cingulate cortex. The majority of the neuroimaging studies in PTSD have
implicated the anterior cingulate cortex as playing amajor rolein PTSD (57-60).
Thisregion has a so been shown to be involved in the representation of subjective
experience and emotion. Lane et al. (61) have reported positive correlations
between scores on the Levels of Emotional Awareness Scale and cerebral blood
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flow in BA 24 of the anterior cingulate gyrus during film-induced and recall-
induced emotion. Thus, it is possible that the abnormalities in anterior cingulate
functioning observed in PTSD underlie the emotion dysregulation seen in this
disorder, including both the re-experiencing of emotionally distressing memories
and the avoidance of emotional stimulation also observed in these patients.

Medial prefrontal cortex. The media prefrontal cortex has also been implicated in
the pathophysiology of PTSD (reviewed in 57-60). Moscovitch and Winocur
(62) have suggested that the role of the medial prefrontal cortex in the retrieval of
episodic memories is to ensure that “currently relevant memories can be
differentiated from memories that may have been relevant once but are no
longer” (62). Although these authors do not link this suggestion to the re-
experiencing of memories seen in patients with PTSD, their suggestion has clear
relevance to the aterations in activity seen in the media prefrontal cortex of
PTSD patients during traumatic recollections.

Thalamus. The thalamus acts as the principal synaptic relay station for information
reaching the cortex (63); with the exception of olfactory information, all sensory
input is routed through the thalamus to the cerebral cortex. Thalamic dysfunction
in PTSD has been shown in a number of studies but not consistently in al studies
(57). The thalamus has also been suggested to be involved in mediating the
interaction between attention and arousal (64), both of which are clearly relevant
to the phenomenology of traumatic stress syndromes. High levels of arousal
during traumatic experiences have been hypothesized to lead to altered thalamic
sensory processing (65), which in turn results in a disruption of transmission of
sensory information to the frontal cortex, cingulate gyrus, amygdala, and hippo-
campus. Krystal et al. (66) hypothesized that this mechanism underlies dissocia-
tive symptoms and may be one of the mechanisms underlying flashbacks in
PTSD.

Amygdala. Although amygdala dysfunction has been reported in some PTSD neu-
roimaging studies, these findings have not always been consistent across studies
(57-60). The amygdala is reciprocally connected with many areas of the brain,
including the hypothalamus, hippocampus, neocortex, and the thalamus. Le Doux
(67) has shown that the amygdala plays acrucia rolein fear conditioning and also
isimplicated in contextual learning. Moreover, the basolateral amygdala has been
shown to play arole in stress-mediated alterations of memory, including memory
consolidation after an event (68).

Neuroimaging of Dissociative Responses in PTSD and Other Disorders
The neuroimaging literature of dissociation in PTSD to date has been sparse.
However, several studies have examined brain activation patterns in pharmaco-
logically induced depersonalization, depersonalization disorder, and dissociative
identity disorder (DID). These studies give an indication of the key brain areas
that appear to be involved in dissociation.

Temporal cortex. Much of the study of the role of the temporal cortex in dissociative
phenomena come from work on epilepsy patients. Penfield and Rasmussen (69)
found that the patients tend to report dissociative experiences in response to
stimulation of the middle and superior temporal gyrus during neurosurgery. More

[vww.ebook3000.con)



http://www.ebook3000.org

156

SECTION lll @ Adolescence

recently, Teicher et a. (70) have investigated the relationship between current
temporal lobe symptoms and early abuse. Neuroimaging studies of PTSD (56)
and depersonalization disorder (71) aso indicate that the temporal cortex plays
an important role in dissociative experiences.

Parieto-occipital cortex. Several neuroimaging studies of psychiatric conditions

[depersonalization disorder (71), PTSD (56) and DID (72)] report alterations in
activity in the posterior parietal and occipital cortices. These areas play arolein
multimodal integration and may reflect the reported dysregulation of visual and
sensory experience during dissociation (73,74).

The corticolimbic model of dissociation. Sierra and Berrios (75) have proposed a

corticolimbic model of depersonalization. They postulate that depersonalization
involves corticolimbic disconnection, whereby left medial prefrontal activation
with reciprocal amygdala inhibition results in hypoemotionality and decreased
arousal, and right dorsolateral prefrontal cortex activation with reciprocal ante-
rior cingulate inhibition leads to attentional difficulties and emptiness of mental
contents. In support of their model, these authors cited evidence for medial pre-
frontal involvement in both the monitoring and modulation of emotions. In this
model, once athreshold of anxiety isreached, the medial prefrontal cortex inhibits
emotional processing on limbic structures (the amygdala), which in turn leadsto a
dampening of sympathetic output and reduced emotional experiencing. Finally,
several studies suggest that the prefrontal cortex has inhibitory influences on the
emotional limbic system; among these are PET studies showing a negative corre-
lation between blood flow in the left prefrontal cortex and the amygdala (76,77).
Our findings partially lend support to the above model. We found that patients
with dissociative PTSD had increased activation in the dorsolateral prefrontal
cortex (BA 9) and the medial frontal cortex (BA 10) and did not exhibit increased
amygdala activation. Increased activation of the medial prefrontal cortex may
underlie the lack of autonomic response observed in some of these patients (78).

Borderline Personality Disorder

In comparison with PTSD, relatively few imaging studies have been conducted in
patients with BPD. However, there is asmall but growing literature on functional
abnormalities associated with BPD. As with the PTSD studies, these experiments
often involve inducing particular emotions in subjects and observing alterations
in brain functioning.

Two studies (79,80) have compared emotional responses to pictures of nega-
tive stimuli and to pictures of emotional faces, respectively, in persons with BPD
to the responses in healthy control subjects. Using slides of neutral and unpleas-
ant stimuli, Herpertz et al. (80) found that, in response to the unpleasant pictures,
BPD subjects showed activation in the left and right fusiform gyrus (BA 37), left
and right amygdala, right inferior frontal gyrus (BA 47), and left medial frontal
gyrus (BA 10). Control subjects, by contrast, showed activation in the medial
temporal gyrus (BA 39) and left medial occipital gyrus (BA 39).

Donegan et al. (79) examined neural responses to neutral, happy, sad, and
fearful faces. BPD patients responded with an increase in left amygdala activa-
tion to the neutral, fearful, and sad faces. The response to neutral faces may be
explained by the reported tendency of BPD patients to project negative attributes
onto the neutral faces.
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Schmahl et al. (81,82) conducted script-driven imagery research in patients
with BPD using sexual abuse and abandonment scripts. Because of the tendency
of BPD patientsto fear real or imagined abandonment, the first study used person-
alized scripts of abandonment situations to provoke a symptomatic state. All of the
women in this study (n = 20) had a history of childhood sexua abuse. Of these,
10 met criteriafor BPD. Exposure to abandonment scripts resulted in an increase
in blood flow in the right dorsolateral prefrontal cortex (BA 10, 46, 47) and right
cuneus (BA 19) in women with BPD but not in control subjects. The control group
showed decreased blood flow in the left superior frontal gyrus (BA 8), right mid-
dle and superior frontal gyrus (BA 6, 8, 10). Decreased blood flow was observed
in BPD subjectsin the bilateral anterior cingulate gyrus; this decrease was signifi-
cantly greater than the right hemispheric decrease seen in the control group (BA
24,32). Exposure to abuse scripts was associated with decreased blood flow in the
right anterior cingulate gyrus (BA 24) and orbitofrontal cortex. Given the impor-
tant role of the anterior cingulate gyrus and orbitofrontal cortex in emotion regula-
tion, it may be that dysfunction in these areas underlies the emotion dysregulation
often observed in patients with borderline personality disorder.

CONCLUSION

In this chapter we have emphasized the similarities in symptoms between PTSD
and BPD and noted that for neither PTSD or BPD alone are the current diagnos-
tic criteria adequate to describe the chronically traumatized individual. Because
of these limitations, we included some consideration of the informal diagnosis of
DESNOS in developing our hypothesis that emotional dysregulation is a central
feature of these disorders. We believe that the development of new diagnostic
criteriawill improve clinicians’ capacity to recognize the effects of early trauma
as they are manifested in adulthood.

Current research into attachment patterns in both infants and adults, combined
with insights from developmental neurobiology and functional neurcimaging,
has the potential to reshape our understanding of PTSD and of BPD and to distin-
guish between various trauma-related disorders in a richer, and more clinically
useful, way than has been previously available. We briefly reviewed the literature
on the neural structures involved in emotional experience, in PTSD and in BPD
and suggest that the link between traumatic experience and clinical symptomatol-
ogy can best be drawn by research into the role of emotion regulation in trauma-
related disorders. Further research examining this hypothesis must address the ef-
fects of trauma across the life span and draw on the strengths of clinical,
psychological, and biologic research.
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Adulthood

Section IV Summary
Commentary from the Editor

Sarah E. Romans

Theindividual chaptersin this section identify several com-
mon themes.

Current diagnostic classification systems are problematic
and do not capture the subtleties of subtypes of disorder
(phenotypes), or sensibly map comorbidity patterns. Per-
haps further refinement could be achieved by returning to
the basic criteria for separating disorders enunciated by the
St. Louis group years ago: clinical description, laboratory
studies, delimitation from other conditions, follow-up and
family information ().

All the authors emphasi ze the importance of sex and gen-
der when considering how mental illnesses unfold. Com-
plex socia and biological mechanisms, acting simultane-
ously and interactively, affect women and men differently.
The mental health of individuals needs to be understood in
their interpersonal and sociocultural context. Internation-
ally, 70% of those living in poverty and two thirds of theiil-
literate are women. Onein four women is beaten by her hus-
band or partner. Every day, 1,300 women die unnecessarily
in childbirth or during pregnancy. The sociopolitical disad-
vantages that women experience are addressed by several
other contributors in this volume (see particularly Astbury,
Pandalangat, and C. C. Williams). Our thinking needs to be
guided by a gender framework; the question should arise,
“Does this apply equally for women and men?’

Abuse. Much recent research has focused on the adverse
impact of abuse (physical, sexual, emotional, financia). A
conceptual framework addressing the abuse of the submis-
sive person in a dominant-submissive dyad provides many
insights into factors that determine health outcomes (2).
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This theme of abuse, which forms a strong thread through this section, also links to
other parts of this book.

Service design and delivery. The contributors suggest that some psychiatric services
have not helped women with mental disorders. Some are difficult to access and do not
accommodate the unpaid and unacknowledged work that women do in the community;
such as the care of children, the elderly and the ill, (3). A greater focus on the life
circumstances of women with psychiatric problems gives a better fit for those in need
of treatment.

The importance of a historical framework. This is implicit throughout the section.
The authors al place the evolution of the concepts that currently frame the disorders
that they discuss in a historical context. Kulkarni, in particular, traces how sexist atti-
tudes toward women throughout the ages have shaped the way in which mental prob-
lems are defined and handled by successive generations.

Sigmatization. Mental health problems are often misunderstood in the general
community. The tendency to view psychiatric disorders as strange, incomprehensible,
dangerous, or untreatable has inflicted additional harm on people with psychiatric
problems.

The importance of research. While firm commitment to quality research in devel-
oped nations is steadily advancing our knowledge, there are some factors that work
against the comprehensive understanding of psychiatric disorders. Research is expen-
sive and knowledge advances slowly. We need to acknowledge that each research
design has weaknesses; even the most highly rated method, a prospective cohort study,
which can give the best information about causal relationships, is limited by the ethical
need to intervene when a medical problem is discovered. So, as the years go by, the
cohort becomes less and less typical and the study’s outcomes are therefore less gen-
eralizable. The most complete picture about any disorder will come from a careful
amalgamation of results arising from diverse research strategies-cohort studies, cross-
sectional surveys, and qualitative interviews strategies. By combining results from
these projects, we can assemble a comprehensive picture.

Soirituality. Spirituality is one area of developing interest in mental health sciences
which received little discussion in this section. This reflects the sparse research cur-
rently available. Spirituality is part of a person’'s deepest cultural beliefs and as such
can be expected to show clear gender differences. A new diagnostic category entitled
religious or spiritual problem has been included in the fourth edition of the Diagnostic
and Statistical Manual of Mental Disorders (DSM-1V) and will spearhead research
effortsin the coming years.

Taken together, these diverse chapters give a rich 2005 snapshot of our current
knowledge on gender and mental health and show how we can integrate diverse but
complementary spheres of knowledge.
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-I-he objective of this chapter isto highlight sex and gender differencesin the preva-
lence, etiology, presentation, and treatment of depression and anxiety disorders, with
special emphasis on the effect of biologic sex and gender roles. The high female:male
sex ratio in these conditions is one of the most replicated findings in epidemiology, yet
one whose explanation remains uncertain.

Anxiety and depressive disorders are addressed together in this chapter because the
distinction between them may be an artificial one. Medical historian Shorter and
psychiatrist Tyrer suggest that the distinction originated with the development of the
Diagnostic and Satistical Manual of Mental Disorders, 3rd edition (DSM-I1I) by the
American Psychiatric Association (1). Before then, anxiety had been considered an
integral part of depression but, with the arrival of the new diagnostic classification, the
two became separate diagnoses. Despite the results of a nationwide household survey
in the United Kingdom that showed mixed anxiety-depression to be the commonest
form of affective disorder (2), the presence of a mixed syndrome is now viewed instead
as comorbidity. Yet, over 90% of all depressed patients also have anxiety symptoms. In
the Epidemiologic Catchment Area (ECA) study, 47% of the respondents meeting life-
time criteria for major depression also met criteria for a co-existing anxiety disorder
(3). The National Comorbidity Study (NCS) also found that the presence of an anxiety
disorder was associated with an increased risk for major depressive disorder (4).
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Although the comingling of depression and anxiety is true for both sexes, comorbid
anxiety disorder ismore likely in depressed women than in depressed men (5).

EPIDEMIOLOGY
DEPRESSION

Prior to puberty, there are few differences in the prevalence of depression in
males and females (6). (See Manassis, Chapter 4 of this book, on anxiety and de-
pression in childhood.) By contrast, during their reproductive years, women show
approximately twice the male frequency of depression. Importantly for the provi-
sion of optimum treatment, women are more likely than men to present with
atypical depression, anxious depression, and seasonal affective disorder. There
are no sex differences in the overall rates of bipolar disorders, but there are some
important distinctions, The rapid cycling form of bipolar disorder is more preva-
lent in women, and women typically experience more episodes of depression rel-
ative to manic and hypomanic episodes. Also, the difficult clinical distinction be-
tween bipolar Il (with hypomania and not mania) and personality disorders such
as borderline personality disorder arises more frequently for women than men.
The preponderance of female depression has been found throughout the world,
although the exact female:mal e ratios vary somewhat. Asthe number of symptoms
increases, so does the female:male prevalence ratio. This ratio has, at times, been
attributed to a variety of artifacts including women being more willing to talk
about feelings, women coming more readily for help; and women's symptoms
being more readily diagnosed as depression. Community surveys, however, have
confirmed that the gender difference is found when the bias arising from help
seeking is eliminated (3,7). This difference cannot be explained away, as some
have speculated, by depressed men self-medicating with acohol or drugs and,
therefore, being diagnosed with substance abuse instead of a mood disorder.

ANXIETY

According to the ECA data, 13% of women compared to 6% of men met 6-month
criteriafor DSM-111 Anxiety Disorders (3). The NCS study found that, not only
was the 12-month prevalence of anxiety disorders significantly higher than the
12-month prevalence of substance abuse or affective disorders, but anxiety disor-
ders were aso more chronic (4). The majority of anxiety disorders, including
specific phobias, agoraphobia with panic, panic disorders, and generalized anxi-
ety disorders, are approximately twice as common in women (4). This difference
in prevalence predates adolescence (by age 6, sex differences can aready be
seen) and increases over time.

DEPRESSIVE DISORDERS
ETIOLOGIC THEORIES OF DEPRESSION

Psychosocial Factors
Beginning at an early age, various psychosocia factors influence the occurrence
of depression in women. Women are more likely to be sexually abused as chil-
dren, and abused children are more likely to become depressed as adults (8). Pro-
longed separation from parents at an early age greatly increases the risk of de-
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pression in adult women, but thisis also true for men. Women have a higher rate
of victimization than men, and victimized women have high rates of depression.
In the NCS data, however, Kessler (9) controlled for 24 types of life trauma and
found that the sex ratio for depression was identical for those with and without
previous trauma. Nevertheless, women are more likely to become depressed fol-
lowing stressful life events. (See Chapters 11 and 16 for response to traumain
women.)

As adults, women frequently struggle with role overload, the majority of
women working full-time as well as doing 70% of the house and child care.
Women are more likely to be depressed if they have young children at home,
work outside the home (especially if they would rather stay at home), experience
role conflict, or have trouble finding child care (10,11). These factors may
contribute to the finding that marriage is not protective for women; married
women are more likely to be depressed than married men or single women, the
risk increasing further in unhappily married women. The explanation may liein
the fact that women are socialized to look after others, dismissing or minimizing
their own needs. They are expected to handle things quietly without resorting to
anger; as a consequence, they turn their feelings inward, which results in depres-
sion. As well, women are more often financialy disadvantaged, and there is a
particularly strong relationship between poverty in women and depression. (See
Astbury, Chapter 27, in this book.)

Neurochemical and Anatomical Factors

Recent research has focused on the neurochemical and anatomical changes ac-
companying major depressive disorder (12). Although studies initially centered
on the brain monoamine system, researchers more recently have looked at the
role of cyclic adenosine monophosphate (CAMP) signal transduction cascade and
CcAMP-response element (CRE)-hinding protein (CREB) (13). Brain-derived
neurotrophic factor (BDNF), which protects against stress, appears to be an im-
portant gene product regulated by CREB (14). Clinical antidepressant efficacy
mirrors the extent of expression of BDNF.

Activation of the hypothalamic-pituitary-adrenal (HPA) axisis commonly seen
in depressed patients. There is evidence for elevated cortisol and corticotropin-
releasing hormone (CRH) levels, nonsuppression on the dexamethasone suppres-
sion test, and a blunted adrenocorticotropic hormone (ACTH) response to CRH.
Activation of the HPA axis appears to have prognostic value and is associated
with increased risk of depression relapse and even suicide (15). CRH appears to
modul ate the general stress response as well as depression-related behaviors in-
cluding appetite and sleep aterations and behavioral despair (16). Early life
stress appears to produce longlasting changes in the regulation of CRH neurons
and may, therefore, result in a biologic vulnerability to the subsequent devel op-
ment of depression, either directly or by means of increased reaction to stressors
later in life. Patients with depression have been found to have volume reductions
or other abnormalitiesin the prefrontal cortex and hippocampus, areas connected
to the regulation of mood (17).

Research findings in anima models of depression have corroborated the
profound effects of stress on intracellular signal transduction and on the expres-
sion of genes that drive fundamental neurotropic and neurotoxic processes,
thereby demonstrating the link among environmental stressors, anatomical and
neurochemical processes, and depression.
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Hormonal Factors

Women's gonadal steroid hormones are thought to play an important role in the
development of mood disorders (18). Mood often appears to fluctuate with the
change of hormones. Times of low estrogen, such as the premenstrual and postpar-
tum periods, are times of increased risk for mood disorder. (See Gold, Chapter 18
of this book.) It is possible that monthly cycling may trigger mood changes. We
know that the brain is a major target organ for gonadal hormones. A complex
interaction exists between gonadal hormones and neurotransmitters such as
glutamate, gama-aminobutyric acid, acetylcholine, serotonin, dopamine, nora
drenaline, adrenaline, and neuropeptides. Gonadal steroid hormones can affect
the synthesis and release of these neurotransmitters, the expression of their
receptors, and the membrane permeability of neurons.

Over the course of life, the risk of thyroid disease is four times higher in
women than in men. Although thyroid abnormalities seen in depressed patients
are probably transitory and stress-induced, subclinical hypothyroidism always
needs to be ruled out in depressed women (19).

Genetic Factors

Although genetic factors play alarge role in the vulnerability to mood disorders,
they do not totally account for the occurrence of depression. Kendler and
colleagues (20) found an estimated heritability for the liability to develop amajor
depressive disorder over a one-year period to be 41% to 46%; they found a life-
time estimated heritability of 70%. This research group postul ates that what isin-
herited is atendency to overreact to stressful life events. There is no evidence that
men and women have a different genetic basis for unipolar depression; however,
specific genetic risk factors may vary between men and women. For instance,
specific genetic factors may be present in some women that predispose toward
premenstrual mood disorder.

For children of bipolar patients, there is a 9% risk of developing the disorder
compared to a 1% risk for the general population (21). Early reports of linkage of
bipolar disorder to specific sites on the X chromosome have not been replicated.
Similarly, reports of illness transmission from mother to child have not held up
under scrutiny.

Personality Factors
Specific persondity traits have been hypothesized as factorsin the high prevalence
of depression in women. Women as a group have been described as showing low
self-esteem, low perceived control, pessimistic attributional styles, dependency, and
overexpressiveness, factors that might result in depression or in being erroneously
labeled as depressed. However, studies that carefully controlled for a previous his-
tory of depression found no significant association between these personality fac-
tors and depression (22). Duggan and colleagues (23), however, found that neuroti-
cism was associated with both a one-year and a lifetime risk of depression and
postul ated that neuroticism predisposes to depression. More recently, Goodwin and
Gotlib found that gender roles, and specifically neuroticism, may indeed play akey
role (24). Because neurcticism is avery broad concept, it may be that these studies
identified not so much personality factors as aterations in the response to stress, a
probable determinant of vulnerability in women predisposed to depression.
Nolen-Hoeksema (25) has hypothesized an interesting relationship between
women'’s coping styles and subsequent depression. She found that women are
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more likely than men to display a self-focused ruminative style of coping with
feelings of sadness. Men's style of distracting themselves rather than ruminating
appears, in Nolen-Hoeksema's studies, to be a more effective way of warding off
depression.

SUBTYPES OF DEPRESSION

Dysthymic Disorder

Dysthymia affects from 3% to 6% of the population (4). There is no gender dif-
ference in children, but the prevalence rate for adult women (8.0%) is almost
twice that of adult males (4.8%). The disorder usualy begins gradualy at an
early age. Adolescent girls have been reported to have a greater number of symp-
toms and more problems with self-esteem than boys, who tend to show more
aggressive behavior. Patients frequently suffer from comorbid illnesses such as
anxiety or substance abuse. Forty percent have a coexisting major depression
(double depression). Although the symptoms of dysthymia are not as severe as
those of amajor depression, they can nevertheless cause clinically significant dis-
tress and impairment in social, occupational, or other functioning.

Major Depressive Disorder (MDD)

MDD is 1.7 to 2.7 times more prevalent in women than in men (5). Girls begin to
show an excess of depression over boys beginning around age 13. Ernst and
Angst found that females had greater duration, recurrence, chronicity, and global
manifestations of MDD than males during early to middle adulthood (26). How-
ever, when adjustments were made for recall biasin thisretrospective study, these
differences disappeared. Analysis of NCS and National Institute of Mental
Health (NIMH) data has not found any differences in the course of MDD in men
and women whether in recurrence rate, speed of recovery, or chronicity. But
chronicity of depression appears to affect women more seriously than men, as
manifested by more symptom reporting, poorer social adjustment, and poorer
quality of life.

Women suffer more from atypical depression with psychomotor retardation,
increased appetite and weight gain, and higher levels of somatic symptoms, rumi-
nations, and feelings of worthlessness and guilt (27). They are also more likely
than men to show comorbid generalized anxiety and panic disorders. Depressed
women, more than men, also suffer from comorbid thyroid disorders, fibromyal-
gia, and migraines. No significant gender differences have been found in the risk
of such sequelae of depression as early school leaving, having a child at a young
age, marrying very early, or being unemployed. Early childbearing, however,
when it does occur, leads to more severe consequences in women than in men.

Bipolar Disorder

Bipolar | disorder is equally prevalent in men and women (28). Bipolar |1 disor-
ders, with episodes of depression and hypomania, occur more frequently in
women. Although in 50% of cases in both men and women the onset occurs be-
fore age 25, among the other 50%, women generally have alater onset than men,
onset in the fifth decade being more common in women.

Women with bipolar illness are more likely than men to have depressive or
mixed episodes (29). They aso tend toward more dysphoric than euphoric
episodes of mania, but male bipolar patients are more likely to complete suicide.
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As mentioned earlier, women, more often than men, are rapid cyclers (defined as
having as four or more affective episodes per year). Although few have been well
studied, a number of hypotheses have been presented to account for this excess of
rapid cycling, among them the following: 1) because bipolar women tend to have
more depressive episodes, they may more often take antidepressant medication,
which increases the risk of developing a manic episode; 2) because women are
generally more likely than men to be hypothyroid, subclinical hypothyroidism may
initiate rapid cycling; 3) the mood-stabilizing effects of lithium may be offset by its
thyrotoxic effect in women, thus making women less responsive; and 4) athough
there is no prospective evidence linking phases of the menstrual cycle to the onset
of rapid cycling, a subset of women may be reactive to the effects of cycling repro-
ductive hormones. No good evidence exists for any of these hypotheses.

Women with bipolar disorder have a46% risk of devel oping a psychotic episode
postpartum. (See Grigoriadis, Chapter 20 of this book.) This does not seem to be
related to psychosocial stressors; these women may be particularly susceptible to
the effects of deep deprivation, which is common during the postpartum period.

Seasonal Affective Disorder (SAD)

The prevalence of SAD isrelated to |atitude, with rates generally being higher in
more northern locales (e.g., 4.3% at | atitude 39 degrees versus 9.2% at 64 degrees
(30). Subsyndromal SAD (S-SAD) shows similar variations from 13.5% to
28.3%. Multinational studies, however, show some variations that have been ex-
plained away on the basis of milder climates (e.g., |celand with a combined SAD
and S-SAD rate of only 11.3%) and the number of hours a person spends out-
doors. Women have been found to be two to four times more likely than men to
experience SAD. SAD has been attributed to both a dysfunction in the serotonin
system and a phase delay in circadian rhythm (31).

Both bipolar disorder and MDD may present with a seasonal pattern. Typicaly,
the individual becomes depressed in the fall, and the condition remitsin the spring
or summer. Petients usually complain of atypical symptoms, including increased
appetite (sometimes especially for carbohydrates), weight gain, and hypersomnia.
No gender differences have been shown in the course of the disorder.

TREATMENT OF DEPRESSIVE DISORDERS

Treatment of depressive disorders may require medication, psychotherapy, or a
combination of these modalities. In considering medication in women, it is im-
portant to remember that drug distribution may differ in men and women because
they have adifferent ratio of fat to muscle. Aswell, physiologic changes across the
menstrua cycle influence gastric emptying and gastrointestinal transit time, which
in turn affects the absorption and elimination of drugs. A premenstrual decrease in
drug levelsis common. As aresult, some women need a premenstrual increasein
medication in order to maintain the same drug levels across the cycle. It is aso
important to note whether the patient is taking oral contraceptives (OCs). Antide-
pressants such as fluoxetine, sertraline, paroxetine, and venlafaxine may increase
the efficacy of OCs, whereas the mood stabilizers carbamazepine and topiramate
decrease their efficacy. Plasmalevels of tricyclic antidepressants may increase in
women taking OCs, and doses of the antidepressant may need to be lowered.
Gender may affect choice of antidepressants. Several studies have found that,
prior to menopause, women respond better to selective serotonin reuptake in-
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hibitors (SSRIs) than to tricyclic antidepressants (TCAS) but, after menopause,
this difference disappears (32). It has been suggested that this premenopausal
and postmenopausal difference in drug response may be accounted for by the
action of ovarian hormones in modulating the density of serotonin receptorsin
the hypothalamus, cortex, and nucleus accumbens as well as enhancing the
antidepressant-induced down regulation of these receptors. A pooled analysis of
1,746 patients aged 18 to 65 found no differencesin responses to TCAs or fluox-
etine between men and women older and younger than 50 years (33). This analy-
siswas marred, however, by its use of only one dose of open-label fluoxetine and
by the small number of women in the over-50 group. Women may have more side
effects from TCAs than men because of higher bioavailability and slower renal
clearance. They are therefore more likely to discontinue treatment with TCAs
than with SSRIs.

An analysis of studies comparing SSRIs and venlafaxine found no gender differ-
encesin responseto either treatment (34). However, younger women appeared to re-
spond better to SSRIs whereas venlafaxine was more beneficial in the older women.

The best approach to the treatment of dysthymic disorder seemsto be a com-
bination of medication and psychotherapy. Both men and women with MDD
have been shown to respond to cognitive-behavioral therapy (CBT) and interper-
sonal therapy (I1PT). Patients with more severe symptomatology may require an-
tidepressant medication as well. Those with atypical depression respond best to
monoamine oxidase inhibitor (MAQIs) (35). The addition of T3 works better as
an augmenting agent in women than in men (36). For the use of medication dur-
ing pregnancy and breastfeeding, please see Chapters 19 and 20 of this book.

Reports have been mixed regarding the use of exogenous female sex hormones
in the treatment of MDD in women (37). Some studies have shown an improve-
ment in depressed postmenopausal women when estrogen replacement therapy
(ERT) or hormone replacement therapy (HRT) was added to fluoxetine or sertra-
line but not venlafaxine. Thereis no agreement about the therapeutic benefit of es-
trogen alone in perimenopausal depression. Concerns about the increased risk of
breast cancer, endometrial problems, heart attacks, and strokes in women taking
ERT or HRT may limit use of these to cases of refractory depression.

Several studies have looked at the combination of psychotherapy and medication.
Thase and colleagues (38) found a combination of IPT or CBT and a TCA was of
greater benefit to men. This may be related to women's poorer responseto TCAS. In
contrast, Keller and colleagues (39) found that men and women responded equally
when treated with a combination of nefazadone and CBT. In cases of chronic de-
pression related to childhood trauma, Nemeroff’s group (40) found that psychother-
apy plus pharmacotherapy was marginally superior to psychotherapy alone.

ECT has been reported to be effective at lower doses, lead to less memory
impairment (when treatment is unilateral on the right), and have a better acute
response in women than in men. Thase and colleagues, however, report that
women may have higher rates of relapse following ECT (41).

The main concern in the treatment of women with bipolar disordersisthe need
to prevent rapid cycling, as this has significant morbidity. Women should be mon-
itored closely to detect the early signs of arapid cycling period. If antidepressants
cannot be avoided, SSRIs appesar to have less chance of inducing a manic episode.
Despite the lack of clear evidence for hypothyroidism being the cause of rapid cy-
cling, some clinicians are using doses of levothyroxine up to 0.40 mg per day with
some success even when thyroid laboratory findings are within normal ranges.
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This should only be used in combination with mood-stabilizing medication to
minimize the risk of inducing mania. Bone density should be monitored to ensure
that there is no detrimental effect with high-dose levothyroxine.

Because women tend to have a greater number of depressive than manic
episodes, mood stabilizers such as lithium and valproate, which are relatively
ineffective at preventing depressive episodes, may not be the best choice. Aswell,
valproate has been associated with the development of polycystic ovarian disease.
Even though the evidence is not clear, it is probably wise to avoid its use in young
women. Lamotrigine appears to be more effective at preventing depression (42).
Lamotrigine also has the benefit of not interacting with oral contraceptives,
whereas carbamazepine may reduce their efficacy. A combination of lithium and
lamotrigine may be useful in managing rapid cycling bipolar disorder in women.

Atypical antipsychotics are being used more often as monotherapy or in com-
bination with mood stabilizers. Certain side effects may be of particular concerns
for women. Risperidone induces hypoprolactinemia, whereas olanzapine can
cause significant weight gain.

Light therapy has proven to be effective in the prevention and treatment of
SAD. The current recommendation is to expose the patient to 10,000-Iux light in-
tensity for 45 minutes twice a day. Side effects are rare and transient but may in-
clude irritability, headaches, eyestrain, and sleep disturbance. Improvement can
be seen as early as within one week in some individuals. Antidepressants such as
moclobemide, fluoxetine, sertraline, and citalopram have also been found to be
effective alone or in combination with bright light therapy.

ANXIETY DISORDERS

Sex differences in anxiety begin at an early age (43). By age 6, the femaleemale
ratio for anxiety is 2:1 (see Chapter 4). Although the duration of episodes does
not differ between boys and girls, the severity of ilinessis greater in girls. Anxi-
ety disorders have been associated with an increased risk of functional impair-
ment, limited academic achievement, diminished occupational opportunities, im-
paired occupational performance, and elevated morbidity and mortality rates. As
well, the presence of an anxiety disorder has been associated with elevated use
rates for emergency medical and mental health-care services.

ETIOLOGIC THEORIES OF ANXIETY

Psychosocial Factors

Women who have a childhood history of separation from a parent or of parental
marital separation have a greater risk of developing generalized anxiety disorder
(GAD) as adults (44). Women with panic disorder report a greater frequency of
childhood sexual abuse than women with other anxiety disorders. The onset of
social phobia has been linked to the childhood experience of sexual assault by a
relative and also to chronic exposure to verbal outbursts between parents. This as-
sociation is true for women but not for men (45).

Neurochemical and Anatomical Factors
There is substantial evidence of overactivity in the central norepinephrine system
in panic disorder and post-traumatic stress disorder (PTSD). In turn, the chronic
stress resulting from the anxiety disorders leads to down regulation of postsynap-
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tic apha 2-receptor function. There appears to be postsynaptic 5-HT2A receptor
and 5-HT1C sengitivity across anxiety disorders. Subsensitivity or dysregulation
of gamma-aminobutyric acid (GABA) has aso been found. Abnormalities in
corticotropin-releasing factor (CRF) secretion have been identified in several anx-
iety disorders. Most anxiety disorders are associated with postsynaptic cholecys-
tokinin receptor supersensitivity. In addition, there has been a consistent finding of
lactate sensitivity in panic disorder patients. Neuroimaging studies have shown
hippocampal atrophy in PTSD but not in panic disorder. (See Lanius, Bluhm, and
Pain, Chapter 11 of this book.) The amygdalais activated during fear-conditioning
procedures, suggesting that the amygdala is a key structure in the mediation of
human anxiety (46). In persons with obsessive compulsive disorder (OCD) there
appearsto be a diffuse structural abnormality of the brain with an increase in total
gray matter volume and a decrease in white matter (47). Gender differences have
been seen in response to serotonergic probes in OCD, included here among the
anxiety disorders. It may be that OCD is more related to serotonin dysregulation
inwomen, but impairment of dopaminergic mechanismsis more common in men.

Hormonal Factors
The stress response is known to decrease during pregnancy. Placental CRF, pro-
lactin, and oxytocin al inhibit the stress response at the level of the pituitary. No
significant effect of menstrual cycle on symptom level in GAD has been reported,
although women with GAD and comorbid premenstrual syndrome are reported to
be symptomatic in both phases of the menstrual cycle (48).

Although some studies have found a worsening of anxiety symptoms in gen-
eral, and in panic disorder in particular, in the midluteal phase of the menstrual
cycle, to date, prospective studies have failed to find any significant association.
Approximately equal percentages of women improve or deteriorate during this
time. Postpartum, there is often aworsening in women with pre-existing panic dis-
order. Between 11% and 29% of women with panic disorder report that its first
onset was during the postpartum period (49). Acute suppression of ovarian func-
tion, asin perimenopause, may also increase therisk of panic disorder. Thereisno
evidence on the relationship between phobias and the female reproductive system.

Although retrospective studies have shown an increase of OCD symptoms in
the late luteal phase, this research is of questionable validity. Between 13% and
39% of women report the first onset of OCD during pregnancy (50). For those
with pre-existing OCD, 70% showed no change during pregnancy and equal
numbers reported significant worsening or improvement during pregnancy. A
postpartum increase in pre-existing OCD symptoms (as opposed to the onset of
new symptoms) has been reported. In the six months following a miscarriage,
OCD was found to occur eight times more frequently than in a control group who
had not suffered miscarriages (51).

Genetic Factors
Genetic factors appear to play a strong role in the development of anxiety disor-
ders. Kendler and colleagues, in their investigation of female twin pairs, found
that genetics accounted for approximately 30% of the development of GAD (52).
This work has provided strong evidence that GAD and depression may share a
common genotype, the actual presentation being determined by environmental
experiences. In panic disorder, women are reported to have a higher occurrence
of anovel repeat genetic polymorphism on chromosome X than control subjects.
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This is thought to mediate the expression of monoamine oxidase A (53). Twin
studies suggest that, in general, environmental factors are much more important
than genetic factors in the development of phobia, although, in generalized social
phobia, there appears to be an important genetic contribution. In nongeneralized
social phobia, twin studies have failed to find genetic transmission. OCD also
appears to have a strong genetic component, and gender differences may exist in
the nature of the genetic susceptibility (54).

Personality Factors

Sociotropy (an excess investment in interpersonal relationships) has been shown
to be associated with trait anxiety in situations of social evaluation, physical dan-
ger, and ambiguous situations. An excessive concern with independence (auton-
omy) has been associated with trait anxiety in daily routines (55). Women with
panic disorder more commonly meet criteria for a histrionic and cluster C per-
sonality diagnosis, particularly dependent personality; in contrast, men with
panic disorder are more likely to be diagnosed as having schizoid or borderline
personality disorders (56).

SUBTYPES OF ANXIETY DISORDERS

Just as the current classification systems require that we consider depressive con-
ditions separately from anxiety, anxiety itself is currently subdivided into a num-
ber of separate conditions, which can co-occur in complex patterns.

Generalized Anxiety Disorder (GAD)
GAD occurs approximately twice as often in women as in men. The prevalence
rate of GAD in women is 6.6% compared to 3.6% in men (4). It tends to be a
chronic disorder with low remission rates and a prevalence rate that is constant
throughout life. Mood disorders, panic disorder, and social anxiety are the most
common comorbid disorders.

Women have a dlightly later onset, a more chronic course, and greater symp-
tom severity than men. This may be related to the fact that, in women, GAD is
more likely to be complicated by acomorbid psychiatric disorder and is therefore
associated with more functional impairment than in men. Even without comorbid
disorders, people with GAD tend to have significant disability and are heavy
users of medical services.

Panic Disorder and Agoraphobia
Panic disorder is one of the more prevalent psychiatric disorders, with alifetime
prevalence of 2.2% to 3.5%. In both the ECA and NCS studies, women were found
to have two to four times the lifetime prevalence of men. Women have a 5.0%
lifetime prevalence rate compared to 2% for men. Similar rates have been reported
for the occurrence of panic disorder with agoraphobia. Women are twice as likely
as men to meet criteriafor agoraphobia without panic disorder (7% versus 3.5%).
Forty percent of women who have panic attacks during their childhood or ado-
lescence develop a subsequent psychiatric disorder. Panic disorder appears to
begin earlier in women and is most prevalent between the ages of 25 and 34 in
women (compared to ages 30 and 44 in men). Postmenopausally, women im-
prove, showing less anticipatory anxiety and fewer panic attacks and experienc-
ing less severe attacks.



Gender Differences in Depression and Anxiety Disorders 173

Women with panic disorder report greater levels of phobic avoidance, more re-
liance on family members as companions, and more functional impairment than do
men. Yonkers and colleagues (57) found that men and women with pure panic dis-
order are equally likely to get well and have a similar age of onset and length of ill-
ness. However, women tend to have a greater number of relapses. This may be be-
cause women are more likely to have comorbid agoraphobia, which is associated
with a poor outcome and an elevated lifetime risk for comorbid psychiatric disor-
dersincluding depression, GAD, simple phobia, and somatization disorder (57).

Specific Phobia
Women are twice as likely as men to suffer from specific phobia (26% lifetime
risk for women compared to 12% for men). Women have higher rates of situa-
tional and animal phobias and equal rates of health-related phobias.

Phobias generally have the earliest rate of onset of any anxiety disorders, with
amean age of 15 years. They tend to follow a chronic course, with frequent co-
morbidity including elevated rates of GAD and an increased vulnerability to sub-
sequent major depression and addictive disorders. Phobias that continue into
adulthood have approximately a 20% chance of remitting. Thereislittleinforma-
tion about differences between men and women concerning clinical features or
course of simple phobias (58).

Social Anxiety Disorder
The lifetime prevalence for social anxiety disorder is greater than 13%. The risk
is 15.5% for women compared to 11.1% for men (4).

Social anxiety disorder usually begins before the age of 18; onset is rare after
the age of 25. Although it tends to have a chronic and unremitting clinical course,
those who experience remission tend not to relapse. Yonkers and colleagues
found that nearly equal levels of women and men (38% versus 32%) experienced
complete remission during an eight-year study (59).

There are two types of social anxiety disorder: generalized and nongeneral-
ized. The most common type of nongeneralized social anxiety disorder is the fear
of public speaking. The generalized subtype includes multiple fears related to
performance and interactions in social situations. It is associated with greater
chronicity, more functional impairment, and increased risk of comorbid disor-
ders. Although there does not seem to be any gender difference in the prevalence
of generalized versus nongeneralized type of social anxiety disorder or in their
clinical courses, women appear to have greater symptom severity than men and a
higher prevalence of concurrent agoraphobia (59).

Obsessive Compulsive Disorder (OCD)

Thelifetime prevalence rate for OCD is 2% to 3% worldwide (4). Women appear
to be 1.5 times more likely than men to develop OCD over their lifetime. The
mean age of onset for men is 20 years as opposed to 25 years in women (60). Prior
to the onset of puberty there is an excess of maleswith OCD. Thisis often associ-
ated with a tic disorder and a positive family history for OCD. After menarche,
women begin to develop OCD at an increased rate, most frequently with a sudden
onset. Generally, OCD patients follow a chronic clinical course with rare sus-
tained remissions. There does not appear to be an association between gender and
remission or outcome. As previously mentioned, the majority of women show no
change in symptoms during pregnancy but may have a postpartum worsening.
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The types of symptoms seen in OCD may vary with gender (60). Women
are more likely to have symptoms related to contamination/cleaning or
aggressive/checking dimensions whereas men more often have symptoms in the
symmetry/ordering dimension. In women with OCD, there is a high rate of co-
morbid axis | disorder, including mood disorders, anxiety disorders, and esting
disorders. The presence of a comorbid depression does not have a major impact
on the prognosis of OCD; if the OCD symptoms improve, the depression often
remits. OCD increases the severity of a comorbid eating disorder. Males with
OCD are two to three times more likely than females to have comorbid Tourette
syndrome or atic disorder (60).

TREATMENT OF ANXIETY DISORDERS

The treatment of choice for GAD is one of the antidepressant medications that
also have anxiolytic properties (SSRIs, venlafaxine, buspirone), although benzo-
diazepines have al been found to be effective in the short term. Despite greater
evidence for the efficacy of antidepressants, benzodiazepines are more likely to
be prescribed for women than antidepressant medication. Thereis no evidence of
gender differences in response to medication, but few studies to date have specif-
ically looked at this. A mixture of cognitive-behaviora therapy with interper-
sonal and experiential techniques has been used effectively (61).

Little information is available concerning the potential impact of gender on
treatment response to panic disorder. The current treatment of choice is antide-
pressant medication such as SSRIs, tricyclic antidepressants, or MAOIs. High-
potency benzodiazepines such as lorazepam and clonazepam are aso effective.
Contraceptive use in younger women or hormone replacement therapy in post-
menopausal women has not been shown to have an effect on treatment response.

The first-line treatment for social anxiety disorder is an SSRI antidepressant.
Treatment needs to be long term. Phobias tend to be undertreated, probably be-
cause they are rarely associated with significant impairment. Only 10% to 20%
of people meeting the criteria for simple phobias receive appropriate treatment.
The main feature of therapy for phobic disorder is exposure to the feared stimu-
lus, accompanied, if required, by specific desensitization techniques. The combi-
nation of exposure-based therapy and cognitive-behavioral therapy, especially in
agroup setting, is particularly beneficial (62).

The treatments of choice for OCD continue to be SSRIs and clomipramine,
but they lead to improvement in only 30% to 40% of patients. Patients who have a
later age of onset tend to have a better response to treatment. Cognitive-behavior
therapy has also been used.

SUMMARY AND FUTURE DIRECTIONS

During their reproductive years women are twice as likely as men to suffer from
major depressive episodes. They also have more seasonal affective disorders and
anxious and atypical depressions. There are also gender differences in the presen-
tation and courses of these depressions. Although the prevalence of bipolar disor-
der is equal in men and women, women are more likely to have lows than highs
and they are more likely to have the rapid cycling disorder. Genetic, psychoso-
cial, hormonal, and neurochemical and anatomical factors have al been impli-
cated in the etiology of depression. Further research is necessary to ascertain the



Gender Differences in Depression and Anxiety Disorders 175

combination of factors that increases women's risk of developing depression.
Further information is needed about the impact of the menstrual cycle on the me-
tabolism of psychotropic medications as well as gender differences in response.
There are conflicting reports about the role of estrogen and HRT in the treatment
of depressive disorders. Gender differencesin response to newer treatments (e.g.,
transcranial magnetic stimulation, TMS) have yet to be determined.

Anxiety disorders also occur twice as frequently in women. Unlike depressive
disorders, gender differences in anxiety disorders begin appearing by age 6. Sys-
tematic data concerning gender differences in underlying pathophysiology and
treatment response are needed. Because anxiety and depressive disorders are fre-
quently comorbid and show a similar response to treatment with antidepressants,
questions are being raised as to the distinctiveness of these disorders. The classi-
fication system may need to be changed to reflect the overlap.

More research is needed asto the effect of pregnancy on the course of al depres-
sive and anxiety disorders. As well, more information is needed about the safety of
psychotropic medication and other treatments during pregnancy and bresstfeeding.
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Sdbstance abuse isamajor source of health problems worldwide. The National Co-
morbidity Survey (NCS), a large study of the United States population aged 15 to 54
years conducted at the beginning of the 1990s, suggests that approximately one fourth
of Americans had already met criteriafor a substance use disorder at the time they were
surveyed (1). Although substance use disorders are currently more prevalent in men
than in women, this was not always the case. During the nineteenth century, most
Americans dependent on opiates were women (male:female ratio close to 1:2). Many of
these women started opiate use on the advice of their physicians for a variety of com-
plaints, much like the mother in Eugene O’ Neill’s play Long Day's Journey into Night.
Substance use among women, often concealed, was silently accepted and tolerated by
close relatives. This changed dramatically in the twentieth century with the advent of
antidrug policies (2). The NCS estimates that now 8% of American women between the
ages of 15 and 54 have alifetime diagnosis of alcohol use disorders (mae:female ratio
of 2.5:1) and 6% have a diagnosis of other drug use disorders (malefemale ratio of
1.6:1) (2). Although the current numbers are impressive, reports of abuse of or depend-
ence on substances date back to ancient times. One such example comes from an an-
cient Egyptian quotation contained in the Anastasi Papyrus IV around 1500 BcE:
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Beer makes him cease being aman. It causes your soul to wander, and you are
like a crooked steering-oar in a boat that obeys on neither side, you arelike a
shrine void of its god, like a house void of bread. Now you are seated (till) in
the house, and the harlots surround you, now you are standing and bouncing
... how you stumble and fall over upon your belly, anointed with dirt. (3)

There is mention of substance abuse in the Hebrew bible, in Samuel, Book |, Chapter 1,
where a priest mistakes a woman who is praying for a babbling drunkard and admon-
ishes her to give up drinking.

Throughout history, excessive drinking and its consequences were traditionally at-
tributed to individual choice and blamed on low moral standards. The notion that the
desire to drink could be overwhelming and irresistible in some people for physiologic
reasons is relatively recent. Dating from the nineteenth century, this notion is central
to the modern disease concept of addiction, a term usually used as a synonym for
dependence. Substance abuse is defined as the harmful use of a specific psychoactive
substance. The next section presents general issues of substance use, abuse, and
dependence, paving the path to sections dedicated to specific topics of substance use
among women.

OVERVIEW OF SUBSTANCE USE, ABUSE, AND DEPENDENCE

For hedlth professionals, establishing where recreational use of a substance ends and
substance abuse starts is a challenge with important preventive and clinical implica-
tions. Any substance use pattern involves the complex interaction of pharmacologic,
psychological, genetic, and sociocultural factors. Some substances are more liable
than others to induce self-administration and thus lead to a pattern of abuse or de-
pendence. (Nicotine, for instance, is associated with fast progression to dependence
states, while alcohol dependence usually establishesitself only after several years of
continued drinking.) Although initial substance use is often prompted by environ-
menta and psychological factors (curiosity, peer pressure, “self-medication” of un-
comfortable affective states), genetic factors have an important role in progression
from recreational use to abuse or dependence. The problematic use of a substance
represents a continuum from abuse to dependence. (Some prefer the term “ substance
misuse,” because of the possible pejorative connotations of the term “abuse””) The
continuum starting with substance use may lead to one or more substance-related
problems, such as accidents, medical consequences, family and occupational prob-
lems, and eventually dependence. Dependence is abehavioral syndrome comprising
(a) astrong desire to use the substance; (b) loss of control over substance use, which
may be marked by the inability to abstain even in the face of various recurrent
health, family, social, or occupational problems; and (c) signs of physiologic
adaptation, such as tolerance and withdrawal. Physiologic adaptation (formerly
known as physical dependence) is no longer considered a sine qua non criterion
for dependence. In fact, substances like cannabis do not seem to be associated
with a clear withdrawal syndrome (4), yet they clearly induce abuse and depend-
ence. Further, as scientific knowledge has advanced, substances that were not for-
merly known to induce abuse have been shown to be strongly associated with de-
pendence (nicotine is an example).

Substances of abuse vary widely in chemica structure but produce common be-
havioral syndromes. Both licit (often prescribed or even over-the-counter) sub-
stances and illicit substances are shown to have addictive properties. They can be
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classified for convenience into three groups:. (a) central nervous system depressants:
alcohol, barbiturates, benzodiazepines, inhalants, and opiates (opiates are sometimes
classified in a separate category because their effects involve specific opiate recep-
tors); (b) central nervous system stimulants: amphetamines, caffeine, cocaine, and
tobacco (nicotine); (c) hallucinogens: cannabis, LSD, mescaline, psilocybin, and a
wide variety of other substances, both natural and synthetic. Although each of these
drugs has a different mechanism of action, they al stimulate the limbic system, in-
cluding the nucleus accumbens and ventral tegmental area, a circuitry thought to be
basic to the reinforcement of behavior and afinal common pathway for addiction.

Knowledge about the neurobiology of addiction hasimproved dramatically with
the use of neuroimaging techniques. Widespread brain structural changes have
been associated with stimulant and opiate abuse, while frontal atrophy may appear
in alcohol abuse. Functiona techniques show altered regional cerebra activity as-
sociated with various substances. These techniques further reveal involvement of
dopaminergic, serotonergic, opioid, and GABAergic systemsin addiction (5).

Substance use and abuse are involved in avariety of problems, affecting directly
or indirectly the health of users, family members, and society at large. Driving
while intoxicated is one major cause of injuries and fatalities. Similarly, substance
abuse is involved in most cases of domestic violence, including emotional, physi-
cal, and sexual abuse, affecting domestic partners, children, and the elderly. Lega
and occupational problems related to substance use add to the global burden.

In addition to physical consequences, substance abuse is also associated with
increased rates of conduct and personality disorders (mainly those characterized
by intense impulsivity, such as antisocial and borderline personality disorders)
and a number of psychiatric conditions, including affective, anxiety, and psy-
chotic disorders. More than half of all persons with substance use disordersin the
general population present at least one other psychiatric disorder (1). The risk of
other addictive disorders is aso greatly increased (polydrug abuse; eating disor-
ders, particularly bulimia nervosa; and pathologic gambling, for instance).
Women are at higher risk for psychiatric comorbidity in general and for develop-
ing iatrogenic substance abuse or dependence as well, because they are more
likely to be prescribed hypnotics, analgesics, and sedatives by physicians. Wor-
ries about body image also put them at risk of abusing cocaine and amphetamines
and other diet pillsfor the purpose of weight control.

SUBSTANCE USE IN WOMEN

Over the past several decades, health professionals and researchers alike have ac-
knowledged that substance use manifestsitself differently in women than in men.
For many years the study of addiction was focused on men, and clinical ap-
proaches to the few women presenting for treatment were derived from what was
known to work for men. Since the Second World War, the entry of women into
the job market and into professions previously dominated by men, among other
societal changesin women’sroles, has very likely contributed to the narrowing of
the distinction between women’'s and men’s social roles and to broadened oppor-
tunities for women to drink and to use drugs. This contributesto the higher preva-
lence of substance use disorders among women observed in recent epidemiologic
surveys (1). Gender differences are reported in avariety of areas, such as physio-
logic effects of substances, metabolic differences, physical and psychiatric
comorbidities, and genetic and sociocultural factors. There are also important
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effects on women's reproductive hedlth, pregnancy, and offspring. This section ex-
plores substance use issues that either express differently in women than in men or
are unique to women.

PATTERNS OF SUBSTANCE USE

In spite of consistent lower levels of use (e.g., drinking or taking drugs less fre-
quently and in lower quantities) compared to men, women develop substance
abuse and dependence patterns more rapidly than substance-using men (6). Re-
ferred in the specialized literature as a “telescoping” effect, this phenomenon was
first observed in the 1950s when it was noticed that women entered treatment with
shorter histories of problem drinking than men, although the severity of symptoms
was equal. At that point, some professionals found it intriguing that women, al-
though starting to drink much later in life, were entering treatment at the same age
as men. The age at which women start to drink has dropped dramatically since that
time, being virtually the same for women as men since the 1990s, but the telescop-
ing of alcohol problems among women remains a consistent feature. WWomen
begin treatment for their alcohol disorder two to five years earlier than men, but
this period aso encompasses time spent dealing with personal feelings of shame
and guilt (reinforced by social stigma), opposition of substance-abusing partners,
and difficulties in finding treatment programs that can accommodate a woman’'s
needs (such as child care and flexible hours of operation for women with chil-
dren). Thus, it is possible that the magnitude of telescoping is underestimated. If it
were not for the difficulties encountered by women in accessing addiction trest-
ment, their admission would come earlier, resulting in even greater tel escoping (6).
A similar telescoping of substance-related problems in women is described for
opiates, but data for cocaine are less consistent. Sex-related differencesin the me-
tabolism of alcohol and other drugs have been thought responsible, at least in part,
for thistelescoping effect (see below). However, asimilar telescoping has been de-
scribed for women who seek treatment for pathologic gambling, so that factors
other than drug-related physiology must be involved (7).

Women and men aso differ in the types of substancesthey are more likely to use.
Although illegal drug use has been more commonly found in men, in recent years
women are catching up with men; thisis particularly noticeable among young peo-
ple. The prevalence of prescription drug use (as well as abuse and dependence),
however, continues to be higher for women than for men. Women are more likely to
use and abuse pain relievers, tranquilizers, stimulants, and sedatives, for instance (8).

PHARMACOLOGIC FACTORS

Blood alcohol concentrations (BAC) are higher in women than in men consum-
ing the same amount of absolute alcohol per unit of body weight. This is ex-
plained in part by women's lower body water content relative to men. Because
the ingested alcohoal is distributed in total body water and women have propor-
tionately less water in their bodies, the alcohol isless diluted, thus increasing the
BAC. Aswomen age, there is a further increase in the body ratio of fat to water,
enhancing the increased sensitivity to alcohol. Also, first-pass metabolism of a-
cohol at the gastric level occurs at lower rates in women. Even women who do
not abuse a cohol have lower quantities of the enzyme alcohol dehydrogenase in
their gastric mucosa, metabolizing less of the alcohol they ingest, compared to
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men. Thus, women’s bodies absorb more of the alcohol they drink than do men’s
bodies, which further contributes to the increased BAC in women. In alcoholic
women, thereisafurther decreasein gastric alcohol dehydrogenase, and virtually
al of the alcohol ingested is absorbed (9). Whereas a man given a standard
amount of absolute alcohol devel ops the same BAC on each occasion, awoman's
BAC varies from day to day. Some but not all studies have found variation ac-
cording to the menstrual cycle, with higher BAC in the premenstrual phase. Thus,
agiven dose of alcohol may produce more unpredictable BAC in a woman com-
pared to a man. Women may also have more intense reactions when drinking the
same amount as men, as acute al cohol toleranceisless marked in women (10). As
mentioned above, this greater sensitivity to ethanol is thought responsible, at
least in part, for the telescoping of the course of acoholism in women.

Women aso react differently to cocaine than do men, but the direction of the
differences and their explanation are not clear. Greater subjective response in women
than in men after intranasal cocaine administration has been reported, whereas
higher and faster subjective responses, accompanied by higher plasma levels, in
men than in women have also been observed. Others have found higher cocaine
plasma levels in the follicular than in the luteal phase among women, athough
these levels were not accompanied by a higher subjective response to cocaine. It is
hypothesized that the nasal mucosa of women in the [uteal phase is more viscous,
leading to decreased cocaine absorption and decreased plasmalevels (11).

There has been less research on gender differencesin the pharmacol ogic effects of
other drugs, but there is evidence that the intensity of the acute response to cannabis
and opiates may be influenced by sex hormones (11). Regarding tobacco, even with
similar daily smoking patterns, women exhibit lower nicotine plasmalevels, but they
inhale more frequently and more intensely to achieve the same nicotine intake (12).

HEALTH CONSEQUENCES

Alcohol abuse is clearly associated with increased morbidity and mortality in
women who drink excessively, compared both to women in the general popula-
tion and to a cohol-abusing men. Women are at increased risk for hypertension,
malnutrition, anemia, cardiovascular disease, fatty liver, cirrhosis, gastrointesti-
nal hemorrhage, peptic ulcer, breast cancer, subarachnoid bleeding, decreased
brain volume, and poor performance on attention and visuospatial tasks, to name
afew conditions. Several of these problems develop faster and with lower total
alcohol intake in women compared to men. It is possible that women's greater
sensitivity to alcohol effects plays arolein the increased morbidity and mortality
observed in women who abuse alcohol compared to men who abuse alcohol (13).
Although less studied, drugs other than alcohol (but commonly taken to-
gether) may directly or indirectly affect women's health. Intravenous injection of
drugs is a potent risk factor for HIV infection, hepatitis B and C, syphilis, and
other sexually transmitted diseases. Substance-injecting women combine two im-
portant risk factors: unprotected sex with an injecting partner and needle sharing.
Drug injection and unprotected sex are more common when either or both part-
ners are under the influence of alcohol or other drugs. Panic attacks are reported
to be more frequent among women who smoke cannabis than among men (8).
The increase in tobacco smoking among women has led to renewed interest in
the health-related consequences of its use. Women smokers are at increased risk
for impaired immune response, cardiovascular disease, and cancer of the lung and
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bladder. This gender difference is due to a higher susceptibility to tobacco carcino-
gens in women. Recently, lung cancer mortality rates have risen to surpass breast
cancer as the most frequent cause of death related to cancer among American
women, whereas deaths associated with lung cancer in men have decreased (14).
In women, tobacco smoking is also associated with increased rates of breast, ovar-
ian, and cervical cancers.

EFFECTS ON SEXUAL FUNCTIONING
AND THE REPRODUCTIVE SYSTEM

Heavy drinking is associated with several sexual and reproductive problems, in-
cluding anovulation, decreased gonadal mass, and infertility. These problems seem
to be due to increased testosterone plasma level s produced by increased rates of an-
drostenedione conversion to testosterone in women'’s alcohol-damaged liver (10).

Sex responsiveness is impacted differently by alcohol in women and men. In
women (but not in men), there is a negative association between the subjective ex-
perience of sexual arousal and the body’s physiologic response, as measured in the
laboratory, following alcohol ingestion. Although women reported feeling more
aroused sexually, their actua physiologic response was significantly depressed in a
dose—response relationship with the BAC. Similarly, it is more difficult for women
to reach orgasm after drinking (latency islonger and intensity is decreased) (10).

Cocaine-induced hyperprolactinemia is involved in several changes in the
menstrual cycle. Amenorrhea, galactorrhes, infertility, luteal phase dysfunction,
and increased levels of luteinizing hormone have been reported. Conversely,
cannabis use during the luteal phase produces transient but significant decreases
in plasma levels of prolactin and luteinizing hormone (8). Nicotine inhibits the
release of prolactin and luteinizing hormone. This may be the basis for the ob-
served relationship between tobacco smoking and menstrual alterations, fertility
problems, and early menopause among women smokers (15).

EFFECTS ON PREGNANCY AND OFFSPRING

Alcohol use during pregnancy poses significant risks for both the pregnancy and
the offspring. Fetal alcohol syndrome (FAS) is currently the third most common
cause of mental retardation in the United States after Down syndrome and spinabi-
fida, and it is the only diagnosis among the three that is completely preventable.
The estimated prevalence is 1 to 3 cases per 1,000 live births, and increased risk is
associated with binge drinking, increased maternal age, and increased parity. The
full syndrome is characterized by prenatal and postnatal growth retardation, central
nervous system abnormalities (including microcephaly), facia dysmorphisms
(with maxillary hypoplasia, shortened palpebral fissures, and epicanthal folds), and
cardiac abnormalities. Other fetal acohol effects may not be recognized if the full
syndrome is not manifested; they include spontaneous abortion, reduced birth
weight, and behavior changes (16). Safe levels for alcohol consumption during
pregnancy have not been established and probably vary with the individual. Drink-
ing during the breastfeeding period is associated with small but measurable negative
effects in the newborn. Therefore, the most common recommendeation for pregnant
or nursing women (or those trying to get pregnant) is abstinence from alcohol (17).
If a pregnant woman has been drinking heavily, interrupting the acohol intake as
early as possible improves the birth weight and health of the offspring.
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Studies of the effects of cocaine use in the perinatal period document increased
rates of obstetric and postpartum complications. These include abruptio placen-
tae, meconium staining, premature rupture of membranes, and reduced birth
weight and height. Although these effects have been studied extensively, it is dif-
ficult for researchers to distinguish direct effects of cocaine from confounding
factors such as concomitant substance use (particularly acohol, opiates, and to-
bacco), poor nutrition, maternal age, and lack of appropriate prenatal care. In ad-
dition, long follow-up periods are needed to clarify whether these developmental
effects of cocaine (both motor and cognitive) are transient or long-lasting (18).

Regular cannabis use during pregnancy has also been associated with obstetric
problems (such as abruptio placentae, prematurity, and low birth weight). Long-
lasting cognitive abnormalities (particularly attention deficits), impulsivity, and
hyperactivity in the offspring have been reported. Being highly lipophilic, tetra-
hydrocannabinol (THC), the most active ingredient in cannabis, may accumulate
in fat tissue for several weeks. Similar to cocaine, the effect of cannabis use dur-
ing pregnancy is significantly increased by other variables related to the user’s
social environment (19).

A characteristic withdrawal syndrome is often seen in infants born to mothers
who used opiates in the perinatal period. Seizures, sleep abnormalities, feeding
difficulties, and weight loss have been reported. Treatment includes administer-
ing opiates to the newborn. Other possible approaches are giving sedatives,
clonidine, and benzodiazepines. Swaddling these infants is also helpful. During
pregnancy, opiate-dependent women should be stabilized with methadone or
buprenorphine rather than detoxified. The dose of methadone should be adjusted
to the lowest effective dose but may have to be increased later in pregnancy when
the woman’'s body mass has increased. This approach is associated with im-
proved outcomes (20). Treatment with buprenorphine during pregnancy has not
been researched extensively, but studies show promising results, with reduced
neonatal withdrawal because of the low placental transference of the drug (21).

Tobacco smoking during pregnancy is associated with many different compli-
cations. Premature delivery is related to its stimulating effects on oxytocin.
Smoking increases the risk of fetal growth retardation, sudden infant death syn-
drome, low birth weight and height, and hypertension. Also, long-term impair-
ment of lung function has been described even when other confounders are taken
into consideration (22).

It isimportant to evaluate the substance use history of every pregnant woman.
Even if she has discontinued use during pregnancy, a woman with an undetected
substance use disorder is likely to relapse after delivery, and her disease will sig-
nificantly interfere with maternal—infant bonding and the woman'’s ahility to be an
adequate mother (23).

SOCIOCULTURAL FACTORS

Sociocultural factors, particularly the intense stigma attached to alcoholic and
addicted women, show a complex interaction with substance use in women.
Although they can prevent girls from starting to use substances, they also have a
profound impact on the self-esteem of those women with an already established
pattern of substance abuse or dependence and on professionals’ ability to detect
their problems. Consequently, the same socia standards that confer protection to
women by deterring them from drinking heavily or using illicit drugs may pre-
sent a barrier to an addicted woman accessing appropriate care.
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Society has aways condemned women’s drinking more than men’s. In fact,
men are encouraged to drink socially. Consider, for instance, the fact that the ex-
pression “drunk as a lord” has no equivalent, “drunk as a lady.” Further, women
who drink or use drugs are seen as more sexually available and promiscuous. Even
in cases of violence, women victims are seen as having at least “cooperated” or
brought about the occurrence if they had been drinking or under the influence of
other drugs. Alcohol and other substance use are known to be involved in most
cases of violence directed toward women (including domestic violence) (24).
Also, substance use in women is associated with victimization; in some a vicious
cycle occursin which traumaleads to the development of a substance use disorder
and substance use puts the woman at increased risk of further victimization (25).

Social pressure toward beauty and a slim body influences women’s substance
use choices. Many substances (such as cocaine, amphetamine, and nicoting) may
be used in an attempt to control body weight. A concurrent eating disorder (bu-
limia or anorexia nervosa) may be present as well (26).

Doctors are also more likely to prescribe tranquilizers for women than for men
to treat several symptoms (depression, anxiety, seep problems, and pain). A pro-
portion of women who take tranquilizers, some of whom may have undiagnosed al-
cohol dependence, may develop dependence on the prescribed drugs (27). In part
because of the guilt and shame experienced by substance-using women and in part
because of the lack of proper training of health professionals in detecting these
problems, many of these women are incorrectly diagnosed and are treated for con-
comitant physical or emotional complaints while the substance use continues.

GENETIC FACTORS

Itiswell known that both genetic and environmental factors contribute to the de-
velopment of substance use disorders. The impact of these factorsis significantly
different in women than in men, however. Studies of twins have shown that for
alcoholism, the genetic influence is stronger for men than for women, whereas
epidemiologic studies estimate a similar heritability across genders, explaining
50% to 60% of overall variance. The sources of the genetic influence, however,
may not be the same (10).

Twin studies have also shown that the role of genetics in the development of
drug use and drug abuse or dependence may be less significant than in alcohol
dependence. Environmental factors seem to play a more important role both in
drug use initiation and progression, regardless of gender. However, the genetic
influence for drug use and abuse or dependenceis larger for men than for women,
with estimated heritabilities of 33% for men and 11% for women. There is evi-
dence that genetic factors may have a more significant influence in smoking initi-
ation among women. In women, initiation of illicit drug use (e.g., cannabis and
cocaine) is shaped more by environmental than genetic factors, but genetic factors
have the strongest impact in the progression from experimental use to patterns of
abuse and dependence (8).

PSYCHOLOGICAL FACTORS

Many of the psychological factors involved in substance use among women are
the same as discussed in the chapter about substance use in adolescent girls (see
Chapter 10 of this book), including the impact of self-esteem and trauma issues.
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Rates of psychiatric comorbidity are significantly higher for women than for
men with substance use disorders, specifically mood disorders (such as mania and
depression), anxiety disorders (such as phobias and post-traumatic stress disorder),
and drug use disorders, probably associated to use of tranquilizers. Women with
drug use disorders are also at higher risk for dysthymia, obsessive compulsive dis-
order, and panic disorder, whereas men present higher rates of antisocial personal-
ity disorder, pathologic gambling, and attention deficit hyperactivity disorder.

Like adolescent girls, adult women are more likely to have primary psychiatric
disorders with secondary substance dependence, whereas in men the substance
use disorder is more often primary. When a diagnosis of primary psychiatric dis-
order (for example, mgjor depression) and secondary substance use disorder is
present, the patient should be treated intensively for both disorders. She should
also be carefully monitored for recurrent depression during remission from her
substance use disorder. When the depression is secondary and a substance use
disorder is primary, the depression is more likely to remit spontaneously as re-
covery is established and less likely to recur in the absence of relapse into sub-
stance use.

Psychiatric comorbidity aso has animpact on the treatment outcome for women
with acohol dependence. For instance, if both depression and acohol disorder are
treated appropriately, a lifetime diagnosis of depression is associated with a better
short-term prognosis of the alcohol disorder in women as opposed to men (28).

TREATMENT

Improving the early detection of substance use problems among women is criti-
cal in enhancing treatment effectiveness. Gender-sensitive screening tools, the
best example of whichisthe“ TWEAK test,” should be part of the general assess-
ment in al primary care settings. The TWEAK (29) consists of one quantity
question and four yes/no questions that can easily be incorporated into the assess-
ment interview. A total of two or more points indicates that a drinking problem
may be present (see Table 13.1).

TABLE 13.

TWEAK Screening Tool for Alcohol Use

Do you sometimes drink alcoholic beverages? If you do, please continue this

questionnaire.

T Tolerance: How many drinks does it take before you begin to feel the first effects of the alcohol?

(Record number of drinks)

Eye-Opener: Do you sometimes take a drink in the morning when you first get up?

=~>»ms

Cut-Down: Do you sometimes feel the need to cut down on your drinking?

Worry: Have close friends or relatives worried or complained about your drinking in the past year?

Amnesia: Are there times when you drink and afterwards you can't remember what you said or did?

Scoring key: T: 2 points for 3 or more drinks; W: 2 points for a yes; £, A, K: 1 point for a yes. A total of two or more points indicates

that a drinking problem may be present.
Reprinted with permission from: Russell M, Martier SS, Sokol RJ, et al. Screening for pregnancy risk-drinking. Alcohol Clin Exp Res
1994;18:1156-1161.
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Treatment modalities for substance use problemsinvolve different levels of inten-
sity, ranging from a brief physician advice for nonpregnant women with risky
patterns of ingestion to more specialized approaches for women with abuse or de-
pendence (30). Before developing an individualized treatment plan and obtaining
the agreement to it, the health professional should perform an extensive medical
and psychiatric assessment of the woman. These are important given women'sin-
creased rates of substance-related medical problems, psychiatric comorbidity,
and suicidal ideation. The prescription of potentialy addictive medications and
the supplying of large amounts of medications (particularly antidepressants)
should be avoided.

The phases and goals of treatment are similar to those outlined for adolescent
girls (see Chapter 10). The adult Patient Placement Criteria published by the
American Society of Addiction Medicine are useful in determining the appropri-
ate level of care (31). Detoxification, although not treatment in itself, is a critical
first step. For the woman patient, detoxification needs to take in consideration
that polydrug use is frequent (particularly concurrent use of prescribed medica-
tions). A pregnancy test is useful in defining treatment options in women of
childbearing age. During the detoxification period, whether inpatient or outpatient,
it isimportant to educate the patient about her disease and motivate the patient to
continue treatment.

Therapeutic strategies for continuing treatment include psychoeducation, indi-
vidual and group counseling, and psychosocial and pharmacologic interventions.
The fact that these are performed in outpatient, inpatient, and residential settings
underscores the importance of a multidisciplinary team and network referral sys-
tems. Women-only treatment settings may be especially attractive to women with
trauma and violence issues. Women who are pregnant should be given priority in
admission. Linking them with good obstetric care and dietary counseling will im-
prove the outcome of the pregnancy. Both they and women with children, many of
whom are single parents, have aneed for child care services and for parenting train-
ing. Many of them grew up in chaotic families affected by substance abuse and
have poor role models in parenting. Other family members should also be involved
in treatment as much as possible, since awoman’s substance use is frequently influ-
enced by that of her partner and by the well-being of her children (32).

Mutual help groups, such asAlcoholics Anonymous and Narcotics Anonymous
(and Al-Anon and Nar-Anon for family and friends), are important elements of a
comprehensive approach. Women-only groups are available in many areas.

Medications such as naltrexone and acamprosate may be helpful in reducing
alcohol consumption in individuals with alcohol dependence, as an adjunct to
psychosocial strategies (33). Unfortunately, most pharmacologic studies fail to
analyze data by gender despite the fact that women and men may respond differ-
ently (34,35). Naltrexone, an opiate antagonist that blocks the effects of opiate
drugs, is useful in highly motivated opiate-dependent women involved in struc-
tured programs with agreat deal of support (for example, doctors, nurses, or attor-
neysin an impaired professionals program), but patients with less monitoring and
support often discontinue its use. For other opiate-dependent patients, opiate ago-
nist treatment with methadone or buprenorphine is an option. These long-term
treatments are particularly suitable for women who have failed at abstinence-
based treatment and are motivated to abstain from all drugs of abuse; the medica-
tions block the effects of opiates but do not block the effects of alcohol, sedatives,
stimulants, and other drugs. Long-term psychosocial intervention and treatment
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for comorbid psychiatric disorders are both essential for the success of these
treatments.

Pharmacologic treatment is also effective in increasing the rate of smoking
cessation. It includes various forms of nicotine replacement therapy (such as
patch, gum, or spray) and bupropion (an antidepressant effective in reducing the
craving for nicotine). Depressive symptomatology (either current or past) poses a
unique challenge to women attempting to quit smoking. Treatment for depression
may substantially improve long-term cessation rates. It is also important to time
smoking cessation attempts to a woman’s menstrual cycle because withdrawal
symptoms may be superimposed on premenstrual symptomatology, making quit-
ting smoking more difficult (32).

PREVENTION

Factors useful in preventing substance use disorders in adolescent girls (see
Chapter 10 of this book) are also preventive for adult women. In addition, it is
important to offer assistance to women who are undergoing stressful life experi-
ences such as separation, divorce, retirement, or widowhood, or who are caring
for adisabled child or older relative. Counseling that is combined with education
(about the use of substances as a coping mechanism leading to dependence) will
prevent later-onset substance dependence. Women in general should also be edu-
cated about the correct way to use prescription medications that may be addictive
and about women'’s special sensitivity to alcohol. Strategies aiming to reduce
harm are additional public health alternatives to lessen the burden of substance
abuse among women. An example of such a strategy is a program designed to re-
duce illness without necessarily stopping substance use immediately, such as
needle and syringe exchange and condom distribution coupled with health infor-
mation delivery, testing, and referral to specific services.

In sum, this chapter reviews topics of substance abuse as they relate to women.
Whereasit is clear that further research is needed in several areas, our current public
policies should better reflect the accumulated knowledge of the factors influencing
substance use, abuse, and dependence among women.
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HISTORY OF PSYCHOSIS: A FEMALE PERSPECTIVE

Psychiatric history reflects the thoughts and views of philosophers, clerics, and
clinicians, predominantly male. The dominant paradigm is male. In order to un-
derstand current concepts regarding women and psychosis, it is important to
learn about the history of psychiatry from a female perspective. The search for
historical contributions from early female thinkers yields little. Interestingly, the
famous female patron saint of the mad, St. Dympna, gained her status by mishap.
St. Dympna was a seventh-century martyr who fled from Ireland to Belgium to
escape the incestuous desire of her father. He caught her and struck off her head
in his fury at her rejection. This was observed by severa “lunatics,” who were
immediately shocked into sanity. She then earned the title of “protectress of the
mad,” and favorable changes in psychosis were attributed to her intercession.
This myth contains several messages about the associations between women and
madness. Unlike many male saints, St. Dympna was a victim and not a powerful
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person in her own right. The accidental but beneficial outcome for the mad pa-
tients conferred martyr status on St. Dympna but enshrined her role as passive. To
this day, many inpatient units around the world are called St. Dympna's Ward.

The twelfth century and other middle ages saw the devastating persecution of
women, in particular women with menta illness, through the notorious witch
hunts. For women, the consequence of psychotic symptoms was in many in-
stances a painful death. A famous religious visionary in the twelfth century was
Hildegard of Bingen. She wrote extensively about gender differences, sexuality,
and medicine with a particular regard for women suffering from psychotic disor-
ders. Hildegard claimed her revolutionary treatments for psychosis were trans-
mitted to her in “dreams’ and were in fact the ideas of the current pope. In this
way she cleverly avoided persecution for witchery, which would have been her
fate had she not adopted a passive role. Hildegard of Bingen’s theories about
mental illness in women actually fit our current thinking in that she advocated a
biopsychosocia approach to the etiology and treatment of psychosis.

During the midseventeenth century, rising unemployment and economic crises
throughout Europe led to the building of institutions for the poor, the criminal,
the alcoholic, and the mad. During this “classical age” madness was seen as a
type of mora corruption. Toward the end of the eighteenth century, particularly
in France, industry was growing and workers were needed. Thisled to the release
of psychiatric inmates who were capable of working, in particular large numbers
of women deemed less severely mad than their male counterparts. Foucault
claims that, at this time, when disease spread through French towns, the mad
were blamed for the various epidemics and hence doctors became involved with
the insane. Initially, doctors acted as moral guardians for the mad, rather than as
physicians, but a medical interest in psychosis developed over time. The nine-
teenth century saw the proliferation of scientific theories about psychosis, coinci-
dent with the weakening power of the church and the rising importance of sci-
ence. In the Victorian era, English psychiatrists theorized that female insanity
was largely due to the woman overstepping the boundaries of femininity as deter-
mined by Victorian society. By the 1850s, the population of public asylums in-
creased dramatically, with proportionaly larger numbers of women than men.
The Victorians associated female sexuality, deviancy, and madness. Women who
were promiscuous, or who bore an illegitimate child, or those who were sexually
assaulted and traumatized as a result, were seen as “mad” because they posed a
threat to the view of women as passive and sexually innocent. On frequent occa
sions, such women were hidden away in asylums. The number of women as-
sumed to be suffering from mental illnessin the Victorian erawas only partly re-
flected in the number restrained in asylums, since many were confined to attics or
other hiding places. Literary works of the Victorian era, such as Florence
Nightingale's Cassandra, were to some extent semi-autobiographical accounts,
and some portrayed the female perspective about the plight of the mad woman.
The madness of Bertha, one of the main charactersin “Jane Eyre,” was linked to
her sexuality, and her worst episodes were related to her menstrual cycle. In the
novel, Berthawas managed by confinement to a windowless attic and was treated
asabrutish animal. This novel had a profound effect on Victorian readers, includ-
ing psychiatrists, who subsequently advocated asylum trestment for women in
preference to isolation at home.

Darwin’s theories of biologic sex differences gave scientific confirmation to
the Victorian ideals of femininity. In The Descent of Man, Darwin described dif-
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ferences in mental powers of the two sexes. He claimed that, through natural se-
lection, man had become superior to woman in intellect, courage, and inventive
genius. Henry Maudsley, a notable Victorian era psychiatrist and the editor of
the journal Mental Science, was profoundly influenced by Darwin's theories.
Maudsley’s view was that higher education of women directly contributed to
their mental illness.

During the latter part of the nineteenth century, the feminist movement gath-
ered momentum, with women campaigning for access to universities, the profes-
sions, and the vote. Many of these women were labeled mentally disturbed, and
the diagnosis of hysteria rose in prominence. A strong association was made be-
tween rebelliousness and nervous disorders, and there are documented cases of
radical women being committed to asylums with symptoms of “overeducation
and rebelliousness.” One such case was that of Edith Lancaster, described as an
honors student at London University working for the Social Democratic Federa-
tion in 1895, who was committed to a private London asylum by her father after
she began to live with a young railway clerk. The doctor involved explained that
her opposition to conventional matrimony and her overeducation were the causes
of her insanity. The diagnosis of hysteria, known as the “daughter’s disease” was
also understood as a mode of expression for women deprived of social and intel-
lectual outlets.

Freud attributed hysterical symptoms to sexua conflicts. Through Freud's
work, the female patient’s voice became audible. Following World War I, psychi-
atric attention turned again toward the psychotic disorders—grouped under the
heading of “dementia praecox” by Kraepelin in 1896. Kraepelin believed that
psychological dysfunction, “aloss of inner unity of intellect, emotion and voli-
tion,” was secondary to organic brain changes. Kraepelin's theory was modified
by Eugene Bleuler, who suggested the term “schizophrenia’ in 1908. Bleuler be-
lieved the primary problem was an organic loosening of associations, which was
the substrate for subsequent psychological mechanisms resulting in delusions
and hallucinations. During the 1920s and 1930s, the concept of schizophrenia be-
came much looser and acquired a strong social component that included adoles-
cent turmoil, cultural maladjustment, and political deviation. In this era, the
woman with schizophrenia became a central cultural figure, a symbol of linguis-
tic, religious, and sexual breakdown. Yeats's poem “Crazy Jane” in the 1930s and
other literature such as “The Mad Woman of Chaillot” in 1945 depicted psy-
chotic women as symbols of repression by society. WWomen were overrepresented
in the number of asylum inpatients in the 1940s and received the mgjority of or-
ganic treatments (insulin and shock therapies). Since 1941, most of the 15,000
leucotomies and |obotomies performed have been on women.

By the 1960s, the feminist movement had grown and found favor with an-
tipsychiatry groups (e.g., R. D. Laing). By the early 1970s, feminists became dis-
enchanted with the antipsychiatry movement, and the early 80s saw the beginning
of deinstitutionalization, a worldwide phenomenon of downsizing mental hospi-
tals. The deinstitutionalization process has meant that many psychiatric patients
in previous long-stay hospitals are now treated in general hospital units with an
emphasis on community-based treatment. This has no doubt improved the quality
of life of asignificant proportion of patients with mental illness but has raised an-
other issue for women in general—the burden of care. Sedgwick described
women as being tied to “traditional servicing roles for their disabled kinfolk
. . . the reinforcing of an archaic sexual division of labour”(1). The 1990s and
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onward have seen the further growth of neuroscience technologies. This has, in
turn, impacted on psychiatric research and, in particular, on schizophrenia re-
search. Newer treatments have been developed, and there is greater understand-
ing of brain impairment in psychosis. The consideration of differences between
the sexes in schizophrenia has also received new attention. Sex differences in
brain development, organization, and, eventually, degeneration are relevant to un-
derstanding sex differences in schizophrenia. Understanding sex differences in
the experience of schizophrenia becomes increasingly important as the efficacy
of newer treatments is being assessed.

EPIDEMIOLOGY OF FEMALE SCHIZOPHRENIA

Itisalmost universally accepted that schizophreniafirst manifests at alater mean
age in females than males. Most of the epidemiologic findings come from the
Danish Case Register and the Central Institute of Mental Health, Mannheim,
Germany (2—4). The mean age of onset of schizophreniain women is now estab-
lished as being between 5 and 10 years later than in men. Another well-
documented sex difference is in the course and outcome of schizophrenia. Many
studies report that women have a more benign course of illness than men (5).
Overall, women show fewer negative symptoms, better social adaptation, and
treatment response at relatively lower dosages of antipsychotic drug (6). How-
ever, social stressors such as homelessness, poverty, and victimization can create
avery poor quality of life for women with psychotic illness (7).

THEORIES OF ETIOLOGY: A SEX-BASED APPROACH

NEURODEVELOPMENTAL THEORIES

Normal sexual dimorphisms in brain structures have been demonstrated in many
animals, including humans (8). The male preoptic nucleus is larger than the fe-
male's, with more cells and larger cells. There is a higher density of neuronsin
the orbital area of females than in males and the planum temporale shows more
right/left shape asymmetry in males.

The question of whether structural cerebral changes are pathognomonic of
schizophrenia and inevitably progressive remains controversial. Many studies
suggest that the extent of these structural changes differs widely depending on
the imaging methods employed, individual characteristics, and the size of the
sample studied. A variety of cerebral structures have been investigated, including
the hippocampal formation, the cerebellum, and the basal ganglia. A majority of
studies have focused on the frontal and temporal 1obes. Some find no significant
prefrontal cortex gray matter, white matter, or total volume changes in persons
with schizophrenia compared to controls, but Bachmann et al. found a decrease
of frontal lobe volume in people with first-episode schizophrenia (9). In other
work, such as that by Pantelis et al., significant changes relative to controls have
been found in the hippocampal volume of prepsychotic persons (10). An impor-
tant variable that is often overlooked in structural cerebral imaging studiesis the
need to compare male patients with male controls and female patients with fe-
male controls.

The volume of the caudate nucleus increases over time in first-episode pa-
tients who receive treatment with conventional antipsychotic medication. This ef-
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fect is dose dependent and associated with younger age at the beginning of the
illness (11). Moreover, a direct effect of conventional antipsychotics on the D,
dopamine receptor system, with receptor up-regulation has also been described in
functional imaging studies (12). Treatment with atypical antipsychotics does not
cause volume increases in the caudate (13).

The main conclusion isthat there is no convincing evidence that schizophrenia
in either sex is accompanied by a progressive loss of global cerebral tissue. Re-
gional changes of frontal and temporal lobe volumes may occur in subgroups of
patients and may be related to certain stages of the disease (14).

GENETICS OF SCHIZOPHRENIA AND RELATED DISORDERS

The clinical phenotype of schizophreniais a highly complex entity with multiple
neurochemical, physiologic, and psychological features. Different brain path-
ways may be under the influence of different susceptibility genes or environmen-
tal factors. The investigation of the expression of thousands of genesin mRNA
tissue has recently become feasible (15). Iliness can be caused by specific se-
guence anomalies in the DNA (genetics) or by heritable changes in gene expres-
sion occurring without necessarily altering DNA sequence (epigenetics) (16).
The main known epigenetic mechanisms are inactivation of genes via methyla-
tion or acetylation. It has been suggested that schizophrenia has an epigenetic
basis (17). The systematic search for vulnerability genes offers strategies for dis-
ease—gene identification in schizophrenia.

HORMONAL ASPECTS OF THE ETIOLOGY OF SCHIZOPHRENIA

By and large, it is agreed that schizophrenia is a postpubertal disorder in both
males and females. Thus, it isimportant to understand the effect of the HPG axis
hormones, particularly estrogen and testosterone, on neurotransmitter systemsin-
volved in schizophrenia. In neonatal and adult rats, Behrens et al. studied the ef-
fects of estradiol and testosterone on cataplexy induced by the dopamine antago-
nist, haloperidol (18). Ferretti et a. found that estrogen administration had little
effect on dopamine D, receptors but that D, receptor density fell in response to
low-dose estradiol (19). Fink and colleagues have also shown that estrogen in-
duces a significant increase in 5-HT,A receptors and the serotonin transporter
(SERT) inregionsin the rat forebrain that mediate mental state, mood, cognition,
memory, emotion, and neuroendocrine control (20). Estrogen may protect against
psychotic symptoms by way of its actions on the 5-HT,A receptor, SERT, and the
D, receptor.

SCHIZOPHRENIA IN WOMEN: A LIFE-CYLE APPROACH
EARLY PSYCHOSIS IN WOMEN: POSTPUBERTY TO LATE ADOLESCENCE

During class, in the quiet of the work period, | could hear the street noises

.. . each detached, immovable, separated from its source, without meaning.
Around me, the other children . . . were robots or puppets, moved by an invis-
ible mechanism. On the platform, the teacher, too, talking, gesticulating, ris-
ing to write on the blackboard, was a grotesque jack-in-the-box. . . . An awful
terror bound me; | wanted to scream. (21)
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This is an excerpt from an autobiography of a girl with schizophrenia during
what we would now call the early psychosis phase.

The peak period of onset for men with schizophreniais 18 to 25 years of age
and, for women, 25 to midthirties (3). The size of the age difference depends on
the strictness of the criteria for defining the case (2). In early adolescence, the
male:female onset ratio is generally 2:1 (22). Approximately 3% to 10% of
women have an age of onset greater than 45 years (rare for males) (22). Using an
admixture analysis technique, Castle et a. re-analyzed the Camberwell data set;
their main findings were that the early-onset peaks showed a marked excess of
males, the middle-onset peak was female preponderant, and the very-late-onset
peak was exclusively female (22). Although the mean is later age of onset of psy-
chosis in women, this does not exclude first-time presentation of psychosis in
adolescent girls. Special care must be taken not to overlook the illness unexpect-
edly presenting for the first time in very young women.

In considering differences between the sexes at first presentation of psychosis,
it has been shown that males are more likely than females to show cognitive
deficits. (See Addington and Schultze-L utter, Chapter 9 of this book.) Femalesin
the general population are more likely than males to show depression, and this
sex difference becomes more pronounced in the pre-adolescent and adolescent
period. Affective symptoms, particularly depression, are associated with a better
prognosis for schizophrenia and psychotic disorders in general (23). Thislink is
consistent with the findings of a more favorable prognosis for women with schiz-
ophrenia (24). At the same time, it appears that depressive symptoms in schizo-
phrenia are at least partially genetically determined. Subotnik found that depres-
sive symptoms in patients experiencing first-episode schizophrenia were
predicted by the rate of affective disorder in biologic relatives (25). For a number
of different reasons, the premorbid functioning of young women has been shown
to be superior to that of young men in domains of socia functioning and cogni-
tive functioning and academic and work achievement (26).

The early detection of schizophrenia in women poses specific problems for
the clinician. The early presentations by women with psychosis can be com-
monly misdiagnosed as depression, and, often, women are treated with antide-
pressant medications before psychosis symptoms are recognized. Young women
who are inappropriately treated at the start of illness may not have as good an
outcome from the treatment. In recent years, evidence has increasingly emerged
that delay in starting treatment with antipsychotic drugs is associated with a
poorer outcome in alarge number of domains (27). Some of the factors that con-
tribute to the difficulties in the early diagnosis of schizophrenia or psychosisin
female patients include the relative lack of classical positive symptoms, the ex-
pectation of a later age of onset, the prominence of affective symptoms, shelter-
ing by protective families, infrequent exposure to routine screening (as in mili-
tary settings), and, often, the clinician's lack of appreciation of atypical
presentations (28). Assessment strategies outlined by Power and McGorry for all
first-episode psychosis patients include taking a careful history, assessing the pa-
tient’s risk, and performing a physical assessment (29).

BIOLOGIC TREATMENTS AND PSYCHOSOCIAL ISSUES

With the advent of the newer or atypical antipsychotic drugs, the number of sig-
nificant side effects has lessened, particularly female-specific endocrine side



Psychotic Disorders in Women 197

effects. However, there are some special dose and adverse event profiles that need
to be considered. Currently, many new drug trials do not include equal numbers
of females because of researchers realistic concerns about the potential terato-
genicity of anew drug. Asaresult, once a new antipsychotic medication has been
approved, it could be prescribed in wrong dosages for women. In addition, the
concomitant use of sex steroids for contraception is often overlooked in preclini-
cal drug trials. Estrogen and progesterone affect drug kinetics as well as affecting
multiple domains of mental function (30). Several studies now suggest that
young women require lower dosages of antipsychotic medication than do men
and older women (31). In astudy of first-episode patients, 87% of the women but
only 55% of men achieved remission of symptoms with a standard dosage of
fluphenazine hydrochloride (32). The sex difference in response to atypical an-
tipsychoticsis yet to be clarified. For both men and women, evidence has shown
superior efficacy of clozapine, risperidone, and olanzapine over the older drugs,
particularly for negative symptoms but also for positive symptoms, as well as a
lower risk of extrapyramidal side effects (33). The new antipsychotic medications
are now considered first-line therapy in all phases of schizophreniafor both men
and women.

The safety of the new antipsychoticsin early pregnancy is still unknown. Side
effect profiles of the novel antipsychotics may include hyperprolactinemia,
weight gain, and an increased propensity for diabetes. Many women treated with
antipsychatic drugs experience sexua problems. The young adolescent female
may be especially reluctant to reveal sexual difficulties. Concerns about fertility
are widespread among women taking antipsychotic medications, particularly the
younger female patients, and this concern may aso be difficult to report. Since a
young woman may well be prescribed antipsychotic medication for a consider-
able length of time, it is vital that the choice of medication be as free of side ef-
fects as possible. Every effort is required to prescribe the correct type of drug at
the correct dosage in order to ensure the best outcomes, including remission of
symptoms and promotion of general health.

Psychosocial issues should be addressed in the treatment of young women
with first or early episodes of psychosis by means of discussions about contra-
ception, relationship counseling, and assessment of the woman's safety (e.g., the
risk of domestic violence, sexual harassment, assault, or rape). Safety and privacy
issues in the treatment setting and aso in the usual social milieu of the patient
need to be addressed. Ongoing education or work rehabilitation as well as finan-
cial counseling are important foci of therapy. Good general medical health careis
also vital, including routine Pap smears, mammograms, and blood pressure
checks.

The location of optimal treatment is an important consideration. In many
countries today, the preferred location for treatment is the patient’s own home,
with continued follow-up from treatment teams (34). If an inpatient stay is neces-
sary due to the severity of the patient’sillness or the lack of suitable caregivers, it
isimportant to minimize potential trauma by avoiding forced treatments or seclu-
sion. Such interventions often create secondary morbidity such as post-traumatic
stress disorder or depression. Clearly, educating both the patient and family about
theillnessinits early stagesiscritical.

Substance abuse is one of the most common associated problems in first-
episode psychosis and, although male patients appear to be more at risk, sub-
stance useis also common in females (35) Self-medication to cope with distressing
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psychotic symptoms is one explanation for the substance use, but the onset of
psychosisitself may be precipitated by substance misuse. One motivation for on-
going substance use is peer group pressure, a potent factor for the young woman
suffering from early psychosis. A detailed examination of the reasons for sub-
stance misuse and the type of substance involved needs to be addressed in order
to optimize a woman's recovery. Activities of leisure and vocationa rehabilita-
tion are extremely important factors in the maintenance of recovery and the pre-
vention of deterioration (27). Unfortunately, gender-specific rehabilitationisrare,
but every attempt must be made by the clinician to understand the young
woman'’s particular needs in rehabilitation compared to those of her male coun-
terpart.

POSTPARTUM PSYCHOSIS AND ISSUES
FOR MOTHERS WITH SCHIZOPHRENIA

Motherhood is a highly valued role in most human societies, and women have a
basic right to bear children and parent them. However, for some women, mother-
hood resultsin afirst episode of psychosis during the postpartum period; for oth-
ers who aready have serious mental illness, motherhood can exacerbate the ill-
ness though pregnancy can improve symptoms (36). Bearing children raises
many dilemmas that are exacerbated in the case of women with serious mental
illness.

POSTPARTUM PSYCHOSIS

The relationship between postpartum psychosis and schizophrenia is still some-
what complex.

| couldn’t hold my baby girl, the voices told me to strangle her . . . they then
gave me mind draining drugs that took away the voices, but sucked out my
soul. I wasawalking corpse. . . . How could | be normal with my baby, when
that social worker was watching me, checking if | was a good mother? Could
you be normal knowing she could take away your baby? (37)

Postpartum psychosis is the most severe postpartum mood disorder. It isrela-
tively rare and reported to occur in only one or two of every 1,000 women (38).
The main feature of the psychotic episode is that it appears within a few days
after birth or, at most, within three weeks. The majority of postpartum psychoses
fall into the category of major depression with psychotic features or bipolar dis-
order. Brief reactive psychoses and schizophrenia also occur but are less com-
mon. Postpartum psychosis symptoms include halucinations, altered redlity,
delusions, rapid mood swings, insomnia, and, often, abnormal thoughts about
harming the newborn child. Postpartum psychosisis associated with a 4% rate of
infanticide and 5% rate of suicide (39). The outcome for women suffering post-
partum psychosis varies, but most researchers agree that approximately 65% of
women subsequently experience psychotic episodes not related to further preg-
nancies and deliveries (40). Benvenuti et al. have reported that up to two thirds of
women with one episode of postpartum psychosis experience symptom relapsein
subsequent pregnancies (41).
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MOTHERS WITH SCHIZOPHRENIA

In arecent survey of women with schizophrenia undertaken by Hearle et ., 59%
of the women (i.e., 65 of 110 women surveyed) were mothers (42). The 110
women had had atotal of 257 pregnancies, resulting in 198 live births. A total of
134 of the pregnancies (52%) had been unplanned. Of the unplanned pregnan-
cies, 25% had ended in termination. None of the planned pregnancies had been
terminated. Sixteen percent of the mothers reported that at least one of their psy-
chiatric admissions had occurred within six months of the birth of one of their
children. This study highlights the many special issues concerning reproduction
for women with schizophrenia. It is an understudied area with few clinical guide-
lines. It has been suggested that the rate of pregnancy among women with schiz-
ophrenia has increased since deinstitutionalization (43). Fertility rates may have
improved with the advent of the newer antipsychotic medications that do not im-
pact on the hypothalamic gonadal axis in the same way as some of the older
drugs did.

As a consequence, it becomes increasingly important to consider the special
needs of women with schizophrenia: preparing for pregnancy, antenatal care, the
postpartum period, and motherhood. Given that good antenatal care is an impor-
tant primary preventive approach to most neurodevelopmental illnesses, it is es-
pecially important for the pregnant woman with schizophreniato receive optimal
antenatal care. Fetuses genetically predisposed to schizophrenia have a special
vulnerability to antenatal or perinatal brain damage (44). Women with schizo-
phrenia require good advice about nutrition, stopping smoking, and receiving
regular medical checkups throughout the pregnancy. It has been shown that
women with schizophrenia tend to have poor attendance records at antenatal vis-
its (45). Good follow-up for pregnant women with schizophrenia remains a spe-
cial need.

Mental health clinicians lack good-quality data on the use of antipsychotic
medications in pregnant women. In particular, data on the use and outcomes for
women who have been treated with novel antipsychotic medications are unclear,
and the concerned clinician may often cease treating a woman with an effective
antipsychotic because of fear of teratogenicity. Because of this, and despite the
putatively positive effects of estrogens during pregnancy, the patient may be at
risk of relapse during pregnancy and, in particular, during the postpartum period.
Thereis an urgent need for guidelines for preconception counseling and for man-
agement and care during pregnancy and lactation. Contraceptive issues need to
be addressed with women with schizophrenia who seek assistance in avoiding
unwanted pregnancies. Those who do become pregnant require optimal support
to ensure safe delivery of a healthy child and optimal mental health in the patient
herself (46).

Parenting Assistance for Mothers with Schizophrenia
In the study conducted by Hearle et al., questions about child care were asked of
parents with severe mental illness (42). Of the sample of 97 parents, 87% said
they relied on relatives for assistance; 24% relied on friends. What emerged was
that a very small percentage received assistance or interventions specifically re-
lated to child care from government and nongovernment agencies. While it is
clear that the needs of mothers with schizophrenia had much in common with
those of mothersin generd, there were specific areas that required special attention.
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One such area was an inability of mothers with schizophrenia to care for their
children when they were acutely unwell. Other areas included the difficulty of
explaining mental illness to children, respite care, and supportive practical in-
home care (47). Further special issues for mothers with schizophrenia include
the need for optimizing the woman’s quality of life in terms of emotive and
cognitive functioning so that she is able to carry out the demands of the par-
enting role—a role that can be both stressful and satisfying. A common com-
plaint expressed by mothers with schizophrenia is that the antipsychotic
medications they are prescribed cause emotional numbing, decreasing their
ability to bond with their children. Clinicians need to ensure that mothers with
schizophrenia are able to experience the normal range of emotions involved
with a parenting role.

Child safety issues need to be considered but balanced against the stigma and
stresses that the mothers face in their often unexpressed but deeply felt fears
about losing custody of their children. Clinicians have the difficult task of trying,
on one hand, to ensure the safety of the child or children while, on the other hand,
developing a therapeutic relationship with the mother. These mothers may refuse
help from amental health worker, fearing the child will be taken away. Clinicians
need to be sensitive to these complex conflicts in managing a mother with schiz-
ophrenia. A study conducted by McGrath et a. found that, for the mentally ill,
parenthood can be associated with grief, loss, and frustration (48). Only 17% of
offspring in the study resided with their index parents, and many of the parents
expressed a desire for more contact with their children. Ten percent of the parents
reported past interventions related to the care of the child that were implemented
against their will, and nearly one third of the parents said they were reluctant to
seek help with child care because they feared that their children would be re-
moved from them. It isvery clear that service providers need to address these fac-
tors because they impede access to optimal child care. Consumer involvement in
service development may assist in building trust between parents and service
providers.

PSYCHOTIC ILLNESS AT PERIMENOPAUSE AND MENOPAUSE

“No spring, nor summer beauty hath such grace,
As | have seen in one autumnal face’”

—John Donne

Healthy women seem to become generally more action-oriented, confident, and
assertive in middle age, a constellation of characteristics termed “peaceful po-
tency” by Germaine Greer (49). As the average life expectancy in the Western
world increases, more women will spend longer in the perimenopausal and post-
menopausal period. However, for women with established psychosis or predis-
posing vulnerabilities, the autumn years are not kind.

Thereisinternational consensus that a small peak of incidence of schizophre-
nia in women occurs after menopause (2). To explain this, researchers such as
Hé&fner and Seeman suggested that estrogen protects women against schizophre-
nia (50, 51). These two researchers used clinical data and animal studies to sup-
port their hypothesis. With women who have an ongoing established ilIness, there
is consistent evidence of exacerbation during the perimenopausal time (52). First-
episode late-onset schizophreniais unquestionably more common in women than
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in men, afinding that has frequently been replicated (53). Although the late onset
has not been definitely linked to estrogen withdrawal, there is a striking correla-
tion between waning estrogen levels in the fourth decade and the exacerbation of
existing illness or the presentation of new illness.

As women with schizophrenia approach menopause, existing medical condi-
tions may be exacerbated, sometimes because of lengthy treatment with antipsy-
chotic drugs. Hence, it isvital to assess women with schizophrenia carefully asthey
enter menopause and consider the use of hormone therapy or estrogen trestment for
perimenopausal physical symptoms as well as menta state. The current debate
about the use of hormone replacement therapy has focused primarily on its use to
aleviate troubling symptoms of perimenopause or to help prevent osteoporosis.
However, as women with schizophrenia approach menopause, there seemsto be an
exacerbation of their particular psychotic symptomatology, including an increasein
cognitive decline. During the perimenopause, short-term estrogen treatment may
have benefits for the woman with schizophrenia. A careful medical assessment is
needed to weigh the potential improvements in mental state against the woman's
increased risk of breast, ovarian, or uterine cancers due to estrogen therapy. Ongo-
ing medical follow-up isvital for all women but particularly for women with schiz-
ophreniawho are receiving hormone therapy. The symptoms of the perimenopause
include hot flashes, reduced libido, changesin vaginal lubrication, anorgasmia, and
deterioration in working memory and visual memory. Such symptoms along with
menstrual irregularities and deterioration in mental state with exacerbation of hallu-
cinations, delusions, and depressed mood may impair the woman's quality of life
significantly. Women with schizophrenia often suffer iatrogenic early menopause
due to a lifetime of taking antipsychotic medications. The older class of antipsy-
chotic medications led to hyperprolactinemia with secondary estrogen deficiency.
Smoking, asedentary lifestyle, poor nutrition, and obesity have further complicated
the health of women with long-standing schizophrenia.

In recent years, researchers and clinicians have become increasingly aware of
the importance of cognitive deficitsin the poor outcomes for people with schizo-
phrenia. For women with schizophrenia entering the perimenopause, a declinein
cognition is a very serious deficit and one that significantly impairs the woman's
quality of life. Cognition is a general term that describes human information pro-
cessing. It includes higher intellect, psychomotor skills, pattern recognition,
learning, memory, and abstract reasoning as well as language. In women with
schizophrenia in midlife and later life, changes to working memory, long-term
memory, and short-term memory are incapacitating in both social and work set-
tings. Antipsychotic medications cannot completely or reliably reverse cognitive
disturbancesin schizophrenia. Women with schizophrenia often have widespread
gaps in cognitive functioning, but the deficits can be highly variable and individ-
ual. Many women with schizophrenia in midlife describe serious problems aris-
ing from the loss of working memory.

In women who are experiencing severe cognitive decline, perimenopausal
physical symptoms, or deterioration in mental state with either an exacerbation of
psychosis or an increase in affective symptoms, estrogen therapy may produce
significant improvement in mental health and general health domains. We have
demonstrated significant improvement for women with schizophrenia with the
addition of 100 mcg of transdermal estradiol to standard antipsychotic drug treat-
ment (54). In our more recent work, we are also showing improvements in global
cognition with the addition of 100 mcg of transdermal estradiol (55).
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When treating any woman with schizophrenia, it isimportant to carefully con-
sider estrogens and the gonada axis, particularly during perimenopause and
menopause. To date, mental health professionals have been rather remissin their
history taking of menstrual irregularities, amenorrhea, galactorrhea, and symp-
toms of menopause in women with schizophrenia, often to the woman’s detri-
ment. Clearly, there are both general health issues and mental health issues for
the woman experiencing perimenopause and menopause. The possibility of
brain-specific hormonal manipulation to assist in improving the patient’s mental
stateis an exciting proposition and the advent of selective estrogen receptor mod-
ulatorsis anew and welcome devel opment.

CONCLUSION

Schizophreniaisamultifaceted and devastating illness that can substantially dimin-
ish a person’s quality of life. In past centuries, the treatment of women suffering
from schizophrenia and related psychotic illnesses was marked by tragic episodes
from which we need to learn and move forward to gender-sensitive practices. The
use of hiologic treatments in women with schizophrenia needs to rest on an under-
pinning of good biologic research in female patients. New directions such as brain-
specific hormonal manipulation may be welcomed by a significant proportion of
women who suffer from severe psychotic illness. Interventions for women with
schizophrenia need to address psychosocia aspects as well as biologic issuesin a
meaningful manner. Service provision in schizophrenia must take into account the
specia needs of women such as privacy, safety, and accessibility to outreach care,
especidly for mothers with dependent children. There are gaps in service provi-
sion, particularly in the care of pregnant women with schizophreniaand in the pro-
vision of adequate child care and support for mothers with schizophrenia

Overall, the best way to obtain good resultsin the treatment of anyone with se-
vere mental illnessisto tailor the treatment to the individual. The sex of a person
isavery significant individual variable that influences outcome.
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I n cultures where women's sexual pleasure and wish to engage sexualy are endorsed,
there are increasing data on the nature of their sexuality, sexua function, sexua problems
and dysfunction, and the prevalence of genital pain with sexua activity. However, in cul-
tures where sex is considered from the perspective of the man’s pleasure only and the
woman'’s need, preferences, function, enjoyment, and orientation are ignored, we clearly
remain ignorant. The picture presented in this chapter is, therefore, far from complete. Sev-
enty-six percent of 3,300 recently surveyed North American women considered sex mod-
erately or very important; Caucasian, African American, and Hispanic women were more
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likely to deem sex intensely important than were women from China or Japan (1). Of an-
other 987 North American women recently surveyed, 24% reported marked distress about
their sexual relationship or their own sexuality or both (2). Thus problems that interfere
with thisimportant aspect of women’sliveswarrant careful assessment and management.

CHARACTERISTICS OF WOMEN'’S SEXUALITY
THE SUBJECTIVE EXPERIENCE IS PARAMOUNT

Determinants of women'’s distress about their sexual relationships and about their
own sexuality have recently been studied (2). The subjective response, defined as
feeling emotionally close to her partner, feeling pleasure, not feeling displeasure,
or feeling indifferent, had the most significant effect of a number of variables.
This applied to women'’s distress regarding both their sexual relationships and
their own sexuality. Interestingly, distress about their physical sexua response
had a weaker effect on distress about their relationship and no significant effect
on distress about their own sexuality. It is therefore possible that relationship
problems themselves impair physical response. It was apparent that younger
women were more likely to be distressed if they had problems responding physi-
caly, but this still only caused distress about their respective sexual relation-
ships—not about their own sexuality.

Emotions during sexual engagement strongly impact women'’s overall subjec-
tive sexual experience, including the composite entity of sexual arousal. Sexually
healthy women show highly variable correlation between their subjective arousa
and psychophysiologic measures of genital congestion. Such testing involves the
woman watching an erotic movie in a private room, while a tamponlike device
she has inserted into her vagina records physiologic increase in congestion of
blood around her vagina as she views the film. Both sexually healthy women and
women reporting chronic low sexual arousal can show prompt genital congestion
in response to the erotic video even if they report minimal subjective arousal. In
women with chronically low arousal, the video may produce negative affect such
as anxiety. Paradoxically, the intensity of this negative affect correlates with the
degree of genital congestion. Figure 15.1 isamodel of subjective sexual arousal.

Thus, for many women complaining of lack of sexual arousal, there is an ap-
parent “disconnection” between the genital response (prompt and physiologic)
and subjective excitement/arousal (absent). The degree to which such women are
aware of the genital changes resulting from sexual stimulation varies. Thus some
are well aware of an increase in vaginal lubrication despite the absence of any
sexual excitement.

For sexually healthy women, marked lubrication may well excite amale partner
and indeed may reassure the woman that her responseis heslthy, but of itself, lubri-
cation rarely affords excitement to the woman. Indeed, in many sexualy healthy
women, their arousal is more strongly modulated by emotions than by genital feed-
back. Sometimes physicians see women who complain of excessive lubrication
with stimulation, something that causes them embarrassment and displeasure.

Brain studies by functional magnetic resonance imaging of women during
sexual arousal show activation of areas involved in cognitive appraisal and areas
involved in emotional response as well as areas involved in the organization and
perception of genital reflexes. In contrast to findings in similar studies in men,
the uptake in the latter areas (including the posterior hypothalamus and rostral
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FIGURE 15.1 ® Model of sexual arousal. Adapted from Basson R. Obstet Gynocol 2001;
98:350-353. Used with permission from Elsevier.

anterior cingulate) does not correlate closely with the woman's subjective
arousa (4).

WOMEN HAVE MANY REASONS FOR ENGAGING IN SEX

Most studies of women’s sexua motivation have been of women in established
relationships. Interestingly, for the majority of these women, sexual desire itself
isnot afrequent reason to initiate or agree to partnered sexual activity (5-7). Fre-
quently cited reasonsinclude increasing her emotional closeness with her partner
and enhancing the woman’s own sense of well-being aswell as avoiding negative
conseguences of lack of sexua activity in the relationship. Initialy she is sexu-
ally neutral but willing to become imminently aroused, but only well into the ex-
perience does she sense sexual desire. This type of response appears familiar to
women. It is clear that providing the experience is enjoyable and the outcome
rewarding, women find the experience entirely satisfactory (Figure 15.2).

Sometimes response is augmented or overshadowed by a sense of apparently
spontaneous desire, as shown in Figure 15.3. This progression from desire to
arousal to orgasm and resolution reflects the original model by Kaplan, Masters,
and Johnson.

Cross-cultural study is needed to substantiate the clinical impression that
women from some cultures focus strongly on awish to please the partner as their
major motivation. Baseline data from the Study of Women's Health Across the
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FIGURE 15.2 ® Sex response cycle initiated for reasons other than desire. Adapted from
Basson R. Obstet Gynocol 2001; 98:350-353. Used with permission from Elsevier.
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Nation (SWAN) (1) show no marked cultural differences in the percentages of
women choosing among three sexual motivations in response to a question on
reasons for engaging in sex: expressing love, meeting the partner’s sexual needs,
lessening their own tension and stress. There are minimal data on leshian
women's reasons or incentives for sexual activity in long-term relationships,
where sexual freguency is known to be generally lower than for women in hetero-
sexua relationships. The clinical impression is that as both partners have rela
tively infrequent spontaneous sexual desire (compared to most men), there is no
need for either woman'’s sexual motivation to be based solely on wanting to meet
the sexual needs of the partner.

THE PHASES OF SEXUAL RESPONSE ARE NOT DISCRETE

The models of women's sexua response mentioned above illustrate the overlap of
desire and arousal and the lack of any one linear sequence of phases. Additionally,
women report merging of the phases of arousal and orgasm. Indeed, orgasm can
be multiple and experienced at different levels of intensity of arousal. Orgasms
themselves can be discrete events of a few seconds or a prolonged plateau of in-
tense orgasmic excitement lasting more than 30 seconds as originally described by
Masters and Johnson. The lack of a refractory period in women alows the poten-
tial for prolonged sexual activity in overlapping phases of varying sequence.

WOMEN'S SEXUALITY IS DISCONTINUOUS

Normally during pregnancy, there is reduced sexual desire and infrequent sexual
intercourse. These reductions have been related to women's fears about causing
miscarriage earlier in the pregnancy or harm to the fetus from intercourse or or-
gasm at any stage in the pregnancy. Other reasons women cite are physical dis-
comfort, fatigue, or feeling less physically attractive or less sexually desirable
than before pregnancy.

A recent survey of 570 women and 550 of their partners showed that an aver-
age couple resumed intercourse and nonpenetrative sex by about the seventh
week postpartum (9). Women who were breast-feeding reported less sexual activ-
ity and less satisfaction. There were no marked differences according to method
of delivery, although women who delivered a child by cesarean section were
more likely to have resumed intercourse at one month postpartum than were
women who had delivered vaginally. Presence or absence of episiotomy or tear
was not recorded in the study.

A modest gradual decline in sexual desire, interest, and responsivity occurs
with menopause and aging (10). Frequency of partnered sexual activity may or
may not decrease given that women have many reasons to engage in sex other
than desire. Increased desire and interest are consistently reported with new rela
tionships even many years after the menopause (10).

WOMEN'S SEXUALITY IS CONTEXTUAL AND MAY BE ADAPTIVE

As reflected in the model of women's sex response (Figure 15.2), motivation to
be sexual and the mental processing of sexua stimuli are affected by both the
larger context of the woman’s life and the immediate context of the potential sex-
ual experience. Longitudinal (10) and cross-sectional (11) menopausal studies
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have confirmed the importance of awoman’s feelings for her partner in determin-
ing her sexua appetite and responsivity. Her relationship with others, the de-
mands of those relationships, and her positive or negative feelings about them, as
well as societal standards and the influence of poverty (12,13), can affect both
her motivation and sexual arousability. Specifically, feelings for her partner at the
time of sexual interaction and her present stated emotional well-being were the
strongest predictors of sexua distress in the recent North American National
Probability Sample (2). It has been noted how relatively infrequently women en-
gage in sex for reasons of desire; rather, the stimuli and an appropriate context of
the occasion can move the woman from sexual neutrality to sexual responsive-
ness. Women's lack of sexual responsiveness in problematic contexts may be
considered a normative adaptive response that can be construed as healthy rather
than unhealthy; to consider this as adysfunction or disorder may well be inappro-
priate (2). However, the woman may report that she is experiencing lack of sexual
pleasure, dyspareunia, or is disinterested in engaging in sex. Labeling such prob-
lems “dysfunction” need not imply something intrinsically wrong with the
woman'’s sex response system. Analogously, a woman with tension headaches
due to an ergonomic problem with her chair and computer desk need have no in-
trinsic musculoskeletal abnormality of her neck but will receive a medical diag-
nosis nevertheless.

This concept that the environment affects function is basic to the understand-
ing of sexual physiology as well as nonsexual physiology. The tendency in the
past to consider etiologies of dysfunction as either biologic or psychological has
little scientific foundation. Rather, there are numerous examples of environmen-
tal stresses interacting with physiology, as with the immune and hormonal sys-
tems, and even areas of the brain—in particular the hippocampus, which can
change in volume according to stress levels. Interestingly in female oophorec-
tomized rodents, environmental influences (a male animal in adjacent cage) and
past experiences, including conditioned responses, can cause the sameincreasein
sexual behavior afforded by the administration of sex hormones (14).

Physical health and physical well-being also have an impact on sexuality. Dis-
ease processes (e.g., spina cord injury) may directly interfere with sexual re-
sponse, but many other connected factors are involved as shown in Table 15.1.

TABLE 15.

Areas of Chronic lliness Potentially Impacting on Sexual Health

~N o Ul B W N —

. Biologic disruption of the sexual response

. Psychological consequences of the illness affecting the sexual response

. Fatigue, chronic pain

. Depression

. Sexual response disruption from treatment of chronic illness

. Limited mobility necessary for caressing, self-stimulating, or engaging in intercourse

. Cardiovascular or respiratory compromise such that orgasm or movements of intercourse might be

dangerous
8. Associated incontinence or stomas
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Specific studies focused on women receiving radical hysterectomy for cancer
of the cervix have found a definite possibility of autonomic nerve damage affect-
ing vaginal and vulval sexua response. Some prospective studies failed to con-
firm the results of a previous retrospective cross-sectional study that reported re-
duced vaginal lubrication and elasticity after hysterectomy (15). A recent
prospective study of 173 women with early-stage cancer of the cervix treated by
radical hysterectomy involved surgeries where the incisions in the uterosacral
and cardinal ligaments were deliberately placed to spare traversing autonomic
nerves that supply the vagina and vulva (16). Problems with sexual response
were common in the first few months postoperatively but, neverthel ess, sexual in-
terest remained. By two years, sexual response had definitely improved, but both
the women and their partners reported lessening of sexual interest. Only 10% of
the women complained of significant lubrication difficulties at the two-year
mark. The study did not inquire into congestion and pleasurable sensitivity of the
vulval structures. Women with cancer of the cervix may also be subjected to
marked hormonal changes from surgical oophorectomy or radiation damage to
the ovaries. They may or may not receive estrogen therapy. In addition, there are
many nonmedical factors involved, given that these women face a potentially
life-threatening illness, which perhaps explains the lack of a simple correlation
between sexual difficulties and treatment-induced changes whether hormonal,
neurologic, or structural.

Diabetes, with its potential to impair endothelial function and autonomic nerve
conduction, might be expected to directly affect genital sex response through lack
of genital engorgement and lubrication and through anorgasmia. These outcomes
have not been found in studies to date. Except for the entity of vaginal lubrication
in one large outpatient study (17), psychological rather than somatic factors have
largely accounted for women'’s sexual complaints across studies.

Certain medical factors are very pertinent to breast cancer survivors. In partic-
ular, chemotherapy-induced ovarian failure is highly correlated with reports of
sexual dysfunction. A predictive model arising out of two large series of women
suggested that the most important predictors of sexual health were absence of
vaginal dryness, emotional well-being, positive body image, quality of relation-
ship with the partner, and absence of sexual problemsin the partner (18).

A male partner’s sexua dysfunction (e.g., premature gjaculation or erectile dys-
function) can certainly have a negative impact on women's sex response (19). There
has been far less study in leshian women. This too is a complex area. When sexual
activity issimply lessfrequent because of amale partner’s physical sexual difficulty,
but sex nevertheless occurs, women's sexual desire can actualy increase (10,11).

Acquisition of a new partner has been found to increase women’s sexual de-
sire and responsivity (10). Thisis not surprising, given the likelihood that at this
time both partners put significant effort into being close emotionally and provid-
ing a romantically erotic context. That women's sexuality is contextual is en-
dorsed in a study of leshian and bisexual women, more than half of whom, when
followed over a course of eight years, changed their sexual identity labels at least
once after first “coming out” as nonheterosexual. Often this was because they
found themselves in unexpected relationships that contradicted their perceptions
of typical lesbian or bisexual behavior. Some even preferred eventually to assume
an unlabeled identity. No one label could fully represent the diversity of sexual
feelings they experienced with different female and male partners under different
circumstances (20).
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WOMEN'S SEXUAL RESPONSIVITY AND DESIRE ARE LINKED
TO THEIR GENERAL EMOTIONAL WELL-BEING

Women'’s lack of emotional well-being was one of the stronger predictors of sex-
ual distress in the recent North American National Probability Sample (2). In a
similar vein, it has been shown that lack of mental well-being, even if the psycho-
logical difficulties do not meet the criteriafor clinical diagnosis of a mental dis-
order, is strongly linked to women’s complaints of low desire (21). Specificaly,
the study compared 50 women with low sexual desire to a group of 100 without
complaints about desire and found that the former showed mood instability and
fragile self-regulation and self-esteem, and they tended to be more worried, anx-
ious, and introverted, with feelings of guilt. Emotional stability was a robust pre-
dictor of women’s sexual desire and responsivity in the menopausal studies, both
longitudinal and cross-sectional (10,11).

WOMEN'S SEXUAL DYSFUNCTIONS ARE LINKED TO MOOD DISORDER

Complaints of impaired sexual desire have been noted in the majority of studies
of women with depression (22). Other studies have shown that compared to con-
trols, women presenting with impaired desire were twice as likely to have a his-
tory of major depressive disorder. In one study of 126 women seeking help for
sexual dysfunction of various types, afull 50% were assigned a psychiatric diag-
nosis (23). Paradoxically, one study has suggested that depressed women mastur-
bate more freguently than nondepressed women despite their problems with pain,
sexual arousal, and orgasm. Thus a lack of desire for partnered sexua activity
should not necessarily be assumed to mean atotal lack of sexual appetite. There
clearly exists aneed to address these issues, including the negative sexual effects
of medication given for depression.

Clinically and historically, chronic anxiety states have been linked with impaired
sexual function, particularly low desire. It is interesting to find that laboratory-
induced anxiety enhances physical genital responding but not subjective arousal
(24).

Antidepressant-Associated Sexual Dysfunction

Open-label trials and case series have suggested a number of pharmacologic
agents that might improve or reverse the loss of arousal, desire, and orgasm com-
monly associated with serotonergic antidepressants. These trials have minimal
substantiation to date in randomized placebo-controlled studiesin women (25,26).
It is important to take note of the high placebo response in such studies. When
women and their partners expect there might be a better sexual outcome, their ex-
pectation encourages them to greater effort.

Newer antidepressants that avoid activating certain subtypes of serotonin re-
ceptors thought to mediate sexual dysfunction and that have central noradrener-
gic action may prove to have fewer negative sexual effects. Recently available
mirtazepine may be useful despite itstendency to promote weight gain and possi-
ble impairment of sexual self-image. Future medications having dopaminergic
and noradrenergic action comparabl e to bupropion but with different mechanisms
of action may also support sexual function. An area in need of research is the
high dosages of serotonergic drugs needed to control generalized anxiety and its
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toll on the woman'’s sexuality. Despite their risk of delaying orgasms and lessen-
ing desire, prescribing a selective serotonin reuptake inhibitor (SSRI) often bene-
fits the woman whose need for control and obsessive thinking preclude her abil-
ity to be sexually aroused.

DIFFERENCES BETWEEN MEN’S AND WOMEN'S SEXUALITY

Reconceptualization of the human sex response cycle asin Figures 15.1 and 15.2
has led to widespread acceptance that this is an accurate reflection of heterosex-
ual and leshian women's sexual response, but there is less acceptance of the accu-
racy of this cycle for men. Although, perhaps for a majority of men, thereis usu-
ally awareness of sexual desire at the outset of a sexual experience, men too can
begin from a sexually neutral state expecting to very promptly become aroused
by the partner or other stimulation. So, it may well be that the context, including
the quality of the relationship and the larger social environment, is relatively
more important for women’s sexual function than for men'’s.

IMPORTANCE OF EXPECTED DURATION OF RELATIONSHIP
AND OF SEXUAL EXCLUSIVITY

Some empirical studies have focused on differences between men’s and women’s
sexuality (13). Detailed analysis of the data from the 1992 National Health and
Social Life Survey (NHSLS) has focused on the effect of expected length of are-
lationship on emotional and physical sexual pleasure. For both women and men,
the expectation of a long-term relationship with sexual exclusivity for both part-
ners was strongly tied to emotional satisfaction as much as to physical pleasure
from sex. However, interesting gender differences were noted. Whereas men who
reported that their partners had an affair in the last year were less satisfied emo-
tionally than those who did not report this behavior, women’s sexual emotional
satisfaction appeared not to be significantly affected by such behavior in their
partner. Both sexes reported that their own lack of exclusivity resulted in less
emotional sexual satisfaction. A further difference was that women who expected
the relationship to last indefinitely (they were married or engaged) reported more
emotional satisfaction with sex. Men who were married, engaged, or in relation-
ships that were expected to last just a year or so al reported similar degrees of
emotional satisfaction. Concerning physical sexual pleasure, women reported re-
duced pleasure if either they or their partner was not sexually exclusive in the
previous year. Among men, however, physical pleasure was not related to either
the man’s or his partner’s affair.

IMPORTANCE AND NATURE OF WOMEN'’S ORGASMS

The foregoing analysis of the 1992 NHSL S data confirms that the reliability of
woman's orgasms was important for both sexes, whereas the reliability of the
man’s orgasm had rather minimal effect (13). This applied to both emotional sat-
isfaction and physical pleasure. Both sexes typically report that their partner's
sexual excitement and arousal are very important to them. It may be that the man’s
erection is taken as confirmation of his arousal, whereas the lack of physical
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confirmation of the woman's genital or subjective arousal leads to a focus on her
orgasm to confirm that she was aroused and excited.

Moreover, women's orgasms are rather different from men’sin that women are
very capable of multiple and very prolonged orgasms and the refractory period
may be delayed until a number of orgasms have occurred. Women are less likely
to separate orgasm and arousal as they describe their experience. Time needed to
attain orgasm is often claimed to be considerably longer in women than in men.
However, this is usually in the context of partnered sex and, in fact, women can
often self-stimulate to orgasm within one or two minutes. Finaly, thereis clear ev-
idence that orgasm will occur in women despite complete spinal cord transection,
which insulates the genitaliafrom all known sources of somatic and autonomic in-
nervation except possibly a contribution from the vagus nerve to the cervix.

IMPORTANCE OF PHYSICAL ATTRACTION OF THE PARTNER

Physical attraction may be more important for men than women, as reflected by
the greater ease of sexual arousal to visual cuesin the laboratory shown by men.
Empirical studies have shown the relative importance of implied societal status
over physical attraction of potential sexual partners for women and the opposite
for men (27). In societies where adulation of female beauty is shunned and
wealth is devalued, the reasons men and women give for choosing their mates are
revealing. These were reported in a group of Chinese immigrants (28). For
women, partner’s “good looks” was at the bottom of their list, whereas income,
job, and socioeconomic class label were at the top. For men, although class label
was very important, so too, were the partner’s good |ooks.

EXPERIENCE OF CASUAL SEX

Empirical evidence exists of differencesin men and women’sinterest in and experi-
ence of casua sex. Men and women were asked how likely they would be to agree
to be sexua with a partner they had known for an hour, a day, aweek, a month, six
months, a year, two years, or five years. The responses from men and women for
the five-year option were similar but, for al other intervals, men were more likely
to agree they would have sex under these circumstances. Also, it is possible that
when women do engage in casual sex, their motives may differ from those of men.
Data suggest women more often report they feel “used” in casual encounters, this
being on an emational rather than alogical basis. They aso reported feeling emo-
tionally vulnerable during such liaisons, and the more casual relationships they had,
the more frequent the negative thoughts and emotions they experienced. In contrast,
the more partners men had, the less anxious they felt (28).

EFFECT OF AGING ON SEXUAL DESIRE AND RESPONSE

Although there is a definite increase in erectile dysfunction as men age, there is no
such clear correlation with any sexual dysfunction in women as they age. Thereis
evidence, however, to support a subtle lessening of desire with both age and
menopause (10) and conflicting results of desire and age generaly (29). It is un-
likely that the cavernosal tissues of women's genitalia escape the age-related en-
dothelial dysfunction and loss of vascularity of the counterpart in men’s genitaia
However, despite documented reduced volume of clitoral tissue and loss of vulva
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and vaginal vascularity, which can be obvious on simple physical examination, these
changes do not necessarily correlate with sexua symptoms. Interestingly, the per-
centage increase in congestion around the vaginain response to erotic stimulation is
similar in women with estrogen depletion and in those replete with estrogen (30).

CORRELATION OF PHYSICAL GENITAL AROUSAL
AND SUBJECTIVE GENITAL AROUSAL

Noted previoudly in this chapter were the findings of psychophysiologic studies
that monitored the increase in congestion around the vagina of sexually healthy
female subjects asked to view an erotic stimulus: these studies showed variable
and often poor correlation between the subjective experience and increases in
congestion. However, studies of penile erection and men’s subjective arousal
show close correlation. Similarly, functional magnetic resonance imaging during
sexual arousal shows brain activation in the posterior hypothalamus organizing
and receiving afferent feedback from the genitalia that correl ates subjective expe-
rience in men but not in women (4).

IMPORTANCE OF THE ACT OF PENILE VAGINAL INTERCOURSE

The genital anatomy of women is such that “efficient” sexual stimulation of the
most sexually responsive areas is not afforded by intercourse. The location of the
extensive cavernosal tissue within the rami, shaft, head of the clitoris, the bulbs
surrounding the anterior vagina, and the urethra is such that orgasm is more eas-
ily reached through direct vulval stimulation than by intercourse. Many women
are particularly dependent on sufficient nonpenetrative sexual stimulation in
order to enjoy the penile vagina stimulation. The neuroanatomy of men’s geni-
taliais such that the act of intercourseis avery efficient means of stimulating the
vast network of sensory nerves around the corona of the glans penis.

Sexual Consequences for Women from Medical Management
of Their Male Partners’ Erectile Dysfunction
Erectile dysfunction is understood to be a problem that affects both partners of a
couple, with interpersonal issues and sexual concerns of the partner interplaying
with a variable degree of biologic deficit, particularly that of endothelial dysfunc-
tion in the specialized vasculature of the penis. However, with the advent of effec-
tive and generally safe medical therapies, there is an increasing tendency for clini-
cians to consider only the man, assessing the man, prescribing medication, and
mesasuring the outcome in terms of penile firmness, the man’s ability to have inter-
course, and his overall sexua satisfaction. There are reasons to question whether
women'’s sexual enjoyment and satisfaction will necessarily follow. When asked
what is their most enjoyable part of sexual activity, the majority of women whose
partners have erectile dysfunction state “foreplay” as opposed to sexual inter-
course (31). Similarly, on survey questionnaires women in sexually and generally
healthy marriages report foreplay asthe most satisfying component of partnered sex;
only 11% of responses report sexual intercourse as the most satisfying component
(32). Whether men’s enthusiasm to caress and pleasure their partners with various
forms of nonpenetrative sex increases with their renewed sexual self-confidence and
increased sexual excitement in response to their own firm erections requires
investigation. Typically women whose partners have erectile dysfunction are
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older, likely to have evidence of genita atrophy (33), and therefore regquire more
varied and more prolonged nonpenetrative sexua stimulation prior to any inter-
course. Across studies men do report high satisfaction with the phosphodiesterase
inhibitors, the first of which was sildenafil. One study has shown almost one third
of their female partners were not satisfied with the sexual outcome (34). Limited
study of the quality of the general relationship—measuring domains such as “ten-
derness’ and “togetherness’—suggests that the partners of men who are highly re-
sponsive to sildenafil do report higher scores in these domains than a comparison
group of women with as yet untreated partners with similar degrees of erectile
dysfunction (35). Both the phosphodiesterase inhibitors and the newer treatment,
apomorphine (centrally acting dopaminergic drugs), can only be effective when
the man is subjectively sexually excited. This subjective arousal is, for the major-
ity of men, in the longer term dependent on their partner’s sexual excitement and
enjoyment. Thus, it is hoped that erectile dysfunction will again be seen as a cou-
ple entity whereby women's sexual concerns predating or associated with the
erectile dysfunction and its treatment will aso be addressed.

EMERGING CONCEPTS

Acceptance of the contextua nature of the women’s sexual function, the lack of
one linear sequence of events or one invariant order of phases, the overlap of
phases, and the comorbidity of dysfunction have al led to revision of definitions of
dysfunction. It is hoped these expansions and revisions of dysfunction (36) will in-
fluence the Committees of the International Statistical Classification of Disease and
Related Health Problems (ICD-10) and the American Psychiatric Association’s
Diagnostic and Satistical Manual of Mental Disorders, 4th edition (DSM-IV-TR)
to consider much-needed revisions of their official definitions. It is known that dis-
tress from any given dysfunction is highly variable. Therefore, in addition to de-
scriptors of lifelong or acquired, situationa or generalized, a distress descriptor is
recommended for the various dysfunctions that are diagnosed. Given the impor-
tance of contextual factors, it is also recommended that these too be incorporated
into the diagnosis. The following categories of etiologic descriptors are advocated:

1. Factorsto do with the woman’s past that may have affected her psychosexual
development

2. Factors associated with the current context

3. Medical/surgical/psychiatric factors

These contextual descriptors are felt to be extremely important given the need for
scientific study of nonpharmacologic and pharmacologic treatment of women's
sexual dysfunction and the pressing need to have more precise definitions in order
to show benefit over placebo.

DEFINITIONS OF DISORDERS

The following definitions have been agreed upon by an International Committee
organized by the American Foundation of Urological Disease as a result of meet-
ings and extensive electronic communication over 24 months with piloting and
further revisions prior to publication. Ongoing use and validation of these defini-
tions are encouraged to alow estimation of their accuracy, reliability, and validity.
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Women'’s Sexual Interest/Desire Disorder
There are absent or diminished feelings of sexual interest or desire, absent
sexual thoughts or fantasies, and a lack of responsive desire. Motivations
(here defined as reasong/incentives), for attempting to become sexually
aroused are scarce or absent. The lack of interest is considered to be beyond a
normative lessening with life cycle and relationship duration. (36)

Of note, the intended focus is the many reasons the women may have for instigat-
ing or agreeing to sexual activity. The lack of responsive desire triggered during
the sexual experience is essential for a diagnosis of interest/desire disorder. In
other words, the lack of spontaneous desire per seis not dysfunctional in women.

Subjective Sexual Arousal Disorder
Absence of or markedly diminished feelings of sexual arousal (sexual excite-
ment and sexual pleasure) from any type of sexual stimulation. Vaginal lubri-
cation or other signs of physical response still occur. (36)

As noted, the majority of women complaining of absent subjective sexual arousal
do show vaginal vasocongestion in response to an erotic stimulus that is compa-
rable to that of sexually healthy women. Those that report awareness of some
physiologic genital responding, usually lubrication, are given the diagnosis of
subjective sexual arousal disorder.

Genital Sexual Arousal Disorder
Complaints of absent or impaired genital sexual arousal. Self-report may
include minimal vulval swelling or vaginal [ubrication from any type of sex-
ual stimulation and reduced sexual sensations from caressing genitalia. Sub-
jective sexua excitement still occurs from nongenital sexual stimuli. (36)

The important point about women receiving this diagnosis are that they are still
subjectively sexually excited by a number of stimuli, including reading an erotic
book, watching something erotic, caressing the partner, receiving breast stimula-
tion, or kissing. They specifically report a lack of genital response, often using
the term “genital deadness” Frequently, these women find great difficulty in
reaching orgasm.

Combined Genital and Subjective Arousal Disorder
Absence of or markedly diminished feelings of sexual arousal (sexual excite-
ment and sexual pleasure), from any type of sexual stimulation aswell as
complaints of absent or impaired genital sexual arousal (vulval swelling,
[ubrication). (36)

This is commonly a lifelong complaint. Again, studies of women presenting in
this manner indicate that despite their symptoms, erotic stimuli cause reflex geni-
tal vasocongestion comparable to that of control women under laboratory condi-
tions. Of note, it is the absence of subjective sexual excitement from any type of
sexual stimulation in their lives that distinguishes this subgroup of women from
those diagnosed with genital arousal disorder.

Some women with sudden premature loss of ovarian androgen have similar
complaints and will be diagnosed with combined genital and subjective arousal
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disorder, and usually with loss of sexual desire/interest, all concurrent with the
hormonal loss. As yet, there are no published psychophysiologic studies on this
group of women.

Women’s Orgasmic Disorder
Despite the self-report of high sexua arousal/excitement, there is either lack
of orgasm, markedly diminished intensity of orgasmic sensations, or marked
delay of orgasm from any kind of stimulation. (36)

Dyspareunia
Persistent or recurrent pain with attempted or complete vaginal entry and/or
penile vaginal intercourse. (36)

Vaginismus
The persistent or recurrent difficulties of the woman to allow vaginal entry of
apenis, afinger, and/or any object, despite the woman's expressed wish to do
so. Thereis variable involuntary pelvic muscle contraction, (phobic) avoid-
ance, and anticipation/fear/experience of pain. Structural or other vulval
pathology must be ruled out/addressed. (36)

Researchers no longer refer to a presumed “vaginal spasm,” since this has never
been scientifically verified. Clinically there is much overlap between vaginismus
and dyspareunia.

Sexual Aversion Disorder

Extreme anxiety and/or disgust at the anticipation of or attempt to have any
sexual activity. (36)

Persistent Sexual Arousal Disorder
Spontaneous, intrusive, and unwanted genital arousa (e.g., tingling, throb-
bing, pulsating) in the absence of sexual interest and desire. Any awareness of
subjective arousal istypically but not invariably unpleasant. The arousal is
unrelieved by one or more orgasms and the feelings of arousal persist for
hours or days. (36)

Currently, thisis simply aprovisional definition that may allow further investiga-
tion of the prevalence and etiology of this poorly understood syndrome.

FUTURE DIRECTIONS: A BIOPSYCHOSOCIAL APPROACH

Data are increasing on the close link between women’s sexua function and their
mental well-being. The latter strongly influences motivation to begin a sexual ex-
perience, willingness to find or request potentially useful sexual stimuli, and the
ease with which the woman becomes subjectively aroused by those stimuli. The
larger context of her life aswell as the immediate context of the sexual experience
have major impact on her subjective sexual experience. The latter correlates more
closely with her emotions and thoughts during the experience than with the degree
of genital congestion. Feelings for her partner generally and specifically at the
time of sexual interaction are strong predictors of awoman’s sexual response and
satisfaction. Appreciating the many reasons women engage sexually, the overlap-
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ping of the phases of their sexual response and, therefore, the usual occurrence of
two or more dysfunctionsin women with sexual complaints, further facilitates the
assessment of women's sexual dysfunction. The revised definitions of dysfunction
contain descriptors relating to developmental history and to current sexual context,
aswell asmedical entities asintegral parts of the diagnostic framework. Random-
ized controlled trials for pharmacologic and nonpharmacologic management of
sexua dysfunction will be aided by these more precise definitions, but scientifi-
cally based individualized treatment is the challenging but preferred future goal .2
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Sncethe early 1980s, the impact of trauma on psychological and biologic function-
ing has been conceptualized in the diagnosis of post-traumatic stress disorder (PTSD).
More recently, it has become apparent that PTSD describes only a limited aspect of
post-traumatic adaptation. The PTSD diagnosis does not adequately capture the seque-
lae associated with the types of traumatization most commonly experienced by women,
that is, early childhood trauma (particularly sexual abuse) and repeated, chronic trauma
(such as domestic violence). This chapter reviews the current state of knowledge re-
garding the diagnosis, epidemiology, biology, and treatment of both PTSD and “com-
plex PTSD” among women and offers some guidelines to mental health practitioners
for ng and treating female trauma survivors.

HISTORY OF THE PTSD DIAGNOSIS

Although post-traumatic stress has long been recognized in psychiatry, this
recognition has tended to focus exclusively on either women or men at different
historical junctures. It is only in recent decades that the attention of both clini-
cians and researchers to post-traumatic stress has encompassed both genders.

221

[vww .ebook3000.con}



http://www.ebook3000.org

222

SECTION IV e Adulthood

In Europe in the latter 1800s, Freud and his colleagues identified psychologi-
cal trauma (particularly, sexual abuse) as the root cause of hysteria, a condition
characterized by somatic symptoms without any medical basis with which many
of their femal e patients presented (1,2). For severa decades, asthe origins of hys-
teria were examined through published clinical case studies, women were at the
center of the study of psychological trauma. However, by the end of the nine-
teenth century, Freud had recanted his original theory on the origins of hysteria,
arguing that itsroots lay in intrapsychic conflict rather than real traumatic experi-
ences, and interest in the traumatic histories of female patients gradually waned.

Indeed, through most of the twentieth century, studies of trauma focused al-
most exclusively on males, particularly combat survivors. The syndromes of battle
fatigue and shell shock emerged from clinical observations of soldiersin the two
world wars, although both public and clinical interest in these phenomena was
seldom sustained enough to elicit substantial investigation. It was the Vietham
War and its impact on male American veterans that gave rise to the systematic
study of combat-related post-traumatic responses during thel970s. Veterans' or-
ganizations initiated both comprehensive reviews of the existing traumaliterature
and large-scale investigations of the current functioning of Vietham veterans.
Findings strongly supported the existence of a post-traumatic syndrome linked to
combat exposure (3), and veterans' organizations pressed the psychiatric commu-
nity to develop a diagnostic category for this syndrome. Legitimization of this di-
agnosis provided veterans with both recognition for their suffering and access to
treatment resources.

The 1970s also saw the emergence of a complementary popular political
movement that, for the first time in decades, brought the traumatic experiences of
women to both public and clinical attention. Within the context of the feminist
movement, research on the prevalence and impact of rape, domestic violence,
and sexual abuse began to enter the psychiatric literature. These studies demon-
strated the endemic nature of gender-based violence and identified both a “rape
trauma syndrome” and a “battered woman syndrome,” which included many of
the symptoms reported in studies of combat veterans as well as a range of other
symptoms (1,2).

When the American Psychiatric Association (APA) met in the late 1970s to
consider a post-trauma diagnosis for inclusion in the third edition of the Diagnostic
and Satistical Manual of Mental Disorders (DSM-III) (4), advocates of both
male Vietnam veterans and female survivors of male-perpetrated violence
pressed for recognition of the syndromes documented among their populations of
interest. The diagnosis post-traumatic stress disorder (PTSD), when it was in-
cluded in DSM 111 in 1980, was something of a compromise that attempted to
subsume under a single diagnostic category the varied post-trauma syndromes
that had been reported among these diverse populations of trauma survivors (2).

Subsequent empirical data have confirmed that the PTSD diagnosis accurately
describes the responses of many women who have survived a single traumatic
event. However, it has become increasingly apparent that the diagnosis fails to
capture adequately the complex adaptations of survivors of early and prolonged
trauma, particularly of female survivors of childhood sexua abuse (1,5), who
make up 17% of adult women in the general population (6). The following sec-
tion discusses the diagnostic criteria for PTSD, as well as recent attempts to for-
mally categorize the complexity of post-traumatic responses typical of female
survivors of chronic violence.



Post-Traumatic Stress Disorder 223

DIAGNOSTIC ISSUES
DIAGNOSTIC CRITERIA FOR PTSD

The diagnostic criteriafor PTSD, as conceptualized in the current editions of the
DSM (DSM IV-TR, 7) and the World Health Organization’s International Classi-
fication of Diseases (ICD-10, 8), include a stressor dimension, three core symp-
tom clusters, and duration and disability specifications.

Thefirst criterion for the PTSD diagnosis relates to the nature of traumatic ex-
posure. DSM 1V-TR specifies that the person should have directly experienced or
witnessed an event involving actual or threatened death, serious injury, or threat
to physical integrity or learned about unexpected or violent death, serious harm,
or threat to physical safety experienced by a loved one (criterion Al). Further-
more, the person’s response to this event should have involved intense fear, help-
lessness, or horror (criterion A2). ICD-10 also delineates the nature of the stres-
sor; however, like earlier versions of the DSM, it describes these events as
exceptionally threatening or catastrophic and likely to cause distress to almost
anyone.

The three core symptom clusters of PTSD capture the dialectic between hy-
perremembering and forgetting that characterizes the daily experience of many
survivors of extreme trauma. The first cluster specifies that the traumatic event
should intrude into the person’s present functioning, causing the person to reex-
perience the event constantly. Reexperiencing or intrusive symptoms include dis-
tressing memories (thoughts, images, or perceptions), recurring dreams about the
event, and a physiologic fear reaction or intense psychological distress when ex-
posed to reminders of the trauma. Although less common, dissociative flashback
experiences in which the trauma survivor actually relives aspects of the traumain
the here and now, in vivid sensory detail, are often considered to be the hallmark
symptom of PTSD. The second symptom cluster requires that the person, in addi-
tion to having vivid remembrances of the event, also avoids reexperiencing the
event. Avoidance symptoms may involve active efforts to avoid thoughts, feel-
ings, and conversations about the trauma and activities, people, and places that
are reminders of the trauma. Although avoidance may initially focus on direct re-
minders of the trauma (e.g., the actual place where it occurred), through a process
of behavioral conditioning it may eventually generalize to a broad range of stim-
uli associated with these reminders (e.g., places similar to that where the trauma
occurred and any stimuli that come to be associated with these places) (9). Avoid-
ance symptoms may also include amnesia for important aspects of the trauma
and emotional numbing that results in an inability to experience either painful or
pleasant feelings. Also categorized under avoidance symptoms are a reduced in-
terest in significant activities, feelings of detachment or estrangement from oth-
ers, and a sense of a foreshortened future. The final symptom cluster specifies
that the person should be in a state of persistent physiologic hyperarousal (as if
permanently poised for fight or flight), as indicated by difficulty falling asleep,
impaired concentration, hypervigilance to threat, an exaggerated startle response
to loud noises or sudden movements, and irritability or outbursts of anger. ICD-
10 requires intrusive symptoms to be present in order to make the diagnosis, but
avoidance and hyperarousal symptoms are not required.

Since many of these symptoms are commonly experienced by trauma sur-
vivors in the days and weeks following the event, a diagnosis of the disorder ac-
cording to DSM IV-TR further requires that the three symptom clusters should be
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present for longer than one month following the trauma and should cause clini-
cally significant distress or impairment in social, occupational, or other important
areas of functioning. Both DSM IV-TR and ICD-10 also provide for a diagnosis
of acute stress disorder (ASD), in which PTSD symptoms are present for less
than one month following the trauma. According to DSM IV-TR, the person must
have experienced a number of dissociative phenomena during the traumatic event
in order to meet this diagnosis, whereas |CD-10 emphasizes the depressive and
anxiety components of ASD and the mixed and labile nature of the symptoms.

COMORBIDITY

Among both men and women, PTSD is seldom the sole diagnosis; comorbid
diagnoses are common. The following comorbid disorders are highly prevalent
among women in the general population who also meet diagnostic criteria for
PTSD (10,11): major depressive disorder (17%—23% of women with PTSD),
panic disorder (13%), specific phobia (36%), generalized anxiety disorder (GAD)
(38%), and substance abuse (28% for alcohol abuse and 27% for drug abuse).

A perusal of the three symptom clusters of PTSD reveals a substantial degree
of overlap with the symptoms of these comorbid disorders, including the with-
drawal, emotional humbing, and vegetative symptoms of depression; the physio-
logic reactivity and behavioral avoidance that characterize panic disorder and
specific phobia; the physiologic hyperarousal of generalized anxiety disorder;
and the obsessive ruminations of obsessive compulsive disorder (OCD). These
diagnostic overlaps present several pitfalls for accurate diagnosis and treatment
of female trauma survivors. Upon assessment, the presence of comorbid disor-
ders may mask the presence of PTSD, resulting in a failure to diagnose and treat
the latter (12); aternatively, when the person being examined has a known his-
tory of trauma, the clinician may be too quick to attribute all reported symptoms
to PTSD, thusfailing to assess the person for other comorbid conditions that may
require treatment.

The relationship between the core symptoms of PTSD and the manifold comor-
bid symptoms that frequently accompany these in female trauma survivors is un-
clear. Two possibilities are that comorbid disorders such as depression and sub-
stance abuse may predate and create a vulnerability for trauma exposure and PTSD
and that PTSD may enhance the risk of developing secondary disorders (e.g.,
women may develop major depression or substance abuse in response to the im-
pairment and distress caused by PTSD). However, prospective studies are needed
in order to establish the order of onset of PTSD and comorbid disorders (10).

COMPLEX ADAPTATIONS TO TRAUMA

Clinicians working with female survivors of child sexual abuse have long noted
arange of presenting symptoms that are not captured by the criteria for PTSD
diagnostic or those disorders commonly found to be comorbid with PTSD (1). In
the past decade, there have been some attempts to include these phenomena in
the psychiatric nomenclature. The DSM 1V field trials found that people who had
experienced childhood trauma and chronic traumatization in childhood or adult-
hood reported a disparate range of symptoms and psychological adjustments that
are distinct from the symptoms of PTSD (5). These symptoms include impair-
ments in affect regulation, alterations in attention and consciousness, somatiza-
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tion, characterologic changes, and aterations in systems of meaning (see Table
16.1). Conseguently, a diagnostic category of “disorders of extreme stress not
otherwise specified” (DESNOS; 5), also referred to as complex PTSD (1), was
proposed for inclusion in the fourth edition of DSM. The DESNOS symptoms
were eventually incorporated into DSM-1V (13) in the section “Associated Fea
tures and Disorders’ under PTSD rather than as a separate diagnostic category. A
subsequent study of combat veterans (14) found DESNOS and PTSD to be dis-
tinct disorders that are often comorbid, but this finding awaits replication with fe-
male sampl es.

ICD-10 has captured many of the DESNOS symptoms in a diagnostic cate-
gory for enduring personality changes after catastrophic experience, which in-
cludes permanent hostility and distrust, social withdrawal, feelings of emptiness
and hopelessness, increased dependency, and problems with modulation of ag-
gression, hypervigilance and irritability, and feelings of alienation.

What happens to female patients with a history of early or repeated abuse who
present to the mental health system with the confusing array of symptoms de-
scribed by the DESNOS criteria? Frequently, clinicians have diagnosed these pa
tients with a mixed bag of borderline personality disorder (BPD), dissociative

TABLE 16.

Proposed Criteria for Disorders of Extreme Stress Not Otherwise Specified
(DESNOS)

A

Alterations in regulating affective arousal

1. Chronic affect dysregulation

2. Difficulty modulating anger

3. Self-destructive and suicidal behavior

4. Difficulty modulating sexual involvement
5. Impulsive and risk-taking behaviors

. Alterations in attention and consciousness

1. Amnesia
2. Dissociation

. Somatization
. Chronic characterologic changes

1. Alterations in self-perception: chronic quilt and shame; feelings of self-blame, of ineffectiveness, and of
being permanently damaged
2. Alterations in perception of perpetrator: adopting distorted beliefs and idealizing the perpetrator
3. Alterations in relationships with others
a. Inability to trust or maintain relationships with others
b. Tendency to be revictimized
¢. Tendency to victimize others
Alterations in systems of meaning
1. Despair and hopelessness
2. Loss of previously sustaining beliefs

Reprinted from van der Kolk BA. The complexity of adaptation to trauma. In: van der Kolk BA, McFarlane AC, Weisaeth L, eds.

Traumatic Stress: The Effects of Overwhelming Experience on Mind, Body, and Society. New York: Guilford, 1996:203.
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identity disorder (DID), and somatization disorder, because the criteriafor each of
these disorders focus on some aspects of complex PTSD (DESNOS criterion A,
criterion B, and criterion C, respectively), while de-emphasizing others (1).

The fact that there is no unitary diagnostic category that encompasses all the
DESNOS symptoms has significant implications for diagnosis and treatment.
There is the danger of misdiagnosis. For example, a recent study (15) found that
while BPD may sometimes be a distinct comorbid diagnosis among sexua abuse
survivors with complex PTSD symptoms, other survivors diagnosed with BPD
could more appropriately be diagnosed with complex PTSD. Additionally, pa-
tients with DESNOS symptoms may find themselves labeled with a different di-
agnosis by different clinicians at different times.

The treatment implications of this diagnostic confusion are manifold. First,
the link between the symptoms of disorder and their traumatogenic roots be-
comes obscured. Whereas a diagnosis of PTSD automatically identifies a trau-
matic experience as the central cause and an important focus for treatment, multi-
ple non-PTSD diagnoses disguise the causal role of previous trauma. Without the
recognition of a common etiologic root for the varied symptoms with which the
patient presents, intervention becomes fragmented and unfocused and is unlikely
to effect therapeutic change. Second, mental health practitioners and organiza-
tions are often reluctant to invest time, energy, and other resources in treating pa-
tients with diagnoses such as somatization disorders, BPD, and DID, which have
notoriously poor prognoses, and may try to refer them elsewhere. Even when
they attempt treatment, the association of these disorders with unstable and ma-
nipulative behavior on the part of the patient tends to impair the degree of empa-
thy with which clinicians relate to such patients (1,5).

Because of the accumulation of these processes, it is common for cliniciansto
respond with wariness, frustration, and anger toward femal e patients with this di-
agnostic profile, which results in patients being medicated against their will,
placed in seclusion, or transferred without warning to another facility (5). This
retraumatization of the patient can partly be understood as an unconscious
processin which the clinician or clinical team is drawn into the patient’s compul -
sion to recreate the original abusive relationship in the therapeutic relationship.
However, the absence of an appropriate post-traumatic diagnosis precludes accu-
rate recognition of this abusive reenactment and limits the possibility of estab-
lishing an empathic therapeutic relationship with the patient that acknowledges
her past experiences of abuse and the ways in which her adaptations to this abuse
impair her present functioning (1).

EPIDEMIOLOGY

Epidemiologic studies have revealed three gender patterns in traumatic exposure
and PTSD prevalence that are consistent across the countries and age groups
sampled. First, exposure to at least one trauma and cumulative exposure to
trauma are significantly higher among men than women (see Table 16.2). Second,
women and men are exposed to very different types of trauma: women are far
more likely than men to be exposed to rape or sexual abuse, while men are more
likely to be exposed to physical assault, military combat, or accidents (11,16-18).

Although seldom specifically assessed in epidemiologic surveys of trauma ex-
posure, recent studies indicate that PTSD can develop asthe result of medical ex-
periences unique to women, in particular childbirth trauma (19) and breast cancer
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diagnosis and treatment (20). Third, despite the higher rates of overall trauma ex-
posure among men, prevalence rates of PTSD in the general population, as well
as the conditional risk of developing PTSD after exposure, are higher in both
girls and women (see Table 16.2). It also appears that PTSD symptoms are more
chronic in women than in men (averaging four years from onset to remission,
compared with one year for men; 16).

Several explanations for these findings have been advanced. First, aspects of
traumatic exposure may play arole. Women are more vulnerable to physical in-
jury during trauma exposure than men, and a greater degree of perceived life
threat and actua injury have been found to discriminate PTSD status in women
(21,22). Additionally, for both genders sexual violence is associated with the
highest conditional risk for PTSD of all forms of trauma exposure (11,16). Since
rates of exposure to sexual violence are far higher in women than in men, in-
creased exposure to this most noxious form of trauma may account for the sex
difference (18). Second, as with other disorders, the gender difference in PTSD
may beinfluenced by socia factors. It has been proposed that women may report
post-traumatic symptoms such as fearfulness (criterion A2) and avoi dance behav-
ior more readily than men due to social role expectations that encourage expres-
sions of vulnerability, helplessness, and passivity in women but discourage them
in men (18). Indeed, recent data confirm that the higher rate of post-traumatic
symptoms reported by women as compared to men is more pronounced in soci-
eties that hold traditional views of masculinity and femininity, and (although
present) less pronounced in societies with less clearly delineated sex role expec-
tations (23). Since women in many societies are more disempowered than men
politically, economically, and educationally, it has also been suggested that
women'’s heightened vulnerability to PTSD after trauma may stem from ongoing
experiences of poverty, discrimination, and oppression, which reduce women's
capacity to cope (18). Biologic factors may also contribute to women’s increased
vulnerability to PTSD; these are discussed in the following section.

To date, there are no epidemiologic data on the general population prevalence
of either DESNOS or ICD-10's category for enduring personality changes after
catastrophic experience.

NEUROBIOLOGIC AND NEUROANATOMICAL CORRELATES OF PTSD

Over the past decade, improved tools have permitted investigation of the complex
interplay between traumatic exposure and the structural and functional neu-
roanatomy and neurochemistry of PTSD. Neurobiologic systems that appear to
be altered by trauma and that may underlie the symptom formation in PTSD in-
clude neuroendocrine (hypothalamic-pituitary-adrenal axis), sympathetic, sero-
tonergic, noradrenergic, glutamatergic, opioid, and GABAergic pathways (24).
While the normal stress response is characterized by increase in cortisol and cat-
echolamine levels in dose-dependent fashion, individuals with PTSD have para-
doxically low circulating levels of cortisol. Gender and reproductive status may
affect the pattern of hypothalamic-pituitary-adrenal (HPA) axis adaptation to
stress. Studies in premenopausal women with PTSD have consistently docu-
mented high 24-hour urinary cortisol levels or a trend toward high levels, which
indicates increased cortisol output (25).

Serum cortisol levels are also lower in the acute post-trauma period in those
who subsequently develop PTSD than in those who do not. For example, cortisol
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levels were lower in women with a history of previous assault in the immediate
aftermath of rape than in women with no prior assault history. Perhaps not sur-
prising, prior assault was associated with a higher risk of PTSD regardless of
rape severity (26). These findings suggest that the HPA axis may be permanently
sensitized after exposure to early life stress such that subsequent responses to
stress are affected. Therefore, HPA axis adaptation may partly account for why
only a subset of trauma-exposed individuals develops PTSD. In one study,
women who were currently depressed and had a history of childhood abuse had
significantly greater pituitary-adrenal and heart rate responses to stress compared
with control subjects (27). Furthermore, 85% of abused, depressed women in the
sample met criteriafor PTSD compared with 36% abused, nondepressed women.

In terms of structural abnormalities, a growing literature indicates that the hip-
pocampus, which plays a critical role in learning and memory, is abnormal in
PTSD. A variety of mechanisms have been proposed: Sapolsky (28) has shownin
animal studiesthat high levels of cortisol released during stress can cause neuro-
toxic damage to hippocampal neurons. Of note, several magnetic resonance im-
aging (MRI) studies have demonstrated smaller hippocampal volumes in both
men and women with PTSD. The findings are suggestive of more pronounced
left-sided deficits in women and right-sided deficits in men. A quantitative MRI
study of women with severe childhood sexual abuse (71% of whom fulfilled cri-
teria for PTSD), found reductions in left hippocampal volume (5%) in abused
women compared with nonabused women (29). Left hippocampal volume reduc-
tion correlated highly with dissociative symptoms. In contrast, Bremner et .
(30) found reductions in right hippocampal volume (8%) in male combat veter-
ans with PTSD (n = 26) compared with healthy veterans without the disorder
who were matched for age, drug and alcohol abuse, and combat experience.

Bilateral hippocampal volume reductions have also been observed in women
with and without early childhood abuse (with and without PTSD) (31) and in men
with combat-related PTSD (31). Bremner and colleagues (32) were thefirst to pro-
vide converging evidence of structural and functional hippocampal disturbance in
PTSD. Abused women with PTSD had significantly lower volumes of the hip-
pocampus (left and right) compared with either abused women without PTSD or
healthy controls. In women with PTSD, the left hippocampus was not activated
during a verbal memory task. Partially consistent with findings by Stein et al. (29),
smaller left hippocampal volumes correlate with dissociative symptoms while
smaller right hippocampal volumes correlate with PTSD symptoms. Moreover,
deficits in hippocampal structure and function in women with PTSD were specific
to a PTSD diagnosis and not a specific outcome of child abuse exposure. It should
be noted that studies of women with intimate partner violence and PTSD and mal-
treated children and adolescents with PTSD have not found smaller hippocampal
volumes. Other sex differences have been noted in pediatric PTSD, with maltreated
boys showing more evidence of global adverse brain development than girls (33).

Findings from functional imaging studies (positron emission tomography) in
women with childhood sexual abuse and PTSD have consistently implicated the
hippocampus, amygdala (important for fear responses and emotiona salience),
medial prefrontal cortex, and anterior cingulate (responsible for modulation of
emotional responses). For example, in studies asking women to perform emo-
tionally valenced declarative memory tasks, greater activation was seen in this
brain network in abused women with PTSD than in either women with abuse
without PTSD or nonabused women (34).
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In summary, a number of studies have demonstrated PTSD-specific gender
differences; however, similarities far outweigh differences in men and women
with the disorder. It should be noted that in traumatized children with PTSD, sex
differences are small relative to the developmental variability in the volume of
brain structures (33). To answer the question of whether sex differencesin neuro-
biologic abnormalities are a consequence of trauma exposure or a preexisting risk
factor for PTSD, future investigations will need to focus on the longitudinal
course of the relationship between neurobiology, gender, and trauma outcome.

TREATMENT

PHARMACOTHERAPY

Trials of various antidepressant agents in trestment of PTSD have documented the
efficacy of selective serotonin reuptake inhibitors (SSRIS), monoamine oxidase in-
hibitors (MAQIs), and tricyclic antidepressants (TCAS). In view of their ease of
use, lower risk of overdose, and superior tolerability, SSRIs are currently advo-
cated as first-line treatment. SSRIs are broad-spectrum agents that, in addition to
reducing core PTSD symptoms, have documented efficacy in disorders that are
often comorbid with PTSD, such as major depression and panic disorder (35).

Hormonal fluctuations (associated with menses, menopause, oral contraceptive
use, or hormone replacement therapy) may have an impact on the pharmacokinet-
ics and pharmacodynamics of drug therapy, and this needs to be borne in mind
when treating women. Many of the mgjor neurotransmitter systems implicated
(e.g., serotonin, noradrenaline, dopamine, GABA) are subject to modulation by
female sex hormones and are, therefore, potential targets for pharmacologic inter-
ventions. For example, gender-related metabolic factors may affect SSRI metabo-
lism through various cytochrome P450 enzymes resulting in clinically relevant
alterations in plasma concentrations. Some data suggest that women may respond
more favorably to SSRIs and men more favorably to TCAS (36).

Randomized, controlled investigation of the SSRIs sertraline (37), paroxetine
(38), and fluoxetine (39) have demonstrated efficacy in large samples of women
with chronic PTSD secondary to rape or physical assault. In one mixed-sex study
(40), long-term (9—12 months) paroxetine treatment was associated not only with
significant improvement in PTSD symptoms but also with an increase in hip-
pocampal volumes, although no gender differences were noted. These findings
suggest that SSRIs may also be effective in reversing stress-induced hippocampal
damage in PTSD. The Food and Drug Administration has approved both sertra-
line and paroxetine for treatment of PTSD.

Some of the newer antidepressants also show promise. In male combat veter-
answith PTSD, open-label studies of the serotonergic agents trazodone and nefa-
zodone have shown benefitsin treating sleep, nightmares, agitation, and other in-
trusive and hyperarousal symptoms of PTSD (35). Mirtazapine, a drug with dual
noradrenergic and serotonergic effects, was superior to placebo in a small ran-
domized trial of chronic PTSD patients (58% female) (41). This drug may be
useful either as monotherapy or an adjunct to SSRIsin partial responders.

Several open trials have suggested the efficacy of TCAs in treating the intru-
sive but not avoidant or numbing symptoms of PTSD. Additionally, two 8-week
randomized, controlled trials have demonstrated the efficacy of imipramine and
amitriptyline (35). However, these trials were conducted in combat veterans and
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did not include women. The high incidence of adverse effects and risk of over-
dose do not make these first-line agentsin PTSD.

Monoamine oxidase inhibitors (MAOIS) have been mainly investigated in con-
trolled studies of male combat veterans. Four placebo-controlled trials (two of
phenel zine and two of brofaromine, an MAO-A plus serotonin reuptake inhibitor)
have produced mixed findings (35). The side-effect profile (risk of hypertensive
crisis) along with dietary and drug restrictions preclude the use of these drugs as
first-line or second-line agents. Moclobemide, a reversible MAO-A inhibitor that
isrelatively free of the limitations of the conventional MAQIs, was shown in a 12-
week open-label study to improve al three PTSD symptom clusters (42).

Buspirone, a 5-HT,A partial agonist with alow potential for abuse and with-
drawal, has also shown efficacy in dosages ranging from 5 mg/day to 60 mg/day.
Anticonvulsants and mood stabilizers (e.g., carbamazepine, valproate, lithium,
gabapentin, vigabatrin, lamotrigine, and topiramate) have been shown to be
effective in PTSD either as monotherapy or as an add-on or for chronic PTSD
(35). In addition, atypical antipsychotic drugs (e.g., risperidone, olanzapine) may
be useful in patients whose symptoms do not respond to treatment (35). Benzodi-
azepines are commonly prescribed in clinical practice for PTSD because of their
proven efficacy as anxiolytics. In view of their abuse potential and the risks of
rebound anxiety and withdrawal (which may exacerbate PTSD symptoms), these
agents should be used with caution.

Few trials have explored the efficacy and safety of long-term treatment in
PTSD. To date, sertraline is the only SSRI investigated both in 24-week open-
label continuation and 28-week relapse-prevention trials (43). Continued trest-
ment with sertraline was effective in reducing relapse and sustaining improve-
mentsin quality of life and psychosocial functioning.

PSYCHOTHERAPEUTIC MANAGEMENT

An important initial concern in the psychotherapeutic management of trauma
survivors is establishing both their physical safety (this is particularly important
if the woman is living in a context of ongoing abuse) and a sense of emotional
safety in the therapeutic relationship before proceeding with intervention (1).
Thereafter, a number of psychotherapeutic techniques have demonstrated effi-
cacy in reducing the symptoms of PTSD.

Using behavior therapy techniques, exposure therapies for PTSD aim to habit-
uate the anxiety related to the traumatic event through repeated exposure to both
traumatic memories and external traumatic reminders (44). The therapist trains
the client in breathing and muscle relaxation strategies, which the client employs
at each stage of exposure in order to manage anxiety. Additionally, maladaptive
cognitive appraisals that arise during exposure may be identified and modified.
Exposure therapy continues until the client is able to think about the trauma and
to encounter real-life traumatic reminders without feeling intense anxiety or
engaging in avoidance strategies.

Exposure may take the form of systematic desensitization, where the therapist
together with the client constructs a graded hierarchy of feared cues associated
with the traumatic event; once the client has mastered exposure to the least feared
cue (using relaxation and cognitive strategies), exposure to the next cue on the hi-
erarchy graded exposure can proceed (45). A more recent development in expo-
sure therapy for trauma survivors is prolonged exposure (PE), which consists of
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repeated exposure to the entire traumatic memory over several sessions, again in
combination with cognitive modification, as well as gradual exposure to external
traumatic reminders (46). The efficacy of these relatively short-term (9-20 ses-
sions) cognitive-behavior therapies for PTSD and for some comorbid disorders
such as depression has been demonstrated repeatedly with female survivors of
both childhood and adult abuse and, furthermore, these PTSD interventions ap-
pear to benefit women even more than men (47). This suggests that cognitive-be-
havior therapy (CBT) is the psychotherapeutic intervention of choice for women
with PTSD. While short-term CBT techniques are clearly effective in reducing
PTSD among women who have experienced both single traumatic episodes and
repeated abuse, the effect of CBT techniques on more complex post-traumatic
adaptations such as DESNOS symptoms is still unclear, since outcome studies
have seldom measured changes in these symptoms.

In recent years, researchers have also examined the efficacy of eye-movement
desensitization and reprocessing (EMDR). This technique combines exposure
and cognitive modification with lateral eye movements that are theorized to ac-
celerate the processing of trauma-related information (48). It has been proposed
that the constant reorienting of attention in EMDR activates those areas of the
brain (anterior cingulate, amygdala, hippocampus, orbital frontal cortex, and
visua cortex) that are also activated (@) in patients with PTSD exposed to script-
driven imagery and (b) in REM (Rapid Eye Movement) sleep. Activation of these
brain areas during EMDR is thought to produce shiftsin memory processing sim-
ilar to that of REM dleep. Thus, the REM-like state induced by EMDR might
facilitate the integration of traumatic memories seen in PTSD (49). Although
many controlled studies of EMDR have used samples of male combat veterans,
the efficacy of this treatment has al so been established with some female samples
(50). However, the benefits of EMDR for survivors of prolonged and repeated
trauma, rather than asingle trauma, are yet to be established.

RECOMMENDATIONS FOR ASSESSMENT AND TREATMENT

A central challenge for mental health professionals liesin correctly identifying fe-
male survivors of prolonged and repeated trauma, who may not present with “pure”
PTSD or disclose previous traumatization unless asked about it specifically. Sensi-
tive and thorough assessment is necessary in order to explore the trauma histories
of al female patients presenting with a mixed bag of diagnoses. Additionaly, the
high prevalence of comorbid disorders among women with PTSD and the overlap
of these comorbid disorders with DESNOS symptoms require clinicians to conduct
a careful and thorough differential diagnosis with al female patients who have a
known history of trauma. Assessment of DESNOS criteriamay be facilitated by the
Structured Interview for Disorders of Extreme Stress (SIDES; 51).

With regard to choice of treatment, the following guidelines are offered. Psy-
chotherapy should be the treatment of choice when PTSD symptoms are mild,
but psychotherapy in combination with medication may be used for more severe
symptoms. With regard to the psychotherapy component, exploration of the
trauma in the context of an empathic therapeutic relationship should form an es-
sential part of the treatment plan for women with pure PTSD, PTSD with comor-
bid disorders, or complex post-traumatic adaptations. The efficacy of trauma ex-
ploration through exposure therapy has been demonstrated repeatedly among
women with PTSD. However, for women with complex PTSD, the exploration
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and integration of traumatic memories may be a long and gradual process and
should include explorations of the ways in which current stressors are experi-
enced as the return of past traumas, careful reconstruction of the trauma narrative
in managesable doses, mourning the losses associated with the abuse, and slowly
reestablishing trust in others (1,5).

With respect to pharmacotherapy, SSRIs are the first-line treatment and should
be started at alow dose with slow up-titration to an average target dose: 20-50 mg
for paroxetine and fluoxetine, 50-150 mg for sertraline, 100250 mg for fluvox-
amine, and 2040 mg for citalopram. Onset of action on core PTSD symptomsis
usually two to four weeks (52). In pregnant or breastfeeding women, pharma-
cotherapy should be avoided as much as possible. In cases of necessity, SSRIs
may be administered, because these drugs do not pose an increased risk of major
fetal malformation. Sertraline, paroxetine, citalopram, and fluvoxamine all ap-
pear to be compatible with breastfeeding.

For patients with severe PTSD symptoms who experience only a partia re-
sponse to medication, treatment can be augmented with another medication
(preferably a mood stabilizer such as divalproex). For patients who fail to respond
toinitial treatment over 12 weeks or who are unable to tolerate SSRIs, switching to
aMAOI, TCA, or venlafaxine may be effective (52). Once patients have been stabi-
lized, medication should be continued for at least 12 months in the case of acute
PTSD and at least 24 monthsin the case of chronic PTSD. In patients whose symp-
toms are refractory to trestment (i.e., little or no response to multiple adequate trials
of medication and psychotherapy), it is important to evaluate for causes of nonre-
sponse to the medication (e.g., substance abuse problems, psychiatric comorbidity)
before trying a different medication combination (e.g., antidepressant plus mood
stabilizer or antidepressant plus antipsychotic or two antidepressants) (52).

CONCLUSION

Current research suggests that women are particularly vulnerable to developing
PTSD after traumatization and that those who experience early or prolonged abuse
may present to mental health settings with symptoms of complex PTSD. Careful
assessment is necessary to establish whether female trauma survivors meet criteria
for diagnosis of PTSD, PTSD with comorbid disorders, complex PTSD, or acom-
bination of these. Evidence from studies of the outcomes of treatment with psy-
chotherapy and pharmacotherapy indicates that women with PTSD are responsive
to a number of intervention strategies. With regard to future research directions, a
better understanding of the pathophysiologic mechanisms that underlie both
PTSD and complex PTSD in women may ultimately lead to more focused phar-
macologic treatments. Inclusion of complex PTSD symptoms in both pharma-
cotherapy and psychotherapy outcome studies is necessary for the development of
effective treatments for survivors of early and prolonged trauma. Until then, clini-
cian awareness of the diverse and multifaceted sequelae of traumatization will
facilitate effective and sensitive treatment of female trauma survivors.
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Wmen with intellectual disabilities are the children, adolescents, and adults de-
scribed in other chapters of this book; they have the same concerns and challenges
daily and over the life span. They often need support in understanding and meeting
these challenges and may not always be able to articulate or communicate their con-
cerns. Cognitive and communicative challenges can silence the voice of such women as
they negotiate equal rights as citizens and try to live dignified, fulfilled lives in which
they feel understood and respected. As a society, we tend to dehumanize, neglect, or re-
ject persons who do not communicate with us on our terms and whose worlds, there-
fore, we do not fully understand. Misinformation, stereotyping, and myths give rise to
negative attitudes and exert a negative impact on the mental health of these women.
This chapter describes a range of abilities of a diverse population of women and shows
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their influence on severa life span issues. Persons with intellectual disabilities have
higher rates of health and mental health problems than the general population. In the final
section we will explore why thisis so, focusing specifically on the issues for women.

CATEGORIZATION AND TERMINOLOGY

Typically, intellectual disability is categorized as a childhood disorder, but, in re-
ality, it is a lifelong disability; increasing numbers of persons with intellectual
disabilities now live until old age. Conceptualizing the disability only from the
childhood perspective perpetuates the myth that older persons with intellectual
disabilities are childlike, thus ignoring or minimizing their adult status and adult
concerns (e.g., struggle for autonomy, sexuality, need for intimacy). For this rea-
son, our chapter isincluded in the section of this book that addresses adult issues.
“Intellectual disability” is one of many terms used to describe persons who, be-
cause of limitations in cognitive, communicative, and adaptive functioning pre-
sumed present from birth or developing during childhood, require extra assis-
tance in everyday living. Flight from negative societal attitudes has led parent
organizations and policy makers alike to periodic revision of diagnostic terms.
Developmental disability gradually supplanted the term “mental retardation” dur-
ing the last 30 years, although the latter term is still retained in both the American
Psychiatric Association’'s Diagnostic and Satistical Manual of Mental Disorders,
4th edition, Text Revision (DSM-IV-TR, 1) and the World Health Organization’s
|CD-10 Classification of Mental and Behavioural Disorders (2), aswell as asub-
stantial proportion of clinical and research publications in North America. Inter-
estingly, when the term “mental retardation” was adopted in the 1960s, it was
viewed as a progressive new alternative to the early twentieth-century designa-
tions “feeble minded,” “moron,” “idiot,” and “imbecile” In the UK, the term
“learning disabilities” has replaced “mental handicap.” This has resulted in some
confusion because, in other parts of the world “learning disabilities’ is used for
persons with specific problemsin learning (e.g., disorders of memory or auditory
or visual perception of language) but with otherwise normal cognitive and adap-
tive functioning. Most recently, Canada and, in some contexts, the US, have been
phasing in the term “intellectual disability,” aterm that has been used in Australia
since 1986. Around the world, persons with disabilities prefer “people-first lan-
guage” in which the person always precedes the disability or description of what
the person has (3). “People with learning difficulties’ is a frequently preferred
collective term in this context.

Inconsistencies in terminology are accompanied by considerable variability in
diagnostic criteria. For example, DSM-IV-TR (1) continuesto rely on a statistical
model that measures the severity of mental retardation by standardized tests ex-
pressed as an intelligence quotient (1Q) with a cutoff point at 70 or below. The
American Association on Mental Retardation (AAMR), in both its 1992 (4) and
2002 (5) classification system revisions, has emphasized supports required rather
than level of 1Q. This focuses attention on the redlity that disability is a conse-
guence of the extent of available supports in a person’s environment. Also see
World Health Organization publications for eloquent descriptions of impair-
ments, disabilities, handicaps (6), activity and activity limitations, and participa-
tion and participation restrictions (7).

Discussing terminology immediately takes us to the heart of a dilemma for
workersin this area: clinical research mandates definition and case identification
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of particular persons and populations in order to study, understand, and provide
for their special needs. However, in applying our clinical methods to identify this
population, we risk running counter to the sensitivities of persons with these dis-
abilities who tell us they want to be included and integrated into the mainstream,
not isolated from it. Among the many perspectives in the area of intellectua dis-
abilities (educational, social, political, economic, clinical, experiential), each has
its own language. These tensions not infrequently raise obstacles to sound,
evidence-based practice with this population.

Our perspective is one that acknowledges the vulnerabilities of women with
intellectual disabilities and considers that these vulnerabilities need to be studied
and understood in order to promote full integration and inclusion into the
women's specific cultures and local communities.

EPIDEMIOLOGY
MILD AND SEVERE INTELLECTUAL DISABILITY

Epidemiologic research has identified women with mild intellectual disability
(1Q, 50 to 70 range) and those with severe intellectual disability (1Q, less than
50). The latter are easiest to recognize in most cultures because the severity of
their disabilities necessitates special supports and services. The identification of
women with mild intellectual disability is associated with life span landmarks
(e.g., educational, marital, occupational, parental) because it is at these times that
women with intellectual disabilities require adequate support in order to fulfill
specific expectations. Identification of the woman with mild intellectual disabil-
ity istherefore likely to fluctuate. For example, the highest prevalence of women
with mild intellectual disability is found in the school years. After they finish
school, such women may be able to hold down ajob or get married and may no
longer need support services. Persons with mild intellectual disabilities predomi-
nate in the total population, constituting 75% to 89% of all persons with intellec-
tual disabilities, compared to 11% to 25% with severe intellectual disabilities.

A dramatic change in recent years for women (and men) with intellectual dis-
abilities has been the greatly increased life expectancy, particularly for some etio-
logic groups. For example, for women with Down syndrome, the most common
recognized cause of intellectual disability, life expectancy is now into the fourth
and fifth decade, compared to age 12 in the early part of the 1940s. Curiousdly, fe-
males with Down syndrome may have a significant survival disadvantage com-
pared to males with Down syndrome (8).

There are differences between the sexes in prevalence of intellectual disabili-
ties, with greater numbers of men overall. In the severe range, the difference tends
to even out; some studies show greater numbers of women. The implications of
these sex differences in terms of required supports have so far not been explored.

BORDERLINE INTELLECTUAL DISABILITY

Women with borderline intellectual disability form an invisible but very large
group, poorly understood by both researchers and clinicians. Their 1Qs range
from 70 to 85; they tend to have difficulties managing money; they have social
skills deficits and difficulties solving problems; they may be illiterate. Earlier
definitions of intellectual disabilities often included these persons but, with a
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growing emphasis on inclusion along with attempts to reduce services, they have
been forgotten (9). The current trend, if indeed their special needs are identified
(10), isto label such individuals, while in the school system, as having alearning
disability. Prevalence rates based on service use tend to underestimate the size of
this population and may underestimate girls more than boys. Thisis because per-
sons with borderline 1Q (and sometimes those with mild intellectual disabilities
as well) are typically not identified in school unless they exhibit behavior prob-
lems. Behavior problems are more common in boys than girls. As adults, these
women may not come to the attention of services unless they have trouble caring
for their children or unless they develop major psychiatric difficulties.

AUTISM AND INTELLECTUAL DISABILITY

Autism is the most severe form of a spectrum of related disorders referred to as
the pervasive developmental disorders. These disorders are defined behaviorally
by impairments in socialization and communication and by alack of behaviora
flexibility (and are sometimes referred to as autism spectrum disorders). It is esti-
mated that about 75% of persons with autism have 1Q scores in the intellectual
disability range and even those with higher 1Qs often have relatively lower levels
of adaptive functioning and are referred to the intellectual disability sector for
services. Evidence suggests that a substantial proportion (one quarter to one
third) of persons with intellectual disabilities also have autism; the greater the
cognitive impairment, the greater the prevalence (11,12). While the male:female
ratio is 3—4:1 in autism without intellectual disability or with mild intellectual
disability, the gender difference diminisheswith increasing intellectual disability.
Some evidence suggests that, when girls are affected, they are likely to be more
severely disabled (13). Conversely, some girls with autism who have mild or no
intellectual disability have been reported to have fewer social and communication
deficits than their male peers. Some investigators have found undiagnosed autism
spectrum disorders in girls diagnosed with anxiety disorders, selective mutism,
and anorexia nervosa (14,15). Taken together, these findings suggest that girls
with autism may have a different phenotype than boys and, in milder cases, may
not be recognized as having an autism spectrum disorder (16). Personswith intel-
lectual disabilities and comorbid autism, because of the severity of these disabili-
ties, have historically been the focus of institutional scandal, and with the move
toward deinstitutionalization, have been among the last to be reintegrated into
community life (17). These persons remain a very vulnerable group requiring
considerable care and supervision throughout their lives.

ETIOLOGY

It is very important to investigate the etiology of the intellectual disability be-
cause associated health disorders may be present that might otherwise escape de-
tection or be misdiagnosed and fail to receive appropriate treatment.

MILD AND SEVERE INTELLECTUAL DISABILITY

While abiologic etiology can be identified in 60% to 75% of persons with severe
intellectual disabilities, it remains obscure for around 25% to 40% of those with
mild intellectual disabilities. (In light of diagnostic advances during the past
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decade, this breakdown, based on earlier epidemiologic data, may no longer be
valid. Individuals are increasingly being identified with milder manifestations of
established disorders that had previously been recognized only in severely af-
fected persons. New investigative techniques, when applied to persons with mild
intellectual disabilities, now detect the underlying cause of previously undiagnos-
able biologic entities.) However, for al persons with intellectual disabilities, less
than optimal health care (e.g., undiagnosed medical disorders such as hypothy-
roidism or inappropriate use of medication to manage behaviors), and less than
optimal support environments (e.g., inappropriate expectations or noisy and dis-
ruptive living circumstances, giving rise to stress and anxiety) can contribute to
lower levels of functioning. In recent years, recognition has increased that some
causes of intellectual disabilities give rise to a characteristic profile of skills, abil-
ities, and emotional responses as well as particular vulnerabilities to other health-
related problems. For example, Down syndrome (equally prevalent in males and
females) is associated with increased vulnerability to certain comorbid disabili-
ties (e.g., hearing impairment), medical (e.g., thyroid dysfunction), and mental
health disorders (e.g., depressive episodes, early onset dementia). Similarly, frag-
ile X syndrome, the most prevalent inherited cause of intellectua disability
(women with the fragile X full mutation may or may not have intellectual disabil-
ity), is associated with a higher than expected prevalence of certain medical dis-
orders (e.g., seizures, mitral valve prolapse, eye problems) and menta health
problems (e.g., hyperactivity, socia anxiety, obsessive, compulsive, and psy-
chotic behaviors under stress). Other genetic syndromes with documented char-
acteristic behavioral, emotional, and/or psychiatric disturbances include
Williams, 22g11.2 deletion, Angelman, Prader-Willi, Smith-Magenis (all of
which are egually prevalent in women and men), Rett (almost exclusive to fe-
males), and Turner (occurs only in women) syndromes. Recognizing these
“behavioral phenotypes’ (and their biologic bases) is essential in designing inter-
ventions and in providing optimal supports (18).

BORDERLINE INTELLECTUAL DISABILITY

Women (and men) with borderline intellectua disability were once referred to as
having “cultural familial” retardation because of the belief that their disability was,
in part, due to an impoverished environment; however, this term is less popular
now. With recent genetic advances, especially newer diagnostic investigations, such
as fluorescence in situ hybridization (FISH), subtelomeric screening, chromosome
microdissection, and magnetic resonance spectroscopy (MRS), we now suspect
that alarge proportion of women in this group also have specific biologic causesto
their disability (e.g., 22911.2 deletion syndrome, fragile X, deletion 1p36.3, treat-
able metabolic disorders such as Smith-Lemli-Opitz syndrome, or SLOS) (19).

AUTISM AND INTELLECTUAL DISABILITY

The cluster of abnormal patterns of behavior called autism has several different
probable etiologies. Autism is associated with a higher than expected prevalence
of epilepsy, neurologic symptoms, minor congenital anomalies (birth defects),
maternal birth complications, and, as previously stated, intellectual disabilities.
Also found in persons with autism are genetic conditions (such as fragile X),
metabolic conditions (such as phenylketonuria), viral infections (such as rubella),
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and congenital anomaly syndromes (such as Mébius syndrome). However, not
everyone with autism has these additional diagnoses, and not everyone with these
diagnoses devel ops autism. Autism appears to be the outcome of particular brain
damage caused by a variety of biologic insults. A small but significant minority
of persons with autism shows deterioration in skills and functioning during ado-
lescence and, for some, seizures may first occur at that time.

LEVELS OF FUNCTIONING

While 1Q (and adaptive functioning) may be a guide in supporting women with
intellectual disabilities, not all women with the same 1Q have the same cognitive
or psychological challenges. For example, differencesin expressive and receptive
language abilities, visual and auditory perceptual processing, memory and learn-
ing styles can give rise to hidden challenges. A comprehensive psychological and
communication evaluation assists in ensuring that the woman’s skills and diffi-
culties are properly understood and that appropriate supports are offered.

Given this cavest, however, it is still helpful clinically to consider the cogni-
tive and adaptive skills of women with intellectual disabilities in the subgroups
outlined in DSM-IV-TR, ICD-10, and ICD-10 MR (i.e., mild, moderate, severe,
profound levels of functioning). Adaptive functioning, 1Q levels, and living cir-
cumstances of women in these subgroups and for those with borderline intellec-
tual disabilities and autism are outlined in Table 17.1. Women'’s issues by sub-
group are outlined below.

WOMEN'’S ISSUES

Borderline Intellectual Disability

Historically, women in this group were considered either immoral or asexua
(20). Many older women in this group were institutionalized and sometimes ster-
ilized without their knowledge or consent because of afalse belief that they were
promiscuous and would add disproportionately to a defective gene pool. No other
information on their sexuality is available except that women with minimal edu-
cation tend to be misinformed about sexuality and at risk for sexually transmitted
diseases and abuse. In this group, even women who appear to be sexualy in-
formed may, in fact, not be (21).

Mild Intellectual Disability

Once a trusting relationship has been established, women with mild intellectual
disabilities are capable of describing their sexual experiences. The picture that is
emerging is that they have negative feelings about their sexual lives and experi-
ence very high levels of abuse (22,23). These women are relatively uninformed
about safe sex; they often believe that sex revolves around the man’s experience
and that they are not entitled to sexua satisfaction during sexual relations. Be-
cause of alack of education, combined with highly conservative attitudes, they
may feel guilty about enjoying their sexuality (24).

Some women with mild intellectual disabilities are mothers. Given support and
guidance in pregnancy and postpartum, these women can successfully rear children
(21,25). Child rearing becomes more challenging as their children grow older and
advance beyond them cognitively. Parents with mild intellectual disabilities need a
large support network of personswho can assist them in raising their children.
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TABLE 17

Skills, Abilities, and Living Circumstances Associated with Severity
of Intellectual Disability

Borderline ID
IQ =70-84
AE* = 11+ years

Mild ID
IQ = 55-69
AE = 9-11 years

Moderate ID
IQ = 40-54
AE = 6-9 years

Severe ID
1Q =25-39
AE = 3-6 years

Profound ID
IQ <25
AE = < 3 years

Autism and
intellectual
disability

1Q varies

AE varies

Living independently

Subtle communication difficulties

High school dropout or special education

Difficulty keeping a job

Government assistance

At risk for being in an abusive relationship

Challenges rearing children, particularly if social and economic resources are inadequate

Relative independence in self-care

Can hold a conversation and engage in the clinical interview
Information the person provides may not be accurate

Varied level of service required

May have paid employment

Has basic communication skills

Requires supervision with self-care skills
Group home settings

Structured day program or workshop setting

Communication difficulties

Motor difficulties

Requires ongoing supervision

Lives with family or in a 24-hour group home or nursing home

Alternative day programs with a combination of skills-based and recreational activities

Requires 24-hour supervised care

Lives either with family or in group home or nursing home

Multiple medical issues

Inner world largely unavailable to others because of communication difficulty

"o "o

Four patterns: “aloof, active but odd,” “overformal,

stilted” (43)

At higher levels of cognitive functioning: one-sided social and verbal interactions,
complex routines, manipulation of objects

At lower levels of cognitive functioning: social aloofness, abnormal

movements, hypersensitivity to sensory stimuli, confusion and fear of unfamiliar situa-
tions or interference with repetitive routines, failure to understand social rules, inappro-
priate attempts to control events, oversensitivity to sensory input (e.g., noisy environ-
ments) can lead to inappropriate and challenging behaviors

High levels of support and supervision are generally needed

passive,

*Age equivalent

Moderate Intellectual Disability
It is less acceptable for women with moderate intellectual disability to be in-
volved in sexual relationships, athough they may have interest in having such re-
lationships. Women in this category may talk about wanting to have a boyfriend
or get married, and they may enter into casual or more long-term exclusive
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relationships. However, their sociosexual knowledge tendsto be quite limited and
attitudes very conservative (24). These women tend to be sexually sheltered, with
limited access to privacy. A common concern is that they can be abused, so care-
givers take extra care to protect them and they are, therefore, denied sexual free-
doms. For this reason, sexual abuse, when it does happen, tends to be perpetrated
by persons close to the woman (relatives, care providers, or others with intellec-
tual disabilities).

Parents may be more prone to seek out sterilization for these women (its avail-
ability varies from country to country, but generally sterilization is now much
less available than previously) or request birth control to prevent potential preg-
nancies. These women are unlikely to be parents, and when they are, tend to have
difficulties raising children.

Severe Intellectual Disability

Women with severe intellectual disability may have sexual needs or desires but
tend to be restricted from sexual relationships. They are, however, still vulnerable
to abuse from those close to them. It is important to remember that even if the
woman cannot consent to a sexua relationship, she can still have her need for in-
timacy met in other ways (e.g., sSitting close to a friend, hugging, massage,
grooming, having a pet). These women tend to have difficulties with hygiene
(e.q., toileting, menstrual hygiene). Behavior issues may occur at certain times of
their menstrual cycle. In some situations, women with severe to profound intel-
lectual disabilities may be prescribed birth control pills or undergo surgical man-
agement to reduce menstrual problems (26-28).

Profound Intellectual Disability

In women with profound intellectual disability, women’s issues tend to be ig-
nored. These women are at risk for abuse and have hygiene concerns. Like other
women, they benefit from sensory stimulation, which can include touch from
others; they may attempt to masturbate. They require hands-on assistance with all
aspects of self-care, including toileting and menstrual hygiene.

Autism and Intellectual Disability

Very little is known about women's issues for those with autism. The capacity to
make friends, develop socia networks, communicate, and share feelings and
needs is a core impairment for these women. It is not that they do not need or
want friendships but, rather, their capacity to comprehend the meaning and nature
of friendships is often limited. They lack the instinctive knowledge of how to
make the first moves in being accepted by others. If a relationship does begin,
they are often unable to give or take in the relationship; they may make inappro-
priate demands on the other person. The relationship becomes one sided, and
continuation of the relationship is often a consequence of the accommodations
made by the other person. The woman with autism may make inappropriate com-
ments or engage in inappropriate behaviorsin socia settings, and she is particu-
larly vulnerable to the inappropriate advances of others. Thislack of social know-
how pervades al aspects of her daily life, school, occupation, and recreational
activities. The woman with autism will respond best to basic rules applied in a
consistent, structured, and supportive way to help guide her through these socia
perplexities. Autobiographical accounts by more able women with autism, such
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as Temple Grandin (29) and Donna Williams (30), alert us to those aspects of liv-
ing and experiencing that people with autism cannot take for granted.

ASSESSMENT AND TREATMENT IMPLICATIONS
BORDERLINE INTELLECTUAL DISABILITY

Women with borderline intellectual disability are most likely to come to the at-
tention of health professionals for reasons other than their intellectual deficits.
Their cognitive difficulties may or may not be recognized as contributing factors
to their health problems in the assessment and treatment phase. They also may
take on the role of care providers for younger women with disabilities. In such
cases, additional support may be required so that they can follow through with
health recommendations for themselves and for those under their care.

MILD INTELLECTUAL DISABILITY

Women with mild intellectual disability may appear more able than they are.
Apparent noncompliance with treatment and missed appointments can be a re-
sult of the intellectual disability and not a lack of interest in receiving help.
Women with mild intellectual disabilities may not have the necessary support
to fully engage in treatment (e.g., adhere to medication regimens, get to ap-
pointments), and where this is the case, such support needs to be built into the
treatment plan.

In general, the mental health disturbances, clinical presentation, and treatment
needs of women in this group are more similar to those of women in the general
population than to the specific problems presented by women with more severe
intellectual disabilities. However, the difficulties that even women with milder in-
tellectual disabilities have in communicating their subjective experiences and
inner discomforts, particularly where health-care workers are unaware of the ac-
commodations they need to make to assist, can give rise to misdiagnoses and in-
appropriate treatments.

MODERATE INTELLECTUAL DISABILITY

With greater intellectual disability, behavior disturbances ranging from “annoy-
ing” and antisocial behaviors to more destructive behaviors such as self-injurious
behaviors (SIB) increasingly are markers for underlying emotional and psychi-
atric disturbances and disorders. One young woman, Suzanne, was referred to
our service because she took hygiene products (e.g., soap, shampoo) belonging to
other residents and obsessively washed until her skin was damaged. Suzanne was
found to suffer from episodes of depression triggered by staff changes, and the
onset of the depressive episodes was heralded by obsessive behaviors involving
cleanliness. Another woman was referred because she was observed to be “ nasty”
and progressively more aggressive toward each of her younger cousins in turn
when they grew older and more capable and independent than she was. Unfortu-
nately, from a diagnostic perspective, the same behavior disturbance can be the
final common pathway of different underlying etiologies. For example, the dif-
ferential diagnosis of aggressive behaviors includes the full range of medical,
emotional, and psychiatric disorders as well as inappropriate expectations on the
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person, insufficient daily supports, dental problems, and even ingrown toenails!
A mental health assessment therefore should include a thorough review of the
myriad possible biologic, psychological, and socia circumstances that may be
causing distress. This distressis unlikely to be well articulated verbally and may
be communicated only through patterns of behavior change.

SEVERE INTELLECTUAL DISABILITY

Women with greater intellectual disability may resort to even less desirable be-
haviors when trying to communicate their discomforts (e.g., head hitting when
suffering earache or following the loss of afriendship). This increases the risk of
misdiagnosis and inappropriate treatment by health-care personnel unfamiliar
with the communication patterns of such women.

Significant modifications to assessment and treatment procedures must be
made for women in this group. Although it is fashionable to use terminology like
choice and empowerment, it is a challenge to put such terms into play with these
individuals. Focus is needed on working with these women’s support network so
that the network can help in education and empowerment.

PROFOUND DISABILITY

Women with profound disability experience more comorbid medical disorders
(e.g., seizures) and disabilities (e.g., sensory and motor impairments) than
their less disabled counterparts and have increased mortality associated with
feeding problems, being nonambulant and incontinent. We have little or no ac-
cess to their subjective experiences. Their sometimes challenging behaviors
may be understood as a lack of appropriate supports and services or as unrec-
ognized bodily discomforts and medical and mental health disorders. We need
to attend to the behavior in order to identify the underlying problem rather
than rush to medicate (which essentially “silences’ the woman into quieter
suffering).

AUTISM AND INTELLECTUAL DISABILITY

The challenge in working with women with autism and intellectual disabilitiesis
intrying to enter aworld where shared intuitive knowing between two personsis
no longer a given. Persons with autism are communicating in their own way the
nature of their difficulties, but we experience their unusual behaviors from our
own “intuitive knowing” perspective. Their attempts to engage socially, for ex-
ample, are experienced as one-sided and demanding, and descriptions such as
“manipulative” and “attention seeking” are not infrequent among care providers
unfamiliar with autism. Even a person with the most profound intellectual dis-
ability but without autism can elicit an ongoing sense of engagement with oth-
ers, and care providers feel rewarded in providing care. In contrast, care
providers working with persons with autism often feel drained, unrewarded, and
perplexed, which in turn can lead to inappropriate support practices. Women
with autism across the range of functioning are sometimes described as having
alexithymia (a disability in recognizing, experiencing, and describing feelings)
and anhedonia (a disability in recognizing, experiencing, and describing pleas-
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urable feelings). However, the authors have observed that higher functioning
persons with autism may use idiosyncratic language or copy behaviors of others
(e.g., cartoon characters from the TV) to communicate (indirectly) particular
feeling states. Lower functioning persons often engage in unusual behaviors the
communicative function of which remains unclear, even to those who know the
person well.

Itisessential that health-care staff involved in the assessment and treatment of
persons with autism be knowledgeable about this disability. Otherwise, inappro-
priate assessments and treatments are the likely outcome.

HEALTH AND MENTAL HEALTH

For biologic, psychological, and socia reasons, women with intellectual disabili-
ties across the lifespan have relatively high rates of medical and psychiatric diffi-
culties.

BIOLOGIC FACTORS

Women with intellectual disabilities have high rates of seizures, mobility prob-
lems, and sensory impairments. They are more likely than other women to be
prescribed psychotropic medications and may be more sensitive to side effects
but have problems reporting them. In addition, these women may not under-
stand body changes or know how to cope with them (e.g., puberty, menstrua-
tion, sexual excitement, and menopause). Very little time is spent educating
women with intellectual disabilities about their bodies. They tend to learn on a
need to know basis (e.g., a woman gets her period and is taught how to use a
menstrual pad).

PSYCHOLOGICAL FACTORS

Women with intellectual disabilities encounter daily stress in terms of stress-
ful relationships, changes in their routine, difficulties navigating the world in-
dependently, and being teased or ridiculed. They also experience stress be-
cause of not meeting developmental milestones. For example, girls with
intellectual disabilities experience high rates of mood and anxiety disordersin
adolescence or young adulthood when they realize that they do not have
boyfriends, they do not look like the women on TV, they may not get married,
and may not have children (31,32). It can be particularly difficult for women
with intellectual disabilities to witness their siblings moving out, getting mar-
ried, or having children (20).

Adjusting to change is of special concern for women with more severe intel-
lectual disabilities and those with autism. Change such as alterations in staff or
roommates or modificationsin aday program can cause great distress, which, un-
fortunately, may not always be recognized.

Women with intellectual disabilities may also experience stress because of
their communication impairments. They cannot say they are in pain or give accu-
rate information on when amood or anxiety problem started. Women with milder
disabilities are vulnerable to acquiescence and may deny symptoms if they are
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trying to please the person asking the questions or if they think their feelings are
inappropriate.

SOCIAL FACTORS

Women, more so than their male peers with intellectual disabilities (or women in
the general population), are likely to be physically or sexually abused in their
lifetime, and limited treatment for abuse is available for them. It was once
thought that women with intellectual disabilities were not as affected by such
events as women of average intelligence, but recent research suggests otherwise
(33). Not only are they more likely to have been abused, but they are also likely
to have witnessed violence in their homes or workplaces, which can lead to con-
cerns about personal safety and personal boundaries (34,35).

Caregivers may deny that difficulties exist, may infantilize, or may be over-
protective and thus prevent the women from having experiences they are enti-
tled to have. In our efforts to take care of these women, we have learned to
make decisions on their behalf, sometimes without their involvement. Profes-
sionals, not thinking of individuals with intellectual disabilities as women,
may attribute difficulties to the intellectual disability itself (diagnostic over-
shadowing) and not to other women'’s issues. These attitudinal barriers are a
result of inadequate education of professionals who work with women with in-
tellectual disabilities and essentially collude in silencing the important voices
these women can contribute to better services by excluding them from those
very discussions.

Women with intellectual disabilities are also at risk for health problems be-
cause of barriers they face in accessing appropriate services. Intervention
tends to happen in late stages, if at al, because of limited appropriate re-
sources. Poverty is another risk factor for this group. Most of these women do
not work and are dependent on government assistance or the generosity of oth-
ers. Housing may be inadequate, and there may be little or no money for serv-
ices such as staff support, medication, and transportation to medical and other
appointments.

Finally, these women often live in stressful environments. They may live
with people not of their choosing; their caregivers may also feel alone and un-
supported.

EMOTIONAL DEVELOPMENT

Women with intellectual disabilities, depending on their developmental level,
need others to help them modulate their emotions. This need is often not under-
stood, and the woman is either expected to manage on her own or else a solution
is imposed; neither outcome helps the woman develop emotionally, the latter
would reguire the presence of a responsive other. Women with intellectual dis-
abilities can suffer several other disadvantages in terms of emotional devel op-
ment. They may be more “needy” early on, may be experienced as difficult ba-
bies, may need more structure and consistency throughout the life span, may
have few coping strategies in response to adverse circumstances, and may be
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more vulnerable than others to adverse environments. Sensitive behavioral sup-
port (e.g., consistent supportive behaviors from care providersin response to es-
calating behaviors) tailored to the functioning level of the woman provides emo-
tional containment, while psychotherapy (individual or group) helps the woman
to better experience and to better learn to modulate her emotional responses. Ei-
ther individually or together, both interventions have been found to be effective
treatments for many behavior disturbances (36,37) and can prevent the develop-
ment of psychiatric disorders.

PSYCHIATRIC DISORDERS

While the prevalence of psychiatric and behavior disorders for women (and men)
with intellectual disabilities is estimated to be four times as great as that for the
genera population, the range of psychiatric disordersisthought to be similar. For
lower functioning persons, some additional disorders are described (e.g., stereo-
typies, pica). Some psychiatric disorders may be associated with specific genetic
etiologies (e.g., psychotic disordersin deletion 22q11.2 syndrome, and Alzheimer
dementia in persons with Down syndrome), and for some diagnostic groups the
prevalence of psychiatric and behavioral disorders may be higher (e.g., greater
prevalence in persons with autism).

Psychiatric disorders are typically diagnosed at later stages, if at all, and
are often misdiagnosed. For example, women with intellectual disabilities are
more likely to be diagnosed with a psychotic disorder than with anxiety or de-
pression. Comorbid disabilities (e.g., hearing impairment), medical (e.g., thy-
roid, gastroesophageal reflux disorder), and emotional disorders (e.g., from
early abuse) can add great complexity to the clinical presentation. In some
situations, it is helpful to distinguish episodic or new onset disorders (e.g., de-
pressive, hypomanic, psychotic disorders) from background more chronic
conditions (e.g., hyperactivity or compulsive behaviors) and disorders (e.g.,
ADHD, OCD) (38). New onset and more chronic disorders can also coexist
(e.0., a pattern of bipolar affective disorder, hyperactivity, and tics and com-
pulsive behaviors is sometimes seen in persons with autism). In such potential
complexity, it is essential not only to adopt a systematic assessment approach
but also to determine the extent to which medical problems, inappropriate sup-
ports, and inappropriate expectations on the woman may be contributing to the
“psychiatric” behaviors (39,40). In this way, treatments targeted to the appro-
priate underlying cause can be offered, resulting in fewer side effects and bet-
ter outcomes. Unfortunately, the main intervention for behavior and psychi-
atric disturbance is often pharmacologic (41), with little psychotherapy
available (42).

Women with intellectual disabilities tend to be excluded from women's
mental health research, so there is little empirical support for any given type
of therapy (42). Research is needed on what treatments work with this popu-
lation and how empirically supported interventions should be modified. We
have found that an interdisciplinary approach with a solid understanding of
both women’s issues and intellectual disabilities is necessary. (See Box
17.1)

[vww.ebook3000.con)



http://www.ebook3000.org

250

SECTION IV e Adulthood

BOX 17.1
Clinical Vignette

(To preserve confidentiality, this vignette
is fictitious. It is a composite based on
the experiences of many different per-
sons, not of any one individual.)

Crystal has mild intellectual disability,
as does her mother. Several years after
her birth, her mother moved away, and
Crystal was looked after by her maternal
grandparents. When Crystal was a
teenager, her mother reappeared and,
concomitantly, Crystal became increas-
ingly behaviorally disturbed. She had
frequent visits to the Emergency Depart-
ment and short psychiatric admissions.
Over the years, many diagnoses have
been offered, including depression with
suicidal ideation, dysthymia, adjustment
disorder, eating disorder, self-mutilating
behavior, oppositional defiant disorder,
attention deficit disorder, impulsiveness,
agitation and violence, and aggressive
outbursts. Crystal has been treated with
a variety of medications, including ben-
zodiazepines, antidepressants, antipsy-
chotics, and stimulants, with limited evi-
dence of benefit. In her late teens,
Crystal had a therapeutic abortion fol-
lowing a visit to her mother's home,
where she was raped by a male visitor.
Currently, Crystal is living in an apart-
ment supported by workers who visit
daily and assist with shopping and
household tasks, monitor her medica-
tions, and help coordinate her medical
and other appointments. On weekdays,
she attends a supported work setting.
She left her grandparents’ home be-
cause of her disruptive and aggressive
behaviors toward some family members
(her mother and younger cousins), for
which a court order restricting access to
these persons was required. In her
teens, Crystal gained an excessive
amount of weight and now suffers from
significant obesity, which causes her

great distress. In the past three years,
she has been diagnosed with diabetes,
for which she takes medication.

Comment

While, on the surface, this appears to be
a case study of Crystal, a young woman
with intellectual disabilities, it is actually
a case study of Crystal, her mother with
intellectual disability, and her grand-
mother. If each of these women had
been given the appropriate supports
when needed, the situation would be
different.

Crystal’s grandmother has the double
stress of looking after a daughter with
mild intellectual disability, promiscuous
behavior, and poor judgment and a
granddaughter with mild intellectual dis-
ability. Supporting her granddaughter
places additional stress on her relationship
with her daughter. Allowing her daughter
independence results in abuse of her
granddaughter. Grandmother never had
much help in managing her daughter,
and she has even less help now in looking
after both Crystal and her mother.

As a woman with mild intellectual
disability, Crystal’s mother was ignored
by the school system and mental health
system. As an adult, she tried to achieve
as normal a life as possible but, with lim-
ited sex education and poor assertive-
ness skills combined with impaired judg-
ment, she conceived a child for whom
she was unable to care. Although be-
coming pregnant and being a mother
gave her a boost of self-confidence and
helped establish her identity as a
woman (and not just a person with in-
tellectual disability), she suffered a loss
of self-esteem when she could not cope
with motherhood. She finds spending
time with her daughter sometimes re-

warding but often stressful, particularly
(continued)
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BOX 17.1 (Continued)

as her daughter matures and can do
some things better than her mother.
Crystal’s mother wants desperately to be
loved by a man and taken care of, and
to try to achieve this, she often puts her-
self into compromising and dangerous
situations.

Crystal has significant issues with
safety and trust. She wants to love her
mother but is also very stressed in her
presence. Unable to verbalize her frus-
tration and fear, she acts aggressively
when anxious, which has led to numer-
ous medications, a resultant excessive
weight gain, and restricted visits with
family. Crystal has watched her younger
cousins achieve milestones that she can-
not (e.g., driving, dating) and, when
with them, she is prone to explosive
outbursts. She now also has a serious
medical condition (diabetes), which, if
not managed carefully, is likely to lead
to further medical complications that
will add to her disabilities.

Following an interdisciplinary assess-
ment (involving psychiatrist, psycholo-
gist, communication therapist, behavior
therapist) and a meeting with her com-
munity supports (social worker, grand-
parents, manager at workplace, commu-
nity nurse) and a review of all previous
hospital visits and admissions, Crystal’s
mental health issues were reconceptual-
ized within a developmental and biopsy-
chosocial perspective. Crystal was seen
as a young woman with mild intellectual
disability (with implications for optimal
supports) who suffered significant depri-
vation and abuse during her childhood
and who now had difficulties modulat-
ing her affect, particularly in the pres-
ence of significant triggers (e.g., biologic
mother and younger cousins). All previ-
ous psychiatric diagnoses could be un-
derstood in this context, and the new

framework provided opportunities for
prevention and rehabilitation. Crystal
was recognized as being a very resilient
young person (as evidenced by her re-
sponse to therapy—see below) who,
with supports appropriate for someone
with mild intellectual disability, can be
assisted in finding ways to overcome the
impact of early traumas and current so-
cial and emotional disadvantage and in
managing her emotional responses.

Progress

Crystal has done remarkably well with
individual psychotherapy, behavioral sup-
port, and systems meetings. Psychother-
apy provides her a safe, reliable place
where she can identify whatever feeling
states arise and learn how to manage
these. Behavioral support is the structure
and routine in her home and at work
that make sure the tasks are appropriate
to her abilities, help her to recognize
when she needs help and how to ask for
it, help her recognize healthy eating and
how to manage this, and supports her in
a weight reduction program and in link-
ing with the community nurse. Systems
meetings include Crystal and everyone
involved in her support to ensure follow-
through and consistency. Working with
her psychotherapist, Crystal has devel-
oped a shared language with which to
describe her subjective experience, and
through this shared language, she has
developed self-soothing strategies. In ad-
dition, through this shared language
with her psychotherapist and psychia-
trist, she is now able to provide feedback
about her medication experience. This
has allowed changes in her medications
so that these are more closely attuned to
her bodily experiences and feeling states,
which in turn has resulted in better com-
pliance with treatment.
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CONCLUSION

In this chapter we have tried to outline issues in daily living that impact on the
mental health of women with intellectual disabilities. Undoubtedly, as a society,
we have come a long way in recognizing the experiences and special needs of
these women. It is likely that further progress will be made by focusing on the
universality of certain issues for all women and by exploring how these are expe-
rienced through the lives of women with disabilities.
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Section V Summary

Commentary from Scandanavia
Berit Schei, Marsha M. Cohen

THE NORDIC COUNTRIES” APPROACH TO
PSYCHOSOCIAL ISSUES IN REPRODUCTIVE
HEALTH

The Nordic countries referred to in this commentary include
Denmark, Finland, Iceland, Norway, and Sweden, a total
population of over 20 million people. One aspect that the
Nordic countries share is a universal public health care sys-
tem. Women have access to treatment and services equally,
regardless of their social position or economic status. Tradi-
tionally, changes in the service provision for women have
come from within the public headth care system. In the
areas of psychiatry or mental health, approaches to psy-
chosocial issues in reproductive health have generally been
initiated by gynecologist/obstetricians rather than health
care professionals.

The papersincluded in this section are written by authors
from Australia, Canada, and the United States. They address
psychological conditions related to pregnancy and delivery,
menstrual patterns and cyclica changes in menstruating
women, hormonal changes related to the menopause, and
depression during motherhood. There are certain facets of
these conditions where comparisons with the Nordic coun-
tries might be informative. These include a comparison of
the prevalence of postpartum depression with Nordic coun-
tries where postpartum depression has been well researched
(1-5). In contrast to Nordic countries, al the papers are writ-
ten from the viewpoint of mental health professionals who
tend to treat the more extreme end of a spectrum of
women's reproductive mental health.
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FEAR OF CHILDBIRTH—EXAMPLE OF AN IMPORTANT ISSUE
ADDRESSED IN THE NORDIC COUNTRIES

For example, one issue that has not been discussed by the authors in this section on re-
productive mental health isfear of childbirth, called tokophobia (6). Another is whether
women who request a caesarean section should be granted one. The two questions are
linked. On one hand, the debate assumes that a maternal request for a CS is aways
caused by fear of childbirth. A request for CS might be unrelated to actual fear but re-
lated to other factors in women's lives. On the other hand, the current clinical guide-
lines around indications for CS might not be taking into consideration the relationship
between fear of delivery and maternal request for CS. CSis not benign; CS may have a
serious impact on delivery as it has been shown to be associated to various complica-
tions. Rates of CS are increasing in western countries, and fear of childbirth may be
having a still unappreciated impact on the risk for emergency caesarean section (7).

CONCLUDING REMARKS

The papers on reproduction and mental health in this book highlight important issues
for bridging the gap between somatic and psychological aspects on reproductive
health. Thislink with somatic health care has been along tradition in the Nordic coun-
tries. Models of good practice in the field in Nordic countries include bringing psy-
chosocial services within the framework of general reproductive health services. This
tradition has expanded our understanding of the complex issues of reproductive health
care and women’s mental health based on empirical research.
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I\/I enstruation marks the beginning of fertility and of womanhood. At the same
time, it is an event surrounded by myth, ceremony, and controversy. Over the ages,
menstruating women have been viewed as unclean in many cultures and religions.
Taboos and rituals still exist in some societies, and papers continue to be published that
explore the topic of menstrual meaning within a society (1,2). Since the middle of the
1900s, researchers have also been interested in the factors related to the complaints of
some women of negative symptoms in conjunction with the menstrual cycle. Concepts
such as premenstrual tension (PMT), premenstrual syndrome (PMS), premenstrual ex-
acerbation of preexisting mental and physical disorders, and premenstrua dysphoric
disorder (PMDD) have engendered considerable research and, in some instances, con-
troversy. This chapter discusses these concepts.

This chapter is a revised, expanded, and updated version of a paper “Premenstrual dysphoric
disorder: an update” published in the Journal of Practical Psychiatry and Behavioral Health
1999;July:1-7. (permission from Lippincott Williams & Wilkins, publishers of JPPBH)

The author is in private practice, and was the Chair of the LLPDD work group of the Ameri-
can Psychiatric Association Task Force for DSM-IV.
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PREMENSTRUAL DISORDERS

First, it isimportant to outline the events of the menstrual cycle. Beginning with
the onset of menstruation, during the follicular phase the gonadotropins, follicle-
stimulating hormone and luteinizing hormone (FSH and LH), stimulate the ovar-
ian follicle. This phase lasts approximately 14 days until ovulation occurs. Pro-
gesterone and estrogen are produced in the second phase of the cycle, the luteal
phase. If the egg is not fertilized, estrogen and progesterone levels fall and
menses begins. The cycle then repeats every 28 to 30 days unless pregnancy en-
sues. Research into the chemistry of this cycle and into biochemical, social, and
psychological factors affecting it is discussed bel ow.

The psychosocial meaning of menstruation and the changes that occur in a
woman'’s body have imposed limitations upon women throughout the ages. Many
see the woman as unclean during menstruation, and, in some societies, sheisthen
segregated. In Western countries, comments and jokes about a woman’s expected
premenstrual behavior are commonplace. Discussion about the association of
premenstrually attributed behaviors includes social constructs about a woman's
place in society and in a culture and her emotional expressiveness. Anger and ir-
ritability are the emotions usually associated negatively with the premenstrual
period. As noted in the DSM-1V Sourcebook, a woman’s expression of anger is
often “blamed” on premenstrual hormonal changes rather than on the social cir-
cumstances in which she exists (3). For some women, the premenstrual period
becomes, therefore, a safe time to show anger and dissatisfaction because then, as
at no other time, she may be excused for so doing. Instead of examining and rec-
tifying the social practices that forbid women to protest their circumstances, de-
scribing anger as pathologic reinforcesits proscription. However, for a significant
number of women, cyclical symptoms appear to be mediated not by sociocultural
influences but by biochemical changes beyond the woman's control. (See Box
18.1.) The debate about such cyclical symptoms being a medical concern and a
possible mental disorder continues among those involved with women’s health
and women'’s studies (4).

Medical interest in premenstrual disorders was stimulated by the work in the
1930s of R. T. Frank, who began exploring the role of estrogen on women’'s
mood changes. Later, Dalton popularized the use of progesterone to treat pre-
menstrual negative behaviors (5). As debate about the validity of premenstrual
disorders grew, clinicians and researchers struggled to find treatments for the
women who complained of such symptoms. Many of these symptoms centered
on anger, but symptoms also included cyclic depression (even, at times, suicidal
thoughts) and marked loss of functioning in daily life.

The course of menstrual cycle symptomatology is not clearly defined by re-
search to date but, clinically, it appears to begin in adolescence, increase in the
late twentiesto early thirties, and disappear with menopause, whether menopause
isinduced or naturally occurring (3,5). It has been noted by many that awoman’s
experience of menstrual symptomsisrelated to that of her mother and culture. An
increasing number of studies from diverse cultures continue to investigate this
theory, with some finding a genetic rather than a social influence (1-3,5).

In an attempt to stimulate research into the menstrual cycle and associated (dis-
abling) psychologica changes, The Diagnostic and Satistical Manual of Mental
Disorders, 3rd edition, Revised (DSM-I111-R) included a proposed new diagnosisin
an appendix for further research: late luteal phase dysphoric disorder (LLPDD) (6).
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BOX 18.1

Case Example

A 35-year-old woman was asked by her
supervisor if she was having problems at
home because she was frequently irrita-
ble or absent from the workplace and
her behavior seemed to change unpre-
dictably. She noted that her husband
and young daughter had made similar
observations on many occasions over
the past few years. Concerned about
the number of sick days she was taking
from the workplace and about her inter-
personal relationships at home, she con-
sulted her family physician. An addi-
tional history of appetite change, sleep
disturbance, and suicidal ideation led to
a psychiatric referral. The sporadic and
unpredictable course of her symptoms
led to further questioning. It appeared
that she felt sad and angry around the
time of her menstrual period; this was
confirmed by charting the symptoms
over several months. Discussion mean-

her feelings about her job, and her per-
sonal and family background. When
symptom free, she was productive,
known for her humor, and enjoyed her
family and her work. She noted upon
reflection that the symptoms had
started during her late adolescence but
had not affected her life and function-
ing until recent years. She would be
feeling well and would awaken one
morning and have difficulty getting out
of bed. For the next eight to ten days
she would be tearful, have difficulty
concentrating, feel irritable, awaken
early, have a great desire for chocolate
and other sweets, lose interest in her
usual activities, argue with her husband,
and struggle with hopelessness and
thoughts of self-harm. Then her menses
would start, her mood would lift, and
she would feel renewed energy and
pleasure in life.

while explored her marital relationship,

LLPDD was defined as a dysphoric disorder associated with the menstrual cycle
that caused significant impairment in awoman’'s social and occupational function-
ing. It was, thus, distinguished from the more common minor premenstrual symp-
toms experienced by many women and from variously, often imprecisely, defined
premenstrual syndromes (PMS) (5). The premenstrual syndromes consist of ava
riety of both physical and behavioral symptoms showing varying degrees of sever-
ity; the 1983 guidelines from the National Institute of Mental Health required a
30% increase in the intensity of symptoms for six days prior to the onset of
menses before a diagnosis of PM S could be made. The mainly dysphoric disorder
causing severe impairment (LLPDD) was seen as adistinct, severe, psychological,
and far less frequent, premenstrual disorder. This chapter focuses on that disorder
rather than on the less severe premenstrual disorders (PMS).

The decision to introduce a description of a mental disorder that could occur
only in women was controversial. However, it was hoped that research using the
LLPDD criteriawould resolve the arguments for and against such adiagnosis. In
1992, the World Health Organization (WHO) published the tenth edition of the
International Classification of Diseases (ICD-10). In the ICD-10, premenstrual
disorders were listed only as “ premenstrual tension” under “ Diseases of the Gen-
itourinary System (NOO-N99): N94, Pain and other conditions associated with
female genital organs and menstrual cycle” (7). In contrast, the LLPDD criteria
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did not include pain or dysmenorrhea, nor were physical symptoms required for
the diagnosis to be made. In 1994, the DSM-IV was published. Here, the pro-
posed diagnosis of LLPDD was renamed premenstrual dysphoric disorder
(PMDD) and was described in Appendix B, “Criteria Sets and Axes Provided for
Further Study.” PMDD was also listed as a differential diagnosis under Depres-
sion Not Otherwise Specified (8). The new name, premenstrual dysphoric disor-
der, reflected the fact that this dysphoria seemed to be linked to the menstrual
cycle since it appeared in the late luteal phase and disappeared with the onset of
menses. Placing it as a differential diagnosis for depression emphasized the pre-
dominant mood disorder component, reflecting etiologic research that implicated
the serotonergic system, asin other mood disorders (9).

The criteria for this research diagnosis require that the symptoms be present
during the last week of the cycle, remit with the beginning of the follicular phase,
and be absent in the postmenses week. The symptoms must include either de-
pressed mood, marked anxiety, marked lability of mood, or marked anger or
irritability or increased interpersonal conflicts. In addition, at least four more
symptoms are necessary. These can be symptoms such as decreased interest, poor
concentration, fatigue, appetite changes, feeling out of control, and somatic
symptoms. In addition, there must be marked interference with work, school, and
social interactions. The symptoms must not be an exacerbation of a preexisting
illness. Finally, the criteria must be confirmed by prospective daily ratings for at
least two cycles.

The literature review, published in 1994 by the DSM-1V work group, noted
that a small but significant number of women (4.6%) met the criteria for PMDD
but did not meet the criteria for other concurrent mental disorders (10). The
symptoms of PMDD in women responded most consistently to medications af-
fecting serotonin pathways and also to ovarian suppression. No other medications
or supplements were found to be effective in alleviating symptoms of PMDD. A
database reanalysis conducted for the Work Group clarified the set of sympto-
matic criteriafor this proposed diagnosis (11).

Among the important questions requiring answers was why only about 5% of
women develop the severe symptoms of PMDD while the vast mgjority of
women do not. Was PMDD indeed a distinct, cyclical mood disorder or a dys-
phoric variant of PMS? The actual prevalence of PMDD was not known; neither
was the familial pattern nor the course of the disorder over a woman's lifetime.
What was the biologic basis of the disorder, given that effective treatments for
PMDD were medications that either suppressed ovulation or affected the seroton-
ergic system? What were the interactions or links between events of the ovulatory
cycle and serotonin? Were the symptoms of PMDD due to abnormalities trig-
gered by the hormonal changes of the menstrual cycle? And if so, were they
linked to estrogen or progesterone or both? Did women with PMDD have a bio-
logic trait abnormality that was present constantly, or was the abnormality spe-
cific to the luteal state (12)?

REVIEW OF THE LITERATURE SINCE DSM-IV

A search of the literature from 1994 to 2004, using Medline and the Cochrane Li-
brary, revealed numerous publications of research studies employing the DSM-
IV definition of PMDD.
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PREVALENCE

One prospective community study of young women and adolescents over 48
months found a 5.8% baseline prevalence of PMDD, or 5.3% when concurrent
major depressive disorder was excluded. The diagnosis remained stable over the
48 months' duration of the study. A further 18.5% had premenstrual symptoms
that did not meet PMDD impairment criteria (13). In another small study, women
with prospectively diagnosed PM S or retrospectively confirmed PMDD were fol-
lowed for 5 to 12 years and, in this small group, the PMS symptoms were stable
over time (14). Data from many countries and cultures now support the existence
of negative premenstrual symptoms, including PMDD (15,16). One such study,
of women aged 15 to 52, found significant somatic and psychological premen-
strual symptomatology in 52% of the women sampled with no difference be-
tween age groups except for the greater frequency of pain in adolescents (17).

Another study examining symptom stability across cycles in women with
prospectively confirmed PMDD, during symptomatic cycles only, concluded that
mood symptoms, including irritability, anxiety, and affective lability, showed the
most stability, and that somatic symptoms, while also stable, were not associated
with functional impairment (18). The authors stated that their data supported
PMDD as amood disorder and suggested further that, because of the stability of
its symptoms, PMDD might prove to be a model for the study of mood disorders
in general.

CRITERIA

Somatic symptoms discriminated the least between women who met PMDD cri-
teriaand those who did not, while anger, irritability, and conflict; a sense of being
out of control; markedly depressed mood; and decreased interest in usual activi-
tieswere the most discriminating symptoms (19). Tension, being on edge, and in-
creased interpersonal conflict were also important.

Problems with concentration and memory are frequent complaints both in
those with major depression and in women with PMDD. A small study that as-
sessed psychomotor speed, attention, and verbal learning and memory re-
ported that women with PMDD demonstrated psychomotor slowing in the
luteal, as compared to the follicular, phase and also compared to women
whose symptoms did not meet PMDD criteria. But the PMDD women’s scores
were still within the normal range despite psychomotor slowing and were
independent of measures for depression. Thus, the authors concluded that cog-
nitive changes during the luteal phase are minor and do not cause impaired
functioning (20).

Another study examined the degree of symptom severity needed for the diag-
nosis using daily ratings, as required by the DSM-1V criteria (21). These authors
suggested that all studies of PMDD should describe the process of determining
how the severity criteriawere met. However, it should be noted that studies of no
other mental disorder diagnosis require demonstrable measurement of severity of
symptoms.

A panel of expertsin 1999 evaluated all of the PMDD research data and con-
cluded that PMDD was a distinct clinical entity and was distinguishable from
mood and anxiety disorders (22).
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ASSOCIATION WITH MOOD DISORDERS

Studies of women who meet PMDD criteria have shown abnormalitiesin serotonin
binding (23,24). These changes were seen independent of the phase of the menstrual
cycle, indicating atrait susceptibility in this subgroup of women, rather than a state-
specific abnormality. In subjects with PM DD, the most significant complaintsin the
Iuteal phase were of anxiety, not depression, but these complaints of anxiety were
not matched by the increases in autonomic activity that are usualy associated with
anxiety. The authors state that these findings further differentiate PMDD from both
anxiety and depressive disorders (23,24). However, another explanation could be
that the complaints of “anxiety” are an expression of the tension and irritability that
accompany depression and form part of the PMDD criteria rather than classical
anxiety disorder symptoms. Data also point to abnormal beta-2 adrenergic receptor
density as atrait in some women with PMDD (25). The authors speculate that the
variable response to antidepressant medications among women with PMDD may
mean that this receptor abnormality does not occur in al PMDD women. However,
the studies had small numbers of subjects and replication and amplification of these
results are needed (25). Others continue to investigate the possibility of comorbidity
of PMDD with PTSD, mood and anxiety disorders (26,27).

1,312 twins completed a questionnaire that included four questions concern-
ing premenstrual tiredness, sadness, and irritability on two separate occasions Six
years apart (28). The results discount the influence of family and environment on
the occurrence of premenstrual symptoms but show a marked heritable influence.
The data indicate that the biologic relationship of premenstrual symptoms and
lifetime major depression is weak in terms of genetics and environmental risk
factors. A prospective twin study using the PMDD criteria would be of great
value here. The indication that environmental and familial factors are not impor-
tant in the expression of premenstrual symptomsis contrary to the views of many
(29). The absence of a strong association between premenstrual symptoms and
mood disorder also needs elaboration. While the twin study isinteresting, the use
of only afew questions relating to premenstrual experiences limits its usefulness
in understanding the origins of severe premenstrual distress.

TWO OTHER AREAS REQUIRING MORE RESEARCH

Links between mood disorder and PMDD have also been studied by looking at
circadian rhythm dysregulation as well as seasonal affective disorder (30,31).
These small studies found lower, shorter, and advanced nocturnal melatonin se-
cretion in women with PMDD, and they conclude that such blunted circadian
rhythms may make such women vulnerable to endogenous and environmental in-
fluences that can result in PMDD symptomatology. While there were no differ-
ences in the actual levels of progesterone or estrogen between the women with
PMDD and the normal controls, the studies’ authors suggest that the circadian
rhythm clock in those meeting PMDD criteria is influenced by the hormonal
changes of the menstrual cycle. These studies are especially interesting since
melatonin is synthesized from serotonin (32).

Results from several studies of plasma gamma-aminobutyric acid (GABA)
levels have had equivocal results (33,34). A relationship has been mooted be-
tween PMDD symptoms and cortical GABA neuronal functioning. More re-
search is needed in this area.
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In summary, evidence to date concerning the association of PMDD and mood
disorders is tentative but suggestive. The serotonergic basis of both PMDD and
mood disorders is reflected in the medications that are often effective for both, al-
though the exact mechanism responsibleis as yet unknown. It could be that the same
medications are often effective for both because the two disorders have asimilar eti-
ologic basis. Or the medications may affect a common final biologic pathway, such
as altered serotonergic receptors—that is, different biologic abnormalities may lead
to asimilar end point, atered serotonin pharmacodynamics. However, such abnor-
malities have yet to be discerned. Another study followed women with PMDD on &i-
ther placebo or L-tryptophan for three cycles (35). Those receiving tryptophan had a
significant diminution in mood symptoms, suggesting a therapeutic effect of in-
creased serotonin synthesisin the late luteal phase of the cycle.

ENDOCRINE STUDIES

Studies investigating a possible endocrine/ovarian or neurobiologic etiology for
PMDD have continued; however, no abnormalities have been found in estrogen
or progesterone levels in women with premenstrual symptoms (36). One impor-
tant study concluded that normal cyclical changes in these hormones resulted in
the abnormal expression of severe mood disturbances premenstrually in some
women (37). In this placebo-controlled study, normal ovarian function was sup-
pressed by leuprolide (a gonadotropin-releasing hormone [GnRH] agonist) and
the hormones were then replaced separately. Once replacement occurred, only
women with premenstrual symptoms had a return of symptoms, including sad-
ness, anxiety, irritability, bloating, and impaired functioning. The return of symp-
toms was related to either estrogen or progesterone and was greatest in the week
or two after the hormones were administered, decreasing in the last week of ad-
ministration. Thisincrease in symptoms did not occur in those women previously
diagnosed with premenstrual syndrome who were given leuprolide plus placebo
instead of the hormones. Interestingly, not al of the symptomatic women were
relieved of their symptoms by the GnRH agonist. The study’s authors did not
note whether the symptoms in the women studied met the criteria for PMDD.
Thus, it is not clear if this finding is applicable to women with the severe symp-
toms of PMDD. Nor is it known why only some women are susceptible. How-
ever, this study effectively summarizes the findings to date regarding possible
hormonal influences on the devel opment of PMDD.

Norepinephrine
Theresults of one study of asmall sample showed that women with PMDD had sig-
nificantly elevated norepinephrine levels both at rest and when under menta stress
when compared to controls (38). These women also exhibited greater ratios of nor-
epinephrine to cortisol at rest and when stressed. However, the women with PMDD
also reported more current life stressors than did the controls, leading the authors to
conclude that a subgroup of women with PMDD, with a history of past and current
stressors, have a dysregulation of the stress response. As mentioned above, another
study suggests a relationship between childhood abuse and other traumatic events
and the later development of PMDD (27). Again, these findings require replication.
Obvioudly, a probable connection among the hypothalamus, pituitary, and go-
nadal hormones, and the neurotransmitters will continue to be the subject of fu-
ture research.
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EFFECTIVE TREATMENTS

Inherent problems in regulating neurotransmitters could result in a susceptibility
to the normal hormonal changes of the menstrua cycle, the result being the
symptoms associated with PMDD. However, why women with PMDD (or
women and men with depression) show abnormalities in serotonin pathways is
still not known. What has been demonstrated is the effectiveness of several of the
SSRIs (selective serotonin reuptake inhibitors) in treating the symptoms of
depressive mood disorder and of PMDD. Treatments for PMDD that have
demonstrated efficacy in studies done after the publication of DSM-IV include
ovariectomy, gonadal hormone—releasing agonists, several of the SSRIs, and
clomipramine. Multisite studies of fluoxetine (39) and of sertraline (40) adminis-
tered for the entire cycle demonstrated effective symptomatic relief in women
with PMDD. Other studies have examined the effectiveness of giving the medica-
tion only in the luteal period (41,42), and have found that the intermittent dosing
was effective.

However, fluoxetine has a long-lasting metabolite that would remain active in
the follicular phase and this might account for its efficacy when given only in the
luteal phase. In contrast, sertraline is short acting but also effective when given
intermittently. Thus, the reason for the effectiveness of these SSRIs is unclear.
Nevertheless, in both cases, the advantage of intermittent dosing is the short pe-
riod during which a medication has to be taken and the resultant diminution in
side effects. Fluvoxamine and paroxetine have also been shown to relieve PMDD
symptoms (43). A meta-analysis concluded that of the SSRIs, fluoxetine was
more effective than sertraline (44). The SSRIs have been shown to be effective at
relatively low dosages compared to those required in major depression (45).
Similarly, the onset of effectivenessis more rapid in PMDD cases than in major
depression. Recent studies have demonstrated the role of serotonin neurotrans-
mission in those cases where SSRIs are effective (46).

In al of the studies cited above, the majority, but not all, of the women with
PMDD were relieved of their symptoms and had few side effects from the med-
ications. As mentioned in the discussion of hormonal influences on the occur-
rence of premenstrual dysphoria, this finding again points to a varying etiology
for PMDD, with some cases not responding to serotonin agonism. Future studies
should focus on women who do not respond to SSRI treatments, on women who
drop out of treatment due to the side effects of the SSRIs, and on women who do
not experience symptomatic relief following ovarian suppression.

CLINICAL IMPLICATIONS

The literature reviewed here indicates that PMDD must be considered as a differ-
ential diagnosis in al women with dysphoric mood complaints. However, pre-
menstrual exacerbation of a preexisting mood disorder must not be confused with
PMDD, nor should the mood and behavioral effects of concurrent psychosocial
stressors. Importantly, the diagnosis of PMDD should be made only if the re-
search criteria are met.

Once such a diagnosis is confirmed, the indicated treatment appears to be
pharmacologic. An SSRI can be prescribed from midcycle to the onset of menses.
Some women, however, find it easier to remember to take the medication if it is
given throughout the month. The effective dosage will probably be lower than
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that needed for depressive disorders. Clinical experience has shown that, as with
the use of SSRIs for depressive disorders, the effectiveness of the medication
may diminish after anumber of months. An increase in the dosage usually brings
relief once again. When this occurs, women should be reevaluated and other di-
agnoses, including acute stress responses, ruled out before the medication is in-
creased or changed.

It is not clear if women who do not respond to treatment with one SSRI will
respond to other SSRIs or to ovarian suppression. Therefore, a variety of SSRIs
should be tried before declaring them ineffective. Because of the side effects of
ovarian suppression, most clinicians prefer to use this treatment only when SSRIs
have failed.

In addition, as with PMS, it is recommended that women with symptoms
meeting PMDD criteria limit their intake of salt and caffeine and increase exer-
cise (47). Recently, researchers have been studying the effectiveness of new ora
contraceptive agents containing low-dose estrogen and a spironolactone analog,
drospirenone, in treating PMDD (48). Also, at least one study has demonstrated
improvement of symptoms in women with PMDD after six months' treatment
with cognitive-behavioral therapy (CBT) equa to the effects of fluoxetine
(49).This work deserves replication and indicates a treatment approach that ap-
pears to assist some women with their negative perceptions of menstruation and
its psychological consequences.

As noted at the beginning of this chapter, fears remain that women’'s symp-
toms will be medicalized and treatments given to remove symptoms while ignor-
ing the socia realities of women's lives. Attribution of a woman’s expression of
anger, unhappiness, or anxiety to her menstrual cycle is often a convenient and
socially accepted excuse or away of denigrating her feelings and thoughts. How-
ever, this sociologic fact cannot be used aone to dismiss the research findings
summarized above. Women and men do live in societies and cultures that have
differing gender expectations and rules, just as there are biologic differences
between men and women. Exploring the latter does not mean ignoring or mini-
mizing the former. Rather, finding biologic explanations and treatments for
gender-specific disorders should assist, not harm, women.

OTHER RESEARCH

In addition to the research areas noted above in this chapter, the literature is
sparse about premenstrual exacerbation of medical and psychiatric disorders.
Thereisawell-established clinical literature and impression that anumber of dis-
orders grow worse in the immediate premenstrual period, but research data are
difficult to find (50-52). Nevertheless, clinicians must be aware of the possibility
of premenstrual exacerbation of symptoms of physical and mental disorders. This
is important in the management of women with disorders and symptoms, espe-
cially when medication is prescribed. Increasing the dose of medication accord-
ing to symptom worsening in the premenstruum may result in severe side effects
during the rest of the cycle. As well, both the woman and the clinician may de-
cide that the disorder is not responding to appropriate treatments for the disorder
and lose hope for recovery or stabilization, instead of considering the possibility
of a premenstrual exacerbation. Similarly, treatment of premenstrual symptoms
may be ineffective if underlying medical or mental disorders are not treated ade-
quately (53,54).
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CONCLUSION

Since 1994, researchers into the etiology and treatment of PMDD have been
using the criteriafor PMDD as listed in the DSM-1V appendix for proposed dis-
orders. The availability of these research criteria has standardized the definition
of the type of cases studied and made replication attempts possible, unlike in
prior years when studies confused a variety of definitions of PMS. This has en-
abled investigators to distinguish this severe dysphoric disorder more carefully
from more common premenstrual symptoms. Nevertheless, the links between
PMDD, major depression, and anxiety disorders require more clarification.

Treatment studies have demonstrated the efficacy of the SSRIs in treating
PMDD, while oblating the ovarian hormones by chemical or surgical means is
also effective. Hormonal menstrual cycles do not seem to cause the symptoms of
PMDD, but rather, the norma hormonal surges appear to precipitate dysphoric
symptoms in susceptible women. Why these women are susceptible is still un-
known, but twin studies discount familial and environmental factors, pointing in-
stead to inherited factors. However, not all women who meet the PMDD criteria
are relieved of their symptoms by the SSRIs or by ovarian suppression. Thus, it
appears that different etiologic factors may result in the symptoms of PMDD, and
these remain to be elucidated.

The complex endocrine-pituitary-hypothalamic axis remains the focus of bio-
logic investigations. The social, personal, and occupational benefits of the devel-
opment of treatments for this severely disabling disorder have been substantial
(55). Whilethe etiologic basis for PMDD requires further research, asimilar con-
clusion can be stated about most other mental disorders. Finally, as when diag-
nosing and treating all mental disorders, consideration must be given to the psy-
chosocial and cultural aspects of the lives of women who complain of
premenstrual symptoms. This, too, remains an area requiring further research.
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Pregnancy is a unique developmenta transition resulting in a woman being no
longer responsible just for herself but also for another. (See also Chapter 13.) Because
of the enormous physical and mental changes that must occur in the transition, it is a
time of particular vulnerability, both physically and mentally. Mental health is influ-
enced by multiple factors from the woman'’s earlier life and own development, current
relationships and support, and the cultural context in which the pregnancy occurs.
Different theoretical models influence the understanding of both motherhood and men-
tal illness in the perinatal period; the medical model emphasizes the role of hormones,
deep deprivation, and early influences on biologic responses to stress; feminist theories
look at the influence of the medicalization of childbirth reinforcing feminine helplessness
as a cause of difficulties, while attachment and interpersonal theories emphasize the im-
portance of changing relationships at thistime of developmental change (1). Theoristsin
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evolutionary psychology emphasize the role of depression as aresponse to inadeguate sup-
port, in order to ensure their partner, in particular, increases hisinvestment in the child (2).
These theories all provide valid views and are not necessarily at odds with one another.

How the mother adapts to these changes as she prepares for motherhood will depend
on multiple factors. (See also Chapter 20.) This will include her own theoretical per-
spective, biology, personality, background, general health, current supports, and
whether this child was planned and wanted. This chapter examines the psychosocial
and physical aspects of pregnancy that have been seen to influence mental health, and
then looks at screening for mental health issues in health care. It finally outlines what
our current understanding is of depression, anxiety, and psychosis in pregnancy and
their effects on both mother and infant. The aim is to improve understanding of mental
health issuesin pregnant women for all health professionalsin order to enhance preven-
tion, early identification, and assertive management and, thus, improved outcome for
this and future generations.

PSYCHOSOCIAL FACTORS AND MENTAL HEALTH
DEVELOPMENTAL PHASE

Erikson’s theory of life stages describes the parent as one who has a firm sense of
self both within and separate from the relationship with a partner, and that from
this position, parents are able to develop and see their child as a separate individ-
ual who is dependent on them and whose needs are placed first. For teenagers,
many single parents, and those whose childhoods were emationally deprived,
such developmental tasks have often not been mastered prior to parenthood.
Teenage pregnancies have reduced considerably in some Western countries,
by more than two thirds in the last 30 years in Australia, for example. They now
constitute 18 per 1,000 pregnancies (3). This compares to the United States at
51.5 per 1,000 and the United Kingdom at 29 per 1,000 (the highest in Europe)
and is six times the rate in the Netherlands (4). Differences in the prevalence are
likely to relate to different cultural and religious attitudes in these countries,
which influence sex education, availability of contraception, and financial sup-
ports for teenagers. The experience of pregnancy when it does occur in this set-
ting will affect the transition to motherhood (Table 19.1) and may have unredis-

TABLE 19.1

Factors Influencing Transition to Motherhood

Age

Physical health

Cultural beliefs

Poverty

Relationship difficulties or no relationship
Domestic violence

Psychiatric diagnosis

Financial security

Education

Life stresses
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tic expectations attached, such as “My child will be the one person who will love
me unconditionally” or “Thisisthe onejob | will do well.”

Older mothers—particularly first-time mothers and those who have become
mothers as a result of in vitro fertilization (1VF)—present with different psycho-
logical conflicts. Delaying the age of first-time motherhood has been a universal
trend, with the average age 29 yearsin Australia up from 25.8 yearsin 1991 (3).
For those mothers who delay longer (1 in 35 wait until 35 or older for their first
child), reduced fertility has become an increasing concern, balanced, though not
evenly, by improved reproductive technology. If there have been difficulties in
conceiving, the woman may have difficulty believing she will have a healthy
child and may be anxious about the viability of the infant. This can be heightened
by any physical difficulties experienced during pregnancy. Idealization of moth-
ering may produce a flurry of activity in preparing the nursery but often also
widens the divide between what motherhood is thought to be about and the real-
ity of the experience in the postpartum period. These expectations may contribute
to a negative transition. Improved obstetric care has meant better maternal and
child outcomes but also shorter hospital stays and a high dissatisfaction with
postnatal supports (5).

THE MEANING AND EXPERIENCE OF PREGNANCY

Historically, society has viewed motherhood as a natural and sacred role, but the
epitome of fulfillment and bliss that radiates from women on the covers of
mother and baby magazinesis for many women an elusive myth. In order to con-
tinue the species, it isin society’s interests to promote such views. Rapid change
in technology, however, has meant a marked change in women's roles. With reli-
able contraception available in the Western world, motherhood is now viewed as
achoice.

For many women, the desire to have an infant is a complex one. The motiva-
tions are not always conscious, and the woman'’s ability to see her infant as sepa-
rate depends on her ability to understand, to some degree at least, these motiva-
tions. In some cases, the pregnancy will be unplanned or unwanted. Studies have
varyingly associated this circumstance with an increased risk of depression,
although it appears that the “ unwanted” carries a greater risk, given that the defini-
tion of unplanned varies from a failure of contraception to participation in an ac-
tive sexual relationship with asteady partner where neither istaking precautionsto
prohibit pregnancy. These unwanted pregnancies may aso include both first preg-
nancies, where the risk of depression is highest, and grandmultiparity with short
interpregnancy breaks, where the risk has a so been noted to be increased (6).

Where a woman elects to terminate a pregnancy, as some 1.5 million women
do each year (7), there is debate and controversy regarding potential psychological
sequel ae. Researchers such as Reardon et al. (8) have concluded that thereisanin-
creased risk of psychiatric admission following abortion, and pro-life organiza-
tions support this association with testimonies of grief and regret. The research,
however, has been significantly hampered by methodologic flaws such as not as-
sessing the woman's mental state at the time of her decision, no controls, and the
impossible scenario of how she would have been had she not had the termination.
Major (9) noted Reardon et a.’s (8) conclusions to be misleading; indeed women
with amental illness have been noted to be more likely to have unwanted pregnan-
ciesrather than the termination itself necessarily leading to mental illness.
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It is not uncommon for women to experience some sadness or guilt from ater-
mination, either at the time or after subsequent children, but this is usually tran-
sient and does not warrant a psychiatric diagnosis (7).

The experience of a completed pregnancy may have particular relevance to
mental health after birth. In Gross et a.'s (10) study, women who reported their
pregnancy as being very hard or one of the worst times of their life were at least
4.6 times more likely than comparison women to be depressed postpartum.

PERSONALITY

Emotionally deprived and abusive or chaotic backgrounds are more likely to be
associated with development of personality styles that pose challenges to parent-
hood. Factors that influence personality devel opment are summarized in Table 19.2.
Personality, in turn, will affect how women respond to pregnancy and motherhood
and the circumstances in which they conceive.

Individuals diagnosed with borderline personalities have many unmet emo-
tional needs. The vulnerability in their infant is likely to awaken these needs and
put them in competition with their infant, more as a sibling than as a mother. In
pregnancy, this may manifest as the inability to consider the needs of the fetus.
The use of drugs, smoking, and poor obstetric care are likely results. In the set-
ting of becoming mothers, childhood traumas and their own vulnerability are
likely to surface—with potential for negative mental health outcomes for both the
woman and her child (11).

Temperament and childhood experiences that have shaped the woman’s per-
sonality will influence coping strategies during a considerably heightened level
of physical and emotional change. Avoidance strategies have been associated
with more negative outcomes of fertility and pregnancy, including depression and
failed in vitro fertilizaton. High self-esteem is associated with a smoother transi-
tion to motherhood. Huizink et a. (12) looked at coping strategies in normal-risk
nulliparous pregnant women and identified two key strategies that were used:
emotional-focused and problem-focused coping. The former was associated with
more distress and pregnancy complaints.

Women's relationship to their bodies and the feeling of control—or need for
control—are likely to influence attitudes. Women with perfectionistic personality
styles are at greater risk of postnatal depression (13); the idealization of mother-
hood most likely begins in childhood but becomes a focus during pregnancy.
Women with eating disorders may have particular difficulties of control with re-
spect to body image disturbance and intake. Although researchers have found that

TABLE 19.

Factors Influencing Personality Development

Genetic (including temperament, intellect)

Fetal exposure to drugs or illness

Availability and appropriateness of attachment figure—"the good enough” mother
Role model

Early childhood experiences (e.g., abuse, trauma)
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there is a reduction in anxiety about weight and body image in pregnancy, this
nevertheless remains the most significant concern (14).

SOCIAL FACTORS

L ower socioeconomic status and education, poor socia supports, and poor mar-
ital relationship as well as an increased number of life stresses come up consis-
tently as being linked with an increased risk of perinatal depression (Table 19.1;
10-16). Teenage pregnancies have a high rate of each of these factors (4). The
practicalities of caring for achild (or more than one) physically and emotionally,
especially when there are financia difficulties and no child care support, put a
burden on a mother who may already be vulnerable to depression and poor cop-
ing due to a variety of factors: genetic loading, poor role models, and stress in
her childhood (11). Such stresses may also be correlated to difficulties in the
pregnancy. Morten et al. (17) found stress increased the risk for preterm delivery
at 30 weeks, the risk increasing with the level of psychological distress. Such
stresses then add further pressure on the transition to motherhood.

RELATIONSHIP ISSUES

In the setting of pregnancy, the role of the partner becomes crucial. The relation-
ship, whether stressful or abusive, can add its own independent risk (10) to the
woman’s mental health. Domestic violence is underreported and underrecorded,
with an estimated 1 in 3 to 4 women between 16 and 59 experiencing domestic vi-
olence and one woman dying every three days as a result in the United Kingdom
and the United States (18,19). In Australia, 23% of women report lifetime partner
abuse; 61% of these women had children in their care, and 42% were abused when
they were pregnant (20). For 20% to 30% of women, the abuse happened for the
first time in the course of pregnancy (18,20). Similarly, 1 in 5 women in the
United States report domestic violence, with pregnancy rates estimated at between
8% and 26% of pregnant women (21). In this setting, the frequent direction of the
physical attack is toward the abdomen, which not only may result in intrauterine
damage and prematurity, but also islikely to increase stress on the woman regard-
ing her unborn infant and its viability as part of the family unit.

Partners of women who are depressed are in turn more at risk of depression,
and men themselves have particular issues adjusting to the changes in family
structure and expectations of fathers, which make them more likely to experience
stress (22). Morse et d. (22) noted men to have considerable stress in the gender
role, torn between the traditional provider model of husband and father, and the
current expectations of attending the birth and participating—potentially
equally—in baby and child care. Such confusion is likely to have an impact on the
relationship and on the mother’s mental health.

CULTURAL FACTORS

Cultural expectations and society’s support for parents vary. In Scandinavian
countries there have been practical changes with respect to child care and mater-
nity leave, but other countries have been less able or willing to consider such
changes. In non-Western countries such as India, economic hardship and sex of
the infant are cited as major factorsin maternal depression (23).
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Women whose beliefs mean that birth control is not an option may find them-
selves at odds within their culture if the child is not wanted, although they may
find more social recognition of the importance of motherhood and support from
within this same culture.

PHYSICAL FACTORS AND MENTAL HEALTH ISSUES
HORMONAL BASIS OF MOOD DISORDERS RELATED TO PREGNANCY

During pregnancy, there are dramatic increasesin plasma progesterone (10-fold to
18-fold) and estrogens (up to 1,000-fold). Significant changes are also observed in
several other steroid and peptide hormones, including corticotrophin-releasing
hormone, prolactin, and oxytocin (24). However, attempts to identify a consistent
relationship between one or more of these hormones and symptoms of depression
and anxiety have been contradictory and inconsistent. Moreover, studies have looked
primarily at postnatal mood changes rather than antenatal ones. Some hormonal
studies suggest possible mechanisms for the early onset of symptoms postnatally
but not for the increase in mood symptoms that appear to occur in the second and
third trimesters and continue, for some women, after they give birth (25).

Studies that have evaluated hormonal therapies have not implicated proges-
terone as having a potential role in increasing depression in those at risk (26).
This may be of relevance to women considering the “minipill” (progesterone
only) postpartum.

Studies that have been more pregnancy focused have postulated a dysregula-
tion of the maternal -placental-fetal axis secondary to depression, possibly involv-
ing placental blood flow, as a cause for the association between depression, anxi-
ety, and stress and preterm birth, aswell asincreased risk for operative deliveries
(17,27,28). Studies have been inconsistent, with small numbers, and the meaning
of the complex interplay of hormonal changes—potentially only in genetically
vulnerable women—remains unclear.

INFERTILITY

A number of studies are now investigating psychological issues in women who
conceived a child (or children) through assisted technology. There were early
suggestions that women on IV F programs were more likely to be anxious, partic-
ularly while waiting to conceive, and stress may be a factor in causing infertility.
At such times there are added pressures on the relationship, changing the sexual
relationship from one of intimacy to goal-driven necessity. Women on fertility
drugs must deal with side effects such as nausea and vomiting as well as uncer-
tainties about the safety of metformin hydrochloride in the first trimester and the
small but serious risk of ovarian hyperstimulation syndrome. Thisis more likely
to occur when fertilization has occurred, so the woman faces both the loss of the
fetus and arisk to her own life.

Recent studies suggest that the progression to parenthood after conception is not
more troubled than for other mothers. Women on I\VF appear similar to naturally
conceiving women on measures of anxiety, depression, self-esteem, and marital
satisfaction, both antenatally and postnatally. There are possible differencesin in-
fant temperament (1VF infants being less easy to soothe) and parenting character-
istics: IVF mothers are less positive about breastfeeding, |ess concerned about the
sexual relationship and the husband's sharing of duties, as well as less concerned
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about decreased attractiveness and restriction of independence (29,30). These dif-
ferences are largely in keeping with the nature of the pregnancy being very
wanted and waited for, with increased emphasis on the mothering role and less on
the relationship with the partner.

POOR SELF-CARE

Women with a serious mental illness are significantly less likely to seek and re-
celve adequate antenatal care, often delaying visits and not adhering to dietary
suggestions. In addition, they have higher rates of smoking. As a consequence,
thereis asignificantly higher risk of prematurity, intrauterine growth retardation,
and low-birth-weight babies. These have been linked with maternal depression,
but the evidence is contradictory (27,28).

If women are on psychotropic medication, there are the potential risks to the
infant from medication they are receiving and risks to both mother and child if
the medication is ceased. Illicit drug use poses a further hazard. These risks are
discussed in subsequent sections.

SUBSTANCE USE

Substance use through pregnancy has potentially long-lasting effects on the in-
fant; prescription medications contain warnings of risks, and women are gener-
ally resistant to use of medications because of this. However, a significant num-
ber of women continue to smoke through pregnancy. In the United Kingdom one
study in 2000 reported arate of 19% in mothers aged 25 to 29 years, increasing to
29% in the 20 to 24 year old age group, and 39% in teenage mothers whose fe-
tuses also have a higher exposure to alcohol and a range of illicit substances.
(30A). An estimate of antenatal alcohol use in the United States is around 17%,
and illicit drugs 3% (31). These women, with comorbid mental health (depres-
sion, personality disorders, and schizophrenia) and substance abuse issues, con-
stitute an important and increasing group who are involved postpartum with pro-
tective services (32).

Alcohol has been associated with significant birth defects (fetal alcohol syn-
drome) and intrauterine growth retardation. Illicit drug use and teratogenicity are
less clearly related, but thereis an increased risk of intrauterine growth retardation,
gtillbirth, withdrawal, and deaths from sudden infant death syndrome (SIDS) (33).

SCREENING FOR MENTAL HEALTH ISSUES IN PREGNANCY

Although the vast mgjority of pregnant women in the Western world see a hedlth
professional during their pregnancy, for many with mental health issues, thoseissues
go undetected (34). Given the high rate of contact and the potentid for early inter-
vention with respect to child outcomes, the concept of screening for both depression
and domestic violence has been targeted by a number of countries (34,35).

In both cases, there has been controversy around the introduction of screening
programs. The major concern has been lack of studies showing acceptability of
the screening and the lack of appropriate treatment or resources (35,36).

In Ramsay’s review (35) a majority of women found being asked about do-
mestic violence acceptable, depending on the circumstances. This brings into
play the importance of seeing women without their partner, which is not al-
ways possible. A postnatal study on depression screening found a higher level
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of unacceptability (36), but this appears more related to service delivery than the
tool itself and has not been replicated by others (37). There is no uniformity
about how questions on domestic violence are asked.

The Edinburgh Postnatal Depression Scale (38) has been validated in preg-
nancy and used widely for screening, though not in a systematic manner. Al-
though it does not include the somatic symptoms of other depression scales that
can be misleading at atime of physical change, the high level of anxiety in preg-
nancy—accounting for 47% of the pregnancy score in Ross et a.’s (39) study—
has led to concern about its suitability. Of note, it is of use as a screen for current
depression, and not as a predictor of later postnatal depression (PND) although
antenatal depression isakey risk factor for PND (40).

Whether screening for depression during pregnancy or postpartum is preferred
has not yet been evaluated, though it is currently being assessed by the beyond-
blue Australian National Postnatal Depression initiative, which found health pro-
fessionals less able to identify antenatal depression than postnatal depression
(34). Adequate access to resources and evidence-based treatment needs to be
available before screening is undertaken widely. In pregnancy, there have been no
specific treatment trials and the potential ramifications for the fetus should be
taken into account when considering treatment using medications in major de-
pression. To date, postnatal treatments aimed at improving infant outcome have
been unsuccessful. It is possible that this treatment would be better beginning an-
tenatally before a negative pattern of interaction has been established.

DEPRESSION AND ANXIETY
PREVALENCE

Significant depressive and anxiety symptoms occur in over 20% of pregnant
women and, in pregnancy probably more than at any other time, appear inter-
woven. The actual prevalence of disordersis unclear, depending on whether self-
report or structured interview is used, what questionnaires were utilized, as well
as the characteristics of the population. It appears, however, that these symptoms
are more common antenatally than postnatally, reported in some 25% (25),
though more likely to represent alevel of 12% from ameta-analysis and are high-
est in the second and third trimesters (41). This may represent some “normal”
pregnancy anxiety but also stress effects on women where there are physical or
psychological concerns about continuing with a pregnancy.

Evans et a. (25) in a large study concluded that depressive symptoms were
more common antenatally than postnatally, but this was based on one screening
tool, the Edinburgh Postnatal Depression Scale (EPDS; 38), which picks up anxi-
ety symptoms (39) and is not diagnostic for depression.

Over one third of women with preexisting panic disorders have been noted to
have a reduction in anxiety symptoms in pregnancy, but a small number (20% to
30%) have worsening of symptoms (42).

PRESENTATION

Because anxiety is common in pregnancy, an underlying disorder is frequently
missed. Other symptoms such as fatigue and lethargy are also mistakenly attrib-
uted to the woman’'s physical rather than psychological state. Women often
downplay their symptoms, but continued (if fluctuating) lowered mood and tear-
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fulness are more suggestive of a mood disorder than a normal transition to moth-
erhood.

Although some mild concern in the pregnant woman for the well-being of
the fetus can be beneficial (e.g., ensuring that she reduces or ceases a cohol and
smoking), any ongoing concern that is without basis, whether specific or gen-
eral, isnot “normal.” Persistent lowered mood and tearfulness are also sugges-
tive of adepressive disorder, not pregnancy. Suicide risk at thistimeislessthan
in the nonpregnant population, the exceptions being those who cease preexist-
ing antidepressant medication because they were pregnant and women with
bipolar disorder (43).

ANTENATAL PREVENTION

A number of researchers have attempted to improve postnatal outcome through
psychological interventions in high-risk populations in pregnancy. These studies
have failed to produce conclusive results, largely because of their poor design, in-
adequate numbers, and high dropout rates (40).

Other researchers have looked at the use of prophylactic medication in those at
risk. This strategy is useful only for those women who have previously been
treated successfully with medication. Prophylactic treatment of the woman dur-
ing pregnancy resultsin fetal exposure to psychotropic medication; an aternative
isto commence treatment immediately postpartum. The risks need to be weighed
and discussed with the patient. The benefits of mood stabilizers are well docu-
mented in women with bipolar disorder. The benefits of antidepressants are less
clear, with initial positive findings not replicated in a randomized controlled tria
(RCT) and further assessment still pending (44).

TREATMENT ISSUES

One of the key considerations in managing antenatal psychiatric illnessis the po-
tential impact of treatment or lack of treatment on the fetus. It is probably for
these reasons, as well as society’s strong abeit mixed messages about mother-
hood, that there is a significant underrecognition of mental illness at this time.
Whether a woman seeks help and what if any help she receives depend on her
own view of motherhood and mental illness, as well as that of her health profes-
sional and on the services that are both affordable and accessible.

A recent Australian survey (34) suggests that women have a low likelihood
of considering mental illness in pregnancy, and both they and health profes-
sionals share a reluctance for biologic treatments, although thisis truer for the
women. In milder to moderate cases, biologic treatments may be unnecessary;
in all cases a holistic approach is needed. Ideally, the approach should be tai-
lored to the woman’s needs but should also take into consideration her own
perception and concepts of herself as a whole being as well as mother and her
construct of mental illness. In a society that is underresourced in the health
sector, this is not always possible, but if used as a principle is likely to have
better outcomes.

Few studies look specifically at treatment of depression and anxiety in preg-
nancy, aside from reports on potential effects of drugs on the fetus. Antidepres-
sants have not been shown to be teratogenic and may be used with caution if
necessary, but, given potential concerns for subtle neurobehavioral changes in
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the infant, increased attention to supports and psychological interventionsisim-
portant to consider. These considerations are reviewed more extensively else-
where (45) and summarized later in this chapter.

PSYCHOSIS
PREVALENCE

Although postpartum psychosis and relapse of bipolar psychosis postpartum have
been long recognized, occurring in 1 in 600 women, much less is known about
psychosis in pregnancy. Historically it was thought that women with schizophre-
nia had low fertility (c.f. high fertility in bipolar illness) but this may at least in
part relate to the segregation of the mentally ill into asylums, aswell as severeill-
ness preventing relationships, plus medication effects.

Women with an existing psychosis will have an increased risk of relapse if,
when trying to conceive or on finding they are pregnant, they cease medication.
Thisisacommon response, but many of these women relapse and need to recom-
mence medication (46,47). The pregnancy itself, however, appears not to confer
an increased risk of psychotic illness.

PLANNING AND MANAGING A PREGNANCY

For women with a history of psychosis, planning pregnancies in advance is
preferable to unplanned pregnancy (46,48). Any woman of reproductive age
being treated with a mood stabilizer should be warned of the risks of terato-
genicity and relapse. Ideally, her partner should be involved in planning discus-
sions, and the information given should be documented. General principles of
planning include encouraging women to be well for at least a year before con-
sidering pregnancy and minimizing stresses and maximizing supports. Thisin-
cludes consideration of lifestyle issues that will promote good health both
through the pregnancy and into the postpartum period. Each case will be differ-
ent, and the risk:benefit ratio for decreasing or ceasing medication needs to be
considered, but the doctor can only provide the best current evidence; the
woman and her partner must ultimately make the decision. It is important also
to discuss options if deterioration occurs, regarding medication, hospital ad-
mission, and child care for older children. If mood stabilizers must be contin-
ued through pregnancy, then close monitoring of blood levels and splitting of
doses to prevent peaks of drug concentration may decrease the risk of negative
outcomes.

Liaising with the obstetrician is also important, and decreasing medication
prior to delivery and/or commencing again after delivery are all issues of which
women need to be aware. In addition, good sleep management is important,
though the role of sleep deprivation needs further research (48).

EFFECTS OF TREATMENTS ON THE FETUS

While the effects of the illness on the fetus include factors related to poor self-
care and changes in hormones and blood flow discussed earlier, treatments may
also affect development when medication is used in pregnancy and require care-
ful consideration of the risks and benefits not just to the mother but also to the un-
born fetus. These concerns can be divided into three broad areas:
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First, the development of the fetus can be adversely affected by the exposure
to medication in the first trimester. This is a danger for women who are being
treated for mental disorder and then become pregnant. Many will not realize that
they are pregnant until five or six weeks' gestation, and much of the damage to
the fetus has aready occurred by this time. Many women will choose to
abruptly discontinue medication on the return of a positive pregnancy test, either
because of their own fears of harming the fetus or on the advice of their clini-
cian. In Einarson et a.'s (47) study of 36 women who discontinued medication,
70% of women who did so reported adverse effects—including 11 of 26 women
who developed suicidal ideation. Sixty percent of these women subsequently
elected to recommence their medications. Three women did not continue with
the pregnancy (one abortion, two miscarriages), and the remaining children
were well at birth. The authors concluded that discontinuation could have seri-
ous adverse effects.

For those women whose infants have been exposed to medication or who develop
an illness in the first trimester, it is important to know which medication is safest.
Dose and peak levels may also be relevant, but lessinformation is available on this.

There are now a number of naturalistic studies on antidepressants. Numbers are
adequate to conclude that tricyclic antidepressants appear to be safe, and that the
SSRIs, fluoxetine and sertraline are unlikely to be teratogenic. With the SSRIs,
however, there have been potential short-term effects noted in the newborn, and use
should be cautious. In particular, placental transfer varies among drugs, and one
study suggests significant differences, with less fetal exposure to sertraline com-
pared to fluoxetine (49).

Less is known about the antipsychotics, athough the old style neuroleptics
have been in use for over 50 years with no evidence of teratogenicity. Increas-
ingly available data on olanzapine suggest that it may also be safe (50).

Benzodiazepines conversely have been associated with teratogenic effects;
doses of 30 mg/day of valium or equivalent carry an increased risk of cleft palate,
and should be avoided in this dose range (46).

Mood stabilizers carry the most risk of teratogenicity. Lithium has been asso-
ciated with arisk of 0.1% of heart malformations, and anticonvul sants with neu-
ral tube defects at arate more than 5% (46). Valproate risk may be higher.

The second issue for the fetus is the potential for problems at birth. Once the
umbilical cord is cut, the infant must metabolize the medication. Infants who are
premature, who are unwell, and who continue to be exposed to the drug via
breast milk are at particular risk. Where delivery can be planned, decreasing med-
ication briefly can decrease this exposure. Thisis only applicable to short-acting
agents. Particular problems that have been noted at birth include irritability, seda-
tion, floppiness, and cyanosis (the latter two with lithium). These appear to settle,
but long-term outcomes are underresearched. Fluoxetine in pregnancy has been
associated with arisk of prematurity and given itslong half-life, may present par-
ticular problems. See review of studies (51).

The final concern is a longer-term devel opmental issue for infants exposed to
these drugs. Short-term studies on tricyclics, sertraline, and citalopram have re-
vealed no current concerns.

Overall, Cohen and Rosenbaum (46) in their review concluded that taking the
above information into account, many psychotropics do not appear to have nega-
tive effects and this fact needs to be weighed against the potential adverse effects
of ceasing medication.
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CONCLUSIONS

Pregnancy is atime of enormous change from a biologic, psychological, and socia
perspective and of immense importance from a political, feminist, and evolutionary
perspective. In preparing the woman for motherhood, pregnancy begins a process
of development for the woman that continues into the postpartum period. It isacru-
cial time of biologic development that will impact heavily on the child’s future.

Change is often difficult, and for those women whose circumstances—such as
current illness or inadequate resources—are such that the pregnancy represents a
burden, this time is likely to be particularly arduous and hold significant mental
health implications. Risks to the infant may come from a number of avenues: ex-
posure to medication or illicit drugs, inadequate antenatal care, trauma, and al-
tered placental blood flow and hormonal changes.

Mental illness has been thought to be less frequent in pregnancy than at other
times, but recent studies suggest asimilar prevalence of depression and anxiety to
that postpartum, an increase in relation to women without children. In addition,
those women with a preexisting illness may be at higher risk of relapse, particu-
larly if medication is ceased abruptly.

Despite this high level of mental illness, women have low likelihood of seek-
ing help, and though health professionals have an increasing awareness of post-
natal disorders, they are less likely to detect antenatal mental illness. This is
largely a question of training and resources. As yet, we do not know how to pre-
vent illness, aside from careful drug monitoring of those with preexisting illness,
so the key isidentification of those who are unwell or at high risk and the institu-
tion of appropriate strategies. Establishing the effectiveness of such supports
needs to be a high priority for researchers, with the potential for better outcomes
for alarge number of children, aswell astheir mothers, and reduced cost of inter-
generational issues at a mental health and economic level.
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N otimein awomen'slifeisaslikely to be filled with as much change as the post-
partum period. Changesin all aspects of awoman'slife (biologic, psychological, as well
as sociocultural) during the first year following childbirth define the postpartum period.
Although the addition of a new family member is usually atime of joy and excitement,
for many women the postpartum time is not the period of well-being depicted by
women’'s and parenting magazines. Instead, it is a high-risk period for significant psychi-
atricillness.

Many adaptations need to occur following childbirth. Following labor, the physio-
logic changes of pregnancy resolve during the early postpartum period. Changes in
body shape require increased attention to diet and exercise with consideration for the
needs of lactation if nursing. Over and above the medical complications that may occur
during the early and late postpartum period, maternal sleep deprivation is common and
can lead to exhaustion. The infant is completely dependent on the caregiver around the
clock and the immediate postpartum time is centered on the infant’s needs, which pose
physical as well as psychological demands. Both mother and infant need to learn the
skillsinvolved in breast-feeding, an intense physical connection between mother and in-
fant. Pain during feedings (from irritated nipples or mastitis) can create heightened anxi-
ety and interfere with the process and the formation of the maternal—infant bond. Feed-
ing difficulties can heighten insecurities the mother may have regarding the adequacy of
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care sheisproviding. Over time, the new mother becomesincreasingly attuned to her in-
fant’s cues and usually comes to terms with her new maternal role and identity. As her
infant devel ops, the challenge of parental adjustment impacts on both the mother and her
relationship with her partner. Although the presence of the child solidifies the family
unit, the mother’s time for herself is reduced as are time for the couple and for sociaiza
tion. The many challenges can lead to aresurfacing of old conflicts between partners or
to the development of new ones. Housing and economic difficulties can negatively affect
the devel oping relationship with the infant further. Economic necessity or career aspira-
tions may require the mother’s return to work and decisions on how to coordinate child
care and previous working commitments (1). In Western societies, where women are
usually expected to be the primary caregiver for their infants following childbirth, an
emotionally and instrumentally supportive relationship between the partners can help
moderate stress on the mother. In non-Western societies, traditional rituals enable the
mother to receive much needed family and community support following childbirth—a
potentially protective factor (2). The physical changes and the combination of new and
multiple demands in all aspects of life postpartum can be overwhelming to many
women, and some develop psychiatric illness for the first time; others experience are-
currence of illness.

POSTPARTUM PSYCHIATRIC DISORDERS

Postpartum psychiatric disorders are characterized by the onset of emotional
symptoms during the weeks or months that follow childbirth. These mood and
anxiety disorders have been described since antiquity, but they continue to be
poorly recognized, undertreated, and underresearched. Recently, there has been a
growth of interest, but the length of time characterizing the postpartum period has
not been consistently agreed upon. Although this categorization is not reflected in
the nosology of the Diagnostic and Satistical Manual of Mental Disorders, 4th
edition, Text Revision (DSM-1V-TR), most researchers categorize the mood dis-
turbances of this period into postpartum blues, postpartum depression (PPD), and
postpartum psychosis. Panic disorder or postpartum obsessive compulsive disor-
der typify the anxiety disorders of this period. Debate has ensued over whether
the disorders manifesting during the postpartum time are distinct from the mood
and anxiety disorders that manifest at other times of the life cycle (3). Given that
research in postpartum psychiatric illness has only recently begun to gain mo-
mentum, the relationship and potential overlap between the categories remains to
be adequately delineated and are still empirical. Moreover, at the early onset of
symptoms, many clinicians find it difficult to differentiate between normal post-
partum emotional adjustment and postpartum psychiatric illness.

POSTPARTUM MOOD DISORDERS

Etiology
The temporal association between childbirth and psychiatric illness reinforced the
hypothesis that the etiology of postpartum disturbance restsin a biologic aberration.
Early theories examined the “withdrawal phenomenon” related to the rapid shift in
the hormonal environment and the consequences on the activity of neurotransmitter
or circadian systems. Gonada steroids such as estrogen and progesterone, cortisol
and the hypothalamic-pituitary-adrenal (HPA) axis, androgens, thyroid hormones,
polypeptide hormones, mineralocorticoids, inhibin, B-endorphins, and go-
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nadotropins have been examined as potentia etiologic factors in postpartum mood
disorders (4). However, studies investigating potential biologic aberrations have
been negative, inconsistent, or not replicated. Nonetheless, there may be endocrino-
logic changes that are causally linked to postpartum mood disordersin avulnerable
subgroup of women who may be specifically sensitive to changing titers of repro-
ductive hormones. In akey biologic study, Bloch and colleagues pharmacologically
simulated pregnancy, parturition, and the postpartum period and found that women
with a history of PPD developed significant mood symptoms during the hormonal
add back and withdrawal periods; none of the control women devel oped symptoms
(5). These investigators suggest that women with a history of PPD are differentially
sensitive to the mood-destabilizing effects of the marked changesin gonadal steroid
levels. It has also been suggested that estrogen playsarolein the regulation of circe-
dian rhythms and may, in part, contribute to dleep loss. Sleep loss in turn has been
suspected to have an etiologic role in the onset of postpartum psychosisin suscepti-
ble women (6). The mechanism of these changes remains to be determined.

A positive personal or family history of amood disorder has been well associated
with al types of postpartum psychiatric illnessin retrospective, cross-sectional, and
prospective studies (7). Recurrence of a postpartum episode is common; rates as
high as 70% for postpartum psychosis and up to 50% for postpartum depression
have been reported. From 20% to 50% of women with bipolar disorder experi-
ence a relapse during the postpartum time. Women with a history of major de-
pression are also at risk for relapse during the postpartum, especially those with
severe and recurrent illness, and rates as high as 30% have been reported (8). (See
also Chapter 19.) The development of depressive symptoms during pregnancy in-
creases the likelihood of postpartum depression regardless of history for magjor de-
pression (9). Although there is a subpopulation of women who develop their
index episode during the postpartum time (up to 50%) and subsequently experi-
ence psychiatric illness only following future childbirths, the majority of women
go on to develop nonpuerperal episodes (8).

Attempts to delineate risk factors for vulnerability to psychiatric disturbance
during the postpartum time (for example, age, marital status, parity, educational
level, and socioeconomic factors) have been inconsistent and wesk (8). Primi-
parous women may be at higher risk for postpartum psychosis than multiparous
women, and obstetric complications (cesarean section, perinatal death) may also
increase the risk for postpartum psychosis; replication of these findings is
needed. Moreover, the impact of psychosocial factorsin the development of post-
partum psychiatric illness can be significant. High levels of marital conflict or
dissatisfaction, low levels of social and spousal support, and increased number of
life events during pregnancy have consistently been reported by women with
postpartum affective illness (10). Studies attempting to link personality traits and
coping styles with the risk of illness during the postpartum have not produced
consistent findings. It islikely that many risk factors act synergistically to predis-
pose women to postpartum affective disorders or increase the likelihood of the
development of such disorders.

Most of the research in postpartum mood disorders has been done on PPD.
Robertson and colleagues identified risk factors for PPD following their compre-
hensive review of the literature and grouped the factors as strong to moderate,
moderate, small, and no effect (11). Strong to moderate risk factors include de-
pression and anxiety during pregnancy, stressful recent life events, lack of socia
support, and a previous history of depression. Moderate factorsinclude high levels
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of stressrelated to child care, low self-esteem, neuroticism, and difficult infant tem-
perament. Small factors include obstetric and pregnancy complications, cognitive
attributions, quality of relationship with partner, and socioeconomic status. Ethnic-
ity, maternal age, level of education, parity, and gender of child (within Western so-
cieties) were found to have no effect. These authors concluded that the identified
risk factors for postpartum depression are methodologically robust, replicated
within numerous studies across sample populations, and well established.

Postpartum Blues

Postpartum blues is a mild, transitory mood state characterized by rapid mood
shifts, mild depression, irritability, anxiety, tearfulness, fatigue, insomnia, poor
appetite, headaches, poor concentration, and confusion (7). Symptoms generally
begin within the first week postpartum, last a few hours up to two weeks, and
resolve spontaneously without sequelae. The mother’s functioning is only mini-
mally affected, and if treatment is necessary, it is limited to support and reassur-
ance. Given that the incidence has been reported to range from 26% to 85% of
new mothers, it has been debated whether postpartum blues constitute a normal
variant of maternal behavior rather than a psychiatric disorder (7). It may be of
value to identify women experiencing these symptoms because as many as 25%
will develop PPD during the first postnatal year (9).

Postpartum Depression

Postpartum depression (PPD) is estimated to occur in 10% to 15% of women,
and prevalence ranges from 5% to over 20% have been reported (9). This wide
variation reflects the fact that the disorder has been poorly characterized and un-
reliably diagnosed. This is due in part to the poorly defined diagnostic criteria
and conflicting definitions of the postpartum period. Most experts currently do
not support the notion that PPD is phenomenologically distinct from major de-
pression that occurs at other life stages. PPD is now included in the DSM-IV-TR
as amajor depressive disorder with postpartum onset, beginning within the first
four weeks after delivery. Historically, the clinical course of PPD was not well
characterized; it was thought to begin insidiously after the second or third week
postpartum, most patients devel oping symptoms within six weeks. The severity of
the disorder is variable, ranging from mild dysphoria to melancholia to psychotic
depression. Commonly, women are tearful, report mood lability, obsessional
thinking (especially with regard to the infant’s health), feelings of hopelessness,
somatic complaints (especialy fatigue), anorexia, sleep disturbance, poor con-
centration and memory, and feelings of guilt and inadequacy. Clearly some of the
symptoms, such as dterations in deep pattern, energy, libido, appetite, and body
weight, are common during the postpartum period; their overlap with the symp-
toms of depression aswell aswith medical disorders common during the postpar-
tum time often renders accurate diagnosis difficult. The duration of postpartum
illness is variable, depending on the severity of the illness, with most episodes
lasting no more than three months (12); however, some residual depressive symp-
toms are common up to one year following delivery (13). Women with a previous
history of major depression may have more severe and prolonged illness. With
treatment, the prognosis is good. The outcome may be better for those women
who receive treatment early (8).
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Few treatment studies have been conducted in women with PPD. There is one
randomized controlled trial (RCT) comparing fluoxetine to a hybrid cognitive-
behavioral counseling approach, one open-label tria of sertraline, one open-label
trial of venlafaxine, a fluoxetine case series, and one retrospective chart review of
several antidepressants and the most recent RCT which compares paroxetine to
paroxetine plus cognitive-behavioral therapy combination therapy in postpartum
women with depression and comorbid anxiety disorder (14-18A). The limited in-
formation about antidepressant treatment for PPD often leads clinicians at present
to extrapolate from studies of nonpostpartum samples; such extrapolation may not
be appropriate. Many women with PPD breast-feed, and the amount of antidepres-
sant entering breast milk must be given special consideration. Hendrick and col-
leagues also argue that women with PPD recover more slowly and may not have
the same response profile as women with depression not related to childbearing
(18). Therefore, not only are trials needed to compare the efficacy of various treat-
ments in postpartum women with special considerations for lactation, but studies
addressing response profiles such as rapidity of response in the management of
PPD would also advance the field. The evidence for estrogen as atreatment is also
till at theinitial stages (19,20). Although Gregoire and colleagues demonstrated a
positive response to estrogen that was sustained at three-month follow-up and there
was no evidence of endometrial hyperplasia, over one third of the women in that
study were also using an antidepressant (20). As a result, the evidence from this
study may support estrogen as an adjunctive treatment, not necessarily as aprimary
treatment. Other interventions being investigated for the treatment of PPD include
bright light therapy (21) aswell as dleep interventions (22). It isdifficult to compare
the efficacy of these studies because of differing diagnostic criteria, rating scales
used, and sample populations. Moreover, many of the results are still preliminary
and require replication with larger samples. However, double-blind placebo-
controlled crossover trials of pharmacologic interventions cannot be easily de-
signed because postpartum psychiatric illness can be such arisk to the mother, her
infant, and the family that it may be unethical to include a placebo arm.

The best evidence for psychotherapy as an effective treatment for postpartum
depression is for interpersonal psychotherapy (IPT); the evidence comes from
three studies, two open trials, and a wait list controlled trial (23-25). Although
IPT reduces depressive symptoms and improves socia adjustment, it also in-
volves a time commitment by the new mother and may not be appropriate as
stand-alone treatment for women with severe depressive symptoms. Cognitive-
behavioral therapy (CBT) (14,18A, 26,27), counseling by health nurses (28) or
health visitors (29), peer support (30-32), and partner support (33) have been
shown to be helpful, although randomized controlled trials with larger sample
sizes need to be conducted. If breast-feeding, some women avoid drugs despite
the severity of their depressive symptoms. This is because the long-term effects
of antidepressants on breast-fed infants are unknown. Studies comparing differ-
ent treatment modalities to determine which treatments are most suited to certain
clinical presentations would significantly advance the field, because it is unlikely
that one treatment would be the first choice for al patients.

Very little published research examines predictors of trestment responsein women
with postpartum depression. Hendrick and colleagues, in their retrospective chart re-
view, reported that neither symptoms of depression during pregnancy nor the timing
of a postpartum depression onset (before or after four weeks postpartum) predicted
antidepressant response (18). Subsets of PPD subjects have been reported with psy-
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chomotor retardation, symptoms of anxiety, or obsessive thoughts. It is unknown at
thistimeif symptom profiles can mediate or predict response to treatment. Moreover,
postpartum depression affects the mother, child, and family unit, and treatment of one
in isolation may be insufficient. The trestment of PPD may eventually require amul-
tidimensional model with different interventions targeted at mother, infant, or family
unit at different times. Because many disciplines may be involved in the care of a
woman with PPD and her family, it is important to acknowledge that clinicians
choice of intervention is affected by the theoretical perspective from which they prac-
tice. Although this chapter is written from the medical viewpoint, which is the domi-
nant theoretical perspective currently, a comprehensive trestment plan can include
different points of view with aresultant array of interventions (34).

Postpartum Psychosis

Postpartum psychosisisrelatively rare, with an incidence in the range of 0.1% to
0.2% (8). It is an agitated highly changeable psychosis that typically occurs
within the first two to four weeks postpartum; however, the presentation can be
dramatic with symptom onset within the first 48 to 72 hours following delivery.
Typicaly, women first appear restless and irritable and show sleep disturbance.
The psychosis evolves rapidly and is characterized by depressed, elated, or labile
mood; disorganized behavior; and delusions or hallucinations, all of which cause
significant dysfunction. The delusions often include beliefs about the infant; au-
ditory hallucinations instructing the mother to harm or kill herself or her baby
have been reported. In contrast to women with nonpsychotic depression, in
whom thoughts of harming the infant are also common (35), women with post-
partum psychosis are more likely to act on their thoughts (36). Although postpar-
tum psychosis is more commonly associated with delirium and confusion than
with affective psychosis, there has been debate about whether postpartum psy-
chosisis a discrete diagnostic entity or aform of bipolar disorder. In arecent re-
view of the literature, it was concluded that not all cases of postpartum psychosis
fall into the bipolar spectrum although substantial evidence for a fundamental
link between the two exists (37). In the DSM-IV-TR, postpartum psychosis is
given as an example of a psychotic disorder not otherwise specified. Given the
close relation with affective disorders, the postpartum onset specifier can be ap-
plied to major depressive disorder, bipolar disorder, or brief psychotic disorder.
Postpartum psychosis is typically a psychiatric emergency. Aggressive treat-
ment is critical, and hospitalization is usually indicated, especialy if there is a
risk of suicide or harm to the infant through neglect, abuse, or infanticide. The
immediate goals include protecting the infant, stabilizing the mother, and subse-
quently helping her with the process of maternal role attainment. Systematic and
empirically derived guidelines in treating this disorder are lacking. Although
treatment is directed at the underlying illnessiif it is known, short-term treatment
typically includes the use of antipsychotic medication for the acute phase. High-
potency antipsychotics such as haloperidol are generally preferred over low-potency
medication (38). When the psychosisis deemed a manifestation of an underlying
bipolar disorder, treatment with a mood stabilizer or treatment with an atypical
neuroleptic with antimanic properties are options (37). Lithium has most com-
monly been used. Prophylactic lithium immediately following delivery has been
suggested in women who have experienced a previous episode or are known to
have bipolar disorder (39). Prophylactic estrogen treatment has also been found
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effective in two of three small studies (40-42). Electroconvulsive therapy (ECT)
may be the treatment of choice in postpartum psychosis (and severe depression)
when rapid restoration of the patient’s function is paramount. The appropriate du-
ration of pharmacologic treatment has not been well established. Although evi-
dence for systematic empirically derived psychosocia treatmentsis also lacking,
women often require education about child care as well asinstrumental and emo-
tional support from partners, family, friends, and community agencies. Individual
or marital therapy may also be indicated. In addition to the issue of infant expo-
sure to medication, breast-feeding may also not be advisable in women with post-
partum psychosis because of their need for sleep and reduction of their stress
level. Moreover, as described earlier, it has been argued that sleep loss may be
causally linked to the development of postpartum psychosis.

POSTPARTUM ANXIETY DISORDERS

Postpartum anxiety disorders have only recently received research attention. It
has been suggested that a previous history of an anxiety disorder may be agreater
risk factor for a postpartum depression or anxiety than a history of a depressive
disorder (43). The postpartum time appears to be a period of increased vulnera-
bility for recurrent panic symptoms, although the extent of risk conferred by the
preexisting condition is unknown. Panic disorder can have a variable and compli-
cated course during the postpartum time (44). The symptoms of panic disorder
are typical of those experienced during other life stages. Some women can de-
velop symptoms for the first time postpartum; in asmall analysis, 11% of women
reported experiencing panic symptoms for the first time after childbirth (45). The
increased vulnerability to panic symptoms may be related to the abrupt changes
in reproductive hormone concentrations on monoaminergic binding sites or rapid
decline in progesterone levels following delivery. During pregnancy, the elevated
progesterone levels produce hyperventilation and decreased Pco, levels. Therise
in Pco, levels following delivery may correspond to the decrease in progesterone
and may thus predispose to panic attacks (46).

\Women with obsessive compulsive disorder are also at increased risk for relapse
postpartum. Although this area has not received much attention, one retrospective
study found up to 29% of women evaluated described symptom worsening fol-
lowing childbirth (47). Postpartum onset of OCD has also been described, and in
one study, 8 of 16 patients reported symptom onset following childbirth (48).
Features include a rapid escalation of obsessions related to harming the baby and
heightened anxiety; motherstypically become avoidant of their infants. Symptom
onset is usualy within the first six weeks postpartum and women go on to de-
velop panic attacks and depression. A high rate of relapse following subsequent
pregnancies has been reported (49).

Recent studies have investigated the possibility of development of post-traumatic
stress disorder (PTSD) following traumatic labor; rates ranging from 1.7% to 6%
have been reported (50,51). In keeping with the recent emphasis on the presence
of postpartum anxiety symptoms, the results of a recent community-based study
suggest generalized anxiety disorder is even more prevalent than postpartum de-
pression; the small sample size of this study, however, precludes definitive con-
clusions (52). No doubt, treatment for anxiety disorders during the postpartum
will soon receive more research attention; to date, these disorders are believed to
respond to the same interventions used at other life stages.
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LACTATION ISSUES

Breast-feeding has been promoted as the best source of infant nutrition and as a
result, many pregnant women plan to nurse in North America. However, breast-
feeding requires a significant adjustment by the mother in the postpartum period
and is a skill that must be acquired. The process can be impeded if the infant has
a poor “latch” on the nipple, for example, or by nipple irritation, cracks, or fis-
sures, which can lead to mastitis and further anxiety around feedings. Postpartum
psychiatric illness can aso impede the process not only because it may be more
difficult to acquire the requisite skill but also because of concerns that psy-
chotropic medications may affect the infant through the breast milk. Reviews on
this topic have concluded that all psychotropic medications investigated are ex-
creted into breast milk, and thus the infant is always exposed to some amount of
the drug the nursing mother is taking (53). Most of the data available are for anti-
depressants, especially of the selective serotonin reuptake inhibitor (SSRI) class.
Drugs that are found in the breast-feeding infant at a concentration of less than
10% of that in mother’s plasma generally are felt to be safe for the infant, and
most studies have found that most SSRIs meet this criterion. Mood stabilizers
and antipsychotics are not as benign. Lithium was contraindicated during lacte-
tion, but now the American Academy of Pediatrics has changed its classification
to “should be given to nursing mothers with caution” (54). Use of valproic acid
and carbamazepine during breast-feeding can be safe, although the data mostly
come from the epilepsy literature. The use of lamotrigine is not compatible with
breast-feeding (55), and antipsychotic (both typical and atypical) use has not
been advised (56). No information is available to date on the use of gabapentin
and topiramate. A thorough risk:benefit assessment needs to be conducted for
each woman, and her partner should be involved in the decision-making process.
The consequences of untreated maternal psychiatric illness, previous psychiatric
history, and treatment response also need to be taken into account. Minimizing
simultaneous exposure of the infant to maternal mental illness and medication
should be a goal. Despite the fact that data with the SSRIs indicate that adverse
events are limited in the short term, data on the long-term effects of psychotropic
exposure through lactation are lacking.

IMPACT ON CHILD OUTCOME

Maternal psychiatric illness affects not only the mother but also the mother—infant
dyad, thus directly affecting both the infant’s immediate well-being and longer-
term growth and development. Most of the research on maternal mental illness
has been conducted on depressed mothers and has demonstrated deleterious ef-
fects on mother—infant attachment, infant cognitive competence, and child devel-
opment and behavior. Depressed mothers perceive their infants more negatively
and as more difficult to care for (57). Infants as young as 6 weeks old respond
with distress and avoidance to disrupted maternal communication (58). Martins
and Gaffin, following a meta-analysis of seven studies on the effects of maternal
depression on mother—infant attachment in children less than 3 years old, found
the infants of depressed mothers displayed significantly reduced likelihood of se-
cure attachment and increased likelihood of avoidant and disorganized attach-
ment (59). Further, childhood behavioral disturbance has been associated with
PPD at five-year follow-up (60). In terms of cognitive effects, 18-month-old in-
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fants of mothers who had postpartum depression were found to perform signifi-
cantly less well on cognitive tasks than infants of mothersin a control group (58).
Although preliminary, PPD may also have an impact on child physical develop-
ment: infants of mothers with PPD were found to be significantly more under-
weight and shorter than infants of mothers who were controls (61). It is not
known if the effects of maternal depression are long-standing, but recently al-
tered cortisol levels have been reported in 13-year-old adolescents whose moth-
ers had PPD (62). The presence of other variables, such as neonatal risk factors,
may potentiate the effects of maternal psychiatric illness, but this remains to be
investigated.

The research that does exist on the effects of maternal anxiety disorders on in-
fants also supports detrimental developmental effects. Children of mothers with
anxiety disorders have been found to have increased rates of psychiatric difficul-
ties, behavioral inhibition, and insecure attachment (63,64). Extended longitudi-
nal studies are needed to confirm these findings.

Most of the studies evaluating the impact of maternal depression and anxiety
on infant functioning have not explored the impact of treatment. For example, the
chronicity of a mother’'s depression may determine the effect on the infant. In
mothers who recovered within six months postpartum, the depressive behavior in
the infants also remitted, and their development was normal at one year (65).
However, Murray and colleagues, following their controlled trial comparing rou-
tine primary care, nondirective counseling, CBT, or brief psychodynamic ther-
apy, found that although psychological treatments had significant benefit to the
mother—infant relationship and infant behavioral problems in the short term, the
treatments had no significant impact on infant cognitive development or child
outcome at age 5 years and suggest that more prolonged intervention may be
needed (66). More research is required to delineate the extent to which treatment
can ameliorate the aforementioned effects. Early and prolonged intervention for
both the mother and infant may be able to limit or even prevent detrimental ef-
fects.

Maternal psychiatric illness not only interferes with optimal mothering and
provision of adequate care to the infant, it can lead to neonaticide (murder of the
infant within 24 hours following its birth) or filicide (murder of a child after 24
hours following its birth by the parent), especialy if left untreated. Psychiatric
morbidity isarisk factor for filicide although most women with mental illness do
not harm their children. Estimating accurate incidence rates has proven difficult
because most cases are purportedly not discovered (67). Regardless, infants of
mothers with PPD are at risk through neglect, lack of judgment, accident, or di-
rect homicidal act.

CULTURAL CONSIDERATIONS

It has been hypothesized that PPD may represent a “culture-bound syndrome”
found in Western societies, and a number of explanations have been proposed to
explain the phenomenon (68). In Canada, mother and infant are discharged very
soon after delivery usually to an isolated environment without extended family;
typically there is no provision for help at home during the first few weeks after
birth. In contrast, cross-cultural studies of non-Western societies found that high
levels of community and family support are activated by childbirth (2). In this
way, education, social support, child care services, and social recognition of the
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new life stage are ensured. Cultural patterns may facilitate the prevention or mask
the experience of negative emotional states (68), although more research is
needed into the relationship of childbearing rituals to postpartum adaptation and
its relation to psychiatric illness. The ideology of motherhood in Western society,
which idealizes the exclusive care of the infant by the mother, may be important
in the development of postpartum psychiatric difficulties. More traditional soci-
eties share infant care among relatives. Role conflict has been implicated in the
development of postpartum psychiatric difficulties (68). It has also been argued
the medicalization of childbirth by Western societies may also be an important
factor because it may interfere with individualized sensitive care of the mother
(69). Indeed, lower rates of postpartum psychiatric disorders have been reported
in non-Western societies, although methodologic issues have hindered the inter-
pretation of accurate incidence rates.

Results from cross-cultural studies comparing postpartum depression, how-
ever, have found similar rates across cultures. For example, recently Affonso and
colleagues found Asian and South American women to have higher rates of de-
pressive symptoms than European and American women, challenging the notion
that PPD is most common among Western women (70). Others have aso found
similar rates in Western and non-Western countries (71) although what has been
labeled PPD in Western society is not always viewed as an illness by non-
Western societies (72). More research is needed on the global perspective of post-
partum psychiatric disorders. Limiting factors include the cultural differencesin
the presentation of psychiatric illness, which render common assessment instru-
ments inappropriate. The development of a body of cross-cultural comparative
research, however, may rest on the development of uniform diagnostic criteria
and diagnostic instruments.

IMPACT OF LIFE-CYCLE STAGE AND CHALLENGES

Robinson and Stewart argue that with the birth of anew child, the family system
needs to be reorganized; many couples at this time revert to traditional roles (1).
Asaresult, the woman accepts the larger share of parenting tasks. Thistransition
may be easier for women who decide to have children earlier in life and not work
outside the home. Women who have focused on their careers often delay child-
bearing, and, undoubtedly, the new maternal role impacts on previous career
strivings, although to date this notion has not been systematically investigated.
Employed mothers have reported stresses such as feelings of inadequate energy,
time, and resources; unrealistic expectations; guilt about their infants' needs;
anger and resentment; and unmet personal needs (73). Research is needed into
therole of such factorsin the development of postpartum psychiatric illness. The
recruitment of other caregivers either in the home or at a daycare center impacts
the mother’s adjustment; whether such arrangements mediate the effects of ma-
ternal postpartum psychiatric illness on the infant needs study.

Postpartum psychiatric illness can significantly impair the developmental task
of parenthood. Mothers may have difficulty attaining the maternal role and caring
for the new child. For example, mothers with postpartum depression report diffi-
cultiesin managing their infant’s crying and other demands. Research into the fa-
ther’s role in postpartum psychiatric illness remains rudimentary. Although it is
known that marital discord is an important variable in the development of post-
partum depression, it is not known if the father can help mitigate the negative im-
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pact of maternal postpartum illness on both the mother and infant. Many coun-
tries are experimenting with different options for parental leave from work fol-
lowing childbirth. It is not known what impact extended paternity leave will have
on maternal psychiatric illness. Although there is some evidence of paternal psy-
chiatricillnessin reaction to maternal postpartum depression, it has not been well
studied (74). Recruitment of an ill partner in the treatment plan of the mother
would be plagued by difficulty at the outset. Undoubtedly, paternal postnatal psy-
chiatric illness would add to the adverse impact of maternal illness on parenting
tasks, further stress the family unit, and affect the psychological development of
the child, although research into thisislacking.

CONCLUSIONS

The postpartum time is unique, with multiple neuroendocrine and psychosocial
challenges for the mother. It is not a period of happiness and satisfaction for all
women, and ironically it is at this time, when women suppress their own needs
relative to those of the new infant, that they are at special risk for illness. The
public health impact of postpartum psychiatric disorders is substantial. Although
research in the area has received more attention recently and is evolving rapidly,
unfortunate high-profile cases in the media involving filicide or suicide in post-
partum depressed mothers have also raised public awvareness. Much work needs
to be done. This chapter has highlighted emerging concepts that can further ad-
vance knowledge and the focus of future investigations. Despite the debate on
whether or not postpartum psychiatric disorders are distinct entities, these disor-
ders do need to be investigated separately. Their consequences have a wide im-
pact, and they pose unique challenges such as safety of the infant and mother, the
risk of toxicity to the breast-fed infant, and time constraints on the mother’s avail-
ability for treatment. Research has begun to focus on interventions, and postpar-
tum treatment is an emerging standard of care. Nonetheless, women coming for
treatment continue to face the dilemma that there is a serious lack of evidence to
guide clinicians on therapies for postpartum disorders. Although beyond the
scope of this chapter, work is also needed to accurately identify women at risk for
onset or relapse of illness and to identify strategies for prevention. Clearly, atten-
tion needs to be paid to al aspects of the postpartum period. This is best ad-
dressed by a multidimensional approach to etiology and treatment.
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