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Editor’s Note

Treating Psychiatric Disorders During Pregnancy

~ Maura Griffin

regnant women are not immune from psychiatric disorders, and they often have preexisting

conditions that can pose treatment challenges. In this issue, Carole K. Edelstein, MD,

reviews the eating disorders bulimia nervosa and anorexia nervosa and how they can affect

fertility and pregnancy. Women with eating disorders may have difficulty conceiving, and
they have increased rates of miscarriage and intrauterine complications. These women are also at
increased risk for depression during pregnancy and for postpartum depression. As is the case with
many psychiatric disorders, eating disorders may not be detected easily in a primary care setting.
In fact, women often go to elaborate lengths to avoid detection. Compounding this problem is the
fact that many prenatal caregivers may not be attuned to signs of an eating disorder. The best
approach to management during pregnancy is early detection and close collaboration between the
prenatal caregiver and psychiatrist.

Depression is another condition that poses special concerns in the pregnant patient and
requires a collaborative treatment approach. Planning for a future pregnancy is the best course in
women currently receiving medication for depression. But as is often the case, unplanned preg-
nancies happen and create treatment dilemmas for the psychiatrist and prenatal caregiver. In her
article, Vivien K. Burt, MD, PhD, discusses the pros and cons of antidepressant medications dur-
ing pregnancy and recommends consultation with a perinatal mood disorders expert to determine
the best course of treatment.

This issue’s “Meet the Expert” features an interview with Anita S. Kablinger, MD, Director of
Residency Training in the Department of Psychiatry at Louisiana State University Health Sciences
Center in Shreveport. Dr. Kablinger discusses her work, the challenges of serving in an area with
limited psychiatric resources, and the effects of Hurricane Katrina.

We hope that you will enjoy this issue and future issues of Women’s Health in Psychiatry, which
we are able to bring to you through a complimentary subscription graciously arranged by
Cephalon Inc.

Please feel free to send us your comments or suggestions; we can be reached at WWomen’s Health
in Psychiatry, One Meadowlands Plaza, 10th Floor, East Rutherford, NJ 07073-2137; by e-mail at
whpsychedition@jobsonmedical.com; or by fax at (201) 623-0921.
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Dr. Burt reviews the effect of depression during pregnancy on both
mother and baby, discusses how women with mood disorders should plan
for a pregnancy, and weighs the pros and cons of taking antidepressant
medication during pregnancy.
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Having an eating disorder can impact fertility as well as pregnancy
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Major Depression During Pregnancy

Implications of IlIness and Treatment Considerations

Vivien K. Burt, MD, PhD

Recent data show that pregnancy is not necessarily a time of
emotional stability, particularly for women who bhave a history of
mood disorders or who have recently discontinued a mood-stabilizing
medication. Yet the treatment of depression with psychoactive drugs
during pregnancy remains controversial. In this article, Dv. Burt
considers the impact of major depression during pregnancy on mother
and fetus, discusses the pregnancy-planning process for women with
mood disorders, and reviews the available data on the benefits and
risks of psychopharmacologic treatment during pregnancy.

he impact of major depression is still underap-
preciated by both lay people and many health
care professionals, despite the fact that one in six
Americans will at some point in their lives suf-
fer from major depression® and that a massive study
conducted by the World Health Organization in con-
junction with the World Bank and Harvard Universi-
ty has concluded that major depression is one of the
most disabling medical conditions worldwide.?3 As is
true of other major medical illnesses, major depression
issometimes a mortal illness and is often characterized
by disabling morbidity. Since chronically depressed
persons also are at substantially increased risk for car-
diovascular and other major medical illnesses, major
depression is more aptly considered a systemic, rather
than a purely psychiatric, illness.* Furthermore, a re-
cent 20-year prospective study has shown that offspring
of depressed parents are at increased risk themselves
for major depression, anxiety disorders, and substance
dependence and are also more than twice as likely to
have a serious physical illness.® It is therefore clear that
major depressive disorder is a serious, life-threatening,
and life-degrading disease. Unfortunately, the burden
of major depression continues to be underestimated
and misunderstood.
While major depression is a serious illness for both
men and women, there are a number of factors that

the fifth decade, women are at signif-
icantly greater risk than age-matched
men for a first episode of depression.®
This is of great importance because
with each episode of depression, the
risk increases for a recurrent episode.’
Thus, awoman who experiences a first
episode in her late teens or early twen-
ties is vulnerable to repeated de-
pressive episodes as she traverses
psychiatrically challenging times of hormonal change
over the years ahead (eg, premenstruum, postpartum,
perimenopause).

Among the issues that make depression particu-
larly problematic for women is the possibility that
they will be faced with the condition during their
years of childbearing potential, including while they
are pregnant or postpartum—times when the well-
being of the mother is inextricably linked to the well-
being of her fetus or baby. Despite the fact that
pregnancy certainly represents a time of major hor-
monal fluxes, it has long been believed that pregnan-
cy is protective against depression. Only relatively
recently have data been published that make it clear
that pregnancy is not necessarily a time of emotion-
al stability, particularly if the patient has a prior
history of mood disorders or there has been a change
or discontinuation of the medication that has ensured
mood stability.®° Furthermore, women’s depression
scores at 32 weeks’ gestation tend to be greater than
at eight weeks postpartum?®and it has been estimat-
ed that most pregnant women with current major
depressive symptoms are either untreated or under-
treated.!!

Optimally, women with a history of major de-
pression, who are therefore at high risk for recurrent
depression, should consult physicians with expertise

make this condition particularly dif-
ficult for women. Beginning at
about puberty and extending into

Dr. Burt is Professor Emeritus of Psychiatry at the David Geffen School of Medicine
at the University of California—Los Angeles, and Director of the Women’s Life Cen-
ter at the Resnick Neuropsychiatric Hospital at UCLA.
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PRIMARY _ _
LI Depression During Pregnancy

* Depression in pregnancy poses numerous difficulties for both mother and baby;
depressed women may not care for themselves properly, and antenatal depression
increases the risk of an adverse obstetrical outcome and postpartum depression.

* Ideally, women with a history of major depression should consult with physicians
with expertise in perinatal mood disorders before they become pregnant, in order
to consider carefully the best and safest treatment options during pregnancy.

* If pregnancy begins while the patient is taking one or more psychotropic agents,
discontinuing these medications may not be either feasible or prudent, because of
the substantially increased risk of mood destabilization in vulnerable women.

* Decision making about the most prudent course of treatment for seriously depressed
pregnant women must carefully balance the risks to both fetus and mother of antenatal
antidepressant use versus persistent serious depressive symptoms.

in perinatal mood disorders before they actually be-
come pregnant, in order to consider carefully the best
and safest treatment options during pregnancy. How-
ever, because most women are unaware that they are
pregnant until after six weeks’ gestation, decisions
about how to address current depression or how to
prevent recurrence are often made weeks or even
months after conception. For those women who are
already taking an antidepressant or other psychiatric
medication, fetal exposure has already occurred over
the weeks when the major organ systems have been
laid down during fetal development. Although it is
tempting to discontinue these medications in women
who become pregnant while taking one or more psy-
chotropic agents, this may not be either feasible or
prudent because of the substantially increased risk of
mood destabilization in vulnerable women. This
would pose a serious threat not only to the health and
well-being of the expectant mother but also to that
of her unborn baby.

IMPACT OF MAJOR DEPRESSION IN PREGNANCY
Depression in pregnancy poses a number of difficul-
ties for both mother and baby. Depressed pregnant
women are often unable to care for themselves proper-
ly. They may be so disorganized that they are unable
to follow prenatal instructions, tend not to eat health-
fully, may become dehydrated because they do not

drink enough water, and are often unable to sleep de-
spite being exhausted. Depressed pregnant women may
also resort to smoking cigarettes, using illicit drugs,
or drinking, despite initial intentions to avoid these
known teratogens.*2 They frequently neglect their own
hygiene, are irritable and easily overwhelmed, and are
anxious and ruminative. When depression deepens and
persists during pregnancy, even women who initially
wanted to become mothers may be so ambivalent about
pregnancy that they may seriously consider or elect
abortion.™

In addition, antenatal depression significantly in-
creases the risk for postpartum mood disorders, which
is particularly problematic because this is just the time
when maternal responsibilities are great. The postpar-
tum is a time when even emotionally well new moth-
ers tend to become overwhelmed and experience
postpartum “blues.” However, for women who have
experienced major depression during pregnancy, the
risk for severe postpartum mood disorders is substan-
tially increased, and when they occur, they may result
in serious consequences for mother, infant, other chil-
dren in the family (especially preschool-age children),
spouses, and extended members of the family. A recent
large, register-based cohort study in JAMA has found
that primiparous women tend to be at increased risk
for psychiatric hospitalizations and outpatient care for
mental disorders, with the highest risk during post-

8 Women’s Health in Psychiatry
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partum days 10 to 19.14 Additionally, data support an
increase in adverse obstetric outcomes in the context
of persistent and disabling antenatal depression and
anxiety. For example, psychiatric decompensation dur-
ing pregnancy has been associated with preeclampsia,
placental abnormalities, low birth weight, preterm la-
bor, and fetal distress (Table 1).1315-18

While nonpharmacologic interventions—such
as individual and group psychotherapy, family and
marital counseling, and social services intervention
and assistance—are likely to be helpful for the de-
pressed pregnant woman, these modalities may not
be sufficient to alleviate a serious mood disorder
when it arises in the context of pregnancy. In these
cases, pharmacotherapy is often considered to effect
more rapid and complete symptom relief and a re-
turn to normal function. This has become an increas-
ingly contentious issue with the advent of recent
publications that suggest that the use of antidepres-
sants in pregnancy may be associated with an in-
creased risk of adverse consequences for exposed
infants. Thus, decision making about the most pru-
dent course of treatment for seriously depressed
pregnant women must carefully balance the risks,
to both fetus and mother, of antenatal antidepres-
sant use versus persistent serious depressive symp-
toms (Table 2).

PREGNANCY PLANNING FOR WOMEN

WITH A HISTORY OF MOOD DISORDERS

For all of these reasons, planning for pregnancy is
strongly advised for women with a psychiatric histo-
ry, whether they are psychiatrically well, taking psy-
chiatric medications, or not. Optimally, women with
a psychiatric history should become pregnant when
they are feeling emotionally stable and
able to manage the physiologic and
psychological demands of pregnancy
and motherhood.

Once the decision has been made
to consider pregnancy, the woman
with a history of depression should seek consultation,
preferably accompanied by her partner, with a
psychiatrist with expertise in perinatal psychi-
atry. Consideration is given to the patient’s repro-
ductive status and menstrual pattern in order to
address the impact of likely fertility potential on preg-
nancy planning. Thus, in patients with a serious de-

are great.

TABLE 1. POTENTIAL IMPACT OF MAJOR
DEPRESSION IN PREGNANCY

e Poor maternal self-care
e (Cigarette smoking

e Alcohol use

e |llicit use of drugs

e Depressed mood; anxiety; negative ruminations; feeling
overwhelmed, helpless; suicidal ideation

¢ Ambivalence about pregnancy resulting in thoughts
about selective pregnancy termination

e Poor obstetric outcome (preeclampsia, placental
abnormalities, low birth weight, shorter gestation,
fetal distress)

e Increased risk for postpartum mood disorders

pressive history, the recommendation for the 25 year-
old woman, who is at the height of her reproductive
potential, may be to taper off and then discontinue psy-
chiatric medications, followed by monitoring to en-
sure six months to a year of emotional stability before
attempting conception. On the other hand, for the 40-
year-old woman, who will probably have a more diffi-
cult time conceiving, the recommendation may
be to continue carefully considered psychiatric med-
ications until conception is achieved, and possibly
throughout pregnancy.

All medications—including over-the-counter
agents—should be noted, and women planning to
become pregnant should always be counseled to ab-
stain from illicit drugs, alcohol, and cigarettes. A
thorough review of the patient’s psychiatric histo-

Antenatal depression significantly increases the risk for
postpartum mood disorders, which is particularly problematic
because this is just the time when maternal responsibilities

ry, including whether prior depression was inter-
spersed with manic or hypomanic episodes, suicidal
ideation or attempts, violent or aggressive behav-
iors, psychotic symptoms, major weight loss, or se-
rious lapses in appropriate judgment, is essential.
Any psychiatric instability in association with pri-
or pregnancies or postpartum times should be eval-

Women’s Health in Psychiatry
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TABLE 2. IMPORTANT CONSIDERATIONS WHEN
TREATING DEPRESSION IN PREGNANCY

¢ \Women with a history of major depression should be
advised to seek consultation from perinatal psychiatric
specialists prior to becoming pregnant

¢ \Whenever possible, partners should be present during
psychiatric consultation

e Decisions regarding treatment should always be individ-
ualized and based on nature and severity of current and
past symptoms of mood instability

e For mild symptoms of depression, nonpharmacologic
treatment modalities should be considered

e For disabling depression, when symptoms are likely to
threaten maternal well-being, and therefore also fetal
well-being, consideration should be given to beginning
or continuing antidepressant treatment

e Depression in pregnancy is a risk factor for postpartum
depression, which is serious and relatively common:
treatment of depression in pregnancy is essential for
maternal, fetal, and infant health and well-being

uated, as this increases the likelihood that similar
destabilization will occur in the context of future
perinatal events. Current and past psychiatric treat-
ments and their efficacy should be noted, as these
also may inform future decision-making for treat-
ment. Table 3 summarizes these factors in the preg-
nancy-planning process.

PSYCHOPHARMACOLOGIC TREATMENT

OF DEPRESSION DURING PREGNANCY

Although there are limited data that support the use
of psychotherapy as an efficacious treatment for ante-
natal depression,® at times nonpharmacologic inter-
ventions may be insufficient to ensure psychiatric
stability during pregnancy.? Thus, if depressive symp-
toms are likely to jeopardize a patient’s emotional sta-
bility and the viability of pregnancy, as in cases of
suicidality, psychosis, or inability to gain weight, the
best advice may be to maintain treatment with a psy-
chiatric agent throughout pregnancy (Table 4). Insuch
cases, before a psychiatric medication is administered
to a pregnant patient, the risks and benefits to both
mother and fetus should be carefully shared with the
patient, her partner, and the obstetrician. It is also im-
portant to share with the patient and her partner that

although no psychiatric medication has been endorsed
by the FDA for use during pregnancy, at times a care-
ful analysis of the seriousness of depression may con-
clude that it is less risky for both mother and fetus to
be treated with an effective medication than to refrain
from antenatal use. In such cases, the advice for med-
ication selection is based on the prescribing physician’s
knowledge of the latest peer-reviewed, data-based in-
formation and his or her own clinical judgment. The
goal is always to weigh any risk associated with ma-
ternal treatment using medication against known or
suspected risks associated with untreated disease for
both mother and baby during pregnancy, at the time
of delivery, and in the postpartum period.

As has been noted, the use of antidepressants dur-
ing pregnancy presents some risks that must be both
understood and carefully considered. In all cases, when
used during pregnancy, antidepressant dosage should
always be kept at the minimum needed to maintain
psychiatric stability and normal functioning. The main
issues of concern when considering the potential for
adverse effects of antidepressants during pregnancy in-
clude the risk of congenital malformation, pregnancy
loss, perinatal toxicity, length of gestation, and adverse
neurobehavioral sequelae.

ANTIDEPRESSANTS IN PREGNANCY
Teratogenicity

A large body of peer-reviewed data suggests that the
antenatal use of SSRI antidepressants is not associated
with an increased risk of birth defects.?3* While out-
comes have been reported in the literature for all of the
SSRIs with the exception of the isomer of citalopram
(S-citalopram), the most data exist for the use of flu-
oxetine in pregnancy (more than 1,700 exposures). De-
spite this relatively reassuring data, recent reports have
raised the possibility that SSR1s may be associated with
an increased risk for birth defects. A recent Danish pop-
ulation-based cohort study of women who received pre-
scriptions for antidepressants while pregnant has
suggested that infants of women who had been pre-
scribed SSRI antidepressants during early pregnancy
had an increased risk of nonspecific congenital malfor-
mations.3* However, the study authors have stated that
it is not clear if this result was related to the diseases
treated, rather than the medications used. Addition-
ally, it is unclear if the prescriptions written reflected
whether medications were actually taken. Furthermore,

10 Women’s Health in Psychiatry
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psychiatrically ill patients frequently use other psychi-
atric medications (eg, benzodiazepines) and abuse al-
cohol and illicit drugs, and these potential confounders
were not addressed in this study.

Although published data on about 300 exposures
to paroxetine have shown no increased risk in congen-
ital anomalies when compared to background risk or
matched comparators, the safety of this agent has re-
cently been challenged by the release, on the Web site
of the manufacturer, of data from more than 3,000 in-
surance enrollees to whom antidepressants were dis-
pensed during the first trimester of pregnancy. These
data suggested that there was an increased prevalence
of congenital malformations overall and cardiovascu-
lar malformations in particular (mainly ventricular sep-
tal defects) for paroxetine (4% vs 3% and 2% vs 1%,
respectively).® These data, plus data from a Swedish
Medical Birth Registry® have resulted in a relabeling
of paroxetine to Category D (ie, demonstrated risk to
the fetus) by the FDA.3" The Committee on Obstetric
Practice of the American College of Obstetricians and
Gynecologists has recently published recommenda-
tions on the use of antidepressants during pregnancy.*
Recognizing that depression is common in women of
childbearing age, that depressed women are often treat-
ed with SSRIs, and that there is a serious risk of relapse
of depression when SSRIs are discontinued, the Com-
mittee has cautioned that the use of all SSRIs and sero-
tonin norepinephrine reuptake inhibitors (SNRIS) in
pregnancy be individualized. The Committee has also
recommended that paroxetine use in pregnancy or in
women planning to become pregnant be avoided, if
possible.

More limited numbers of published exposures for
other antidepressants (venlafaxine, nefazodone, tra-
zodone, bupropion, and mirtazapine) have not revealed
an increased risk of birth defects with prenatal use of
these agents.*4

Poor Neonatal Adaptability

Third-trimester exposure to SSRIs and tricyclic anti-
depressants (TCAs) has been linked to an increased risk
of perinatal symptoms, including jitteriness, poor mus-
cle tone, weak cry, respiratory distress, hypoglycemia
and, in some cases, seizures.?-23293645-47 A recent case-
control study has reported an association between use
of SSRIs during the second half of pregnancy and a con-
dition in which a neonate’s circulatory system has not

TABLE 3. PREGNANCY PLANNING PROCESS FOR
WOMEN WITH MOOD DISORDERS

Note all medications—including over-the-counter agents
Counsel women planning to become pregnant to abstain
from illicit drugs, alcohol, and cigarettes

Thoroughly review psychiatric history, including:

e Prior depression interspersed with manic or
hypomanic episodes

e Suicidal ideation or attempts

e VViolent or aggressive behaviors

e Psychotic symptoms

e Major weight loss

e Serious lapses in appropriate judgment
Evaluate any psychiatric instability in association with

prior pregnancies or postpartum times since they increase
the likelihood of similar destabilization in the future

Note current and past psychiatric treatments and efficacy
to inform future decision making for treatment

fully adapted to breathing outside of the uterus (per-
sistent pulmonary hypertension of the newborn, or
PPHN).8 This condition may be an extreme form of
the perinatal respiratory symptoms noted as part of the
“poor neonatal adaptability syndrome.”

Although these perinatal symptoms are generally
not long lasting or severe, because they are potential-
ly serious, antidepressants should be used during the
latter stages of pregnancy when they are needed to sta-
bilize a pregnant woman whose psychiatric condition
might compromise her own safety or that of her fetus,
or if discontinuation is likely to precipitate relapse of
serious depression both during pregnancy and in the
postpartum. Notably, pregnant patients and their doc-
tors should not automatically discontinue antidepres-
sants as the expected date of delivery approaches, as
this may precipitate postpartum depression (and pos-
sibly other postpartum mood or debilitating anxiety
disorders) which may seriously compromise the health
of both mothers and their babies.

In an important, though preliminary, prospective
study of children up to 5 years old who had been ex-
posed prenatally to SSRIs and had displayed neonatal
adaptability difficulties, there were no differences not-
ed ininternalizing behaviors (withdrawal), depression,
or anxiety as compared to control children.* If repli-
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TABLE 4. GUIDELINES FOR ANTIDEPRESSANT
USE DURING PREGNANCY

¢ Nonpharmacologic treatment options have been
ineffective

e History of serious decompensation (relapse or
recurrence of major depression) when antidepressant
is discontinued

e Suicidal ideation
e Psychosis
* Poor weight gain or weight loss

e |nability to follow prenatal instructions (eg,
noncompliance with prenatal vitamins)

e History of serious and disabling depression during
previous pregnancy

e History of postpartum depression

cated in larger prospective studies, these results would
be reassuring, for this would suggest that when neona-
tal adaptive difficulties do occur in exposed neonates,
they are transitory and have no sustained effect.

Shorter Gestation

It has been suggested that SSRIs are associated with
somewhat shorter lengths of gestation, and in some
cases this has included an increased risk of preterm
births (that is, birth before 37 weeks gesta-
tion).21:23243350-52\\/hile for most pregnant women, the
risk for shorter gestation is not likely to be clinically
significant, conceivably, for women with other risk fac-
tors for preterm birth, this may be a factor requiring
more intensive obstetric monitoring, particularly dur-
ing the second half of pregnancy.

Neurobehavioral Sequelae

Data exist, though somewhat limited in total numbers
of published cases, that antidepressants (mostly SSRIs
and TCAs) in pregnancy are not associated with long-
term adverse neurobehavioral sequelae in exposed chil-
dren.30:334953 A very small study of 31 children ages 6
to 40 months with prenatal SSR1 exposure showed low-
er psychomotor developmental scores than for 13 non-
exposed babies.>* However, in addition to the small
number of cases, another major drawback of this study
was that developmental scores of subjects younger than

five years are not reliable predictors of future develop-
mental difficulties. Furthermore, this study failed to
account for the severity of antenatal depression, and
perhaps most importantly, did not control for the im-
pact of postpartum depression on measured outcomes.

TREATING MAJOR DEPRESSION

DURING PREGNANCY

The explosion of data recently about the use of anti-
depressants—mainly SSRIs—in pregnancy has
spurred increased concern about their use, both in
symptomatic depressed pregnant women and in al-
ready pregnant women who are taking antidepres-
sants that have been demonstrated to keep them
euthymic, stable, and functional. Some of the data
are cause for concern, for they suggest an association
between birth defects and paroxetine. The recent epi-
demiologic study suggesting increased risk for birth
defects with the use of SSR1s has a number of serious
limitations and is not supported by the bulk of stud-
ies, which have not revealed increased teratogenic risk
with SSRIs as a class.

Accumulating data, however, suggest that there is
an increased risk for perinatal toxic effects with late-
term antidepressant use. While generally these effects
tend to be transient, in rare cases serious neonatal con-
sequences may ensue. Other concerns include the pos-
sibility of somewhat shorter gestation at delivery, and
possibly, also a somewhat increased risk for delivery
prior to 37 weeks’ gestation. For the most part, stud-
ies have been reassuring regarding the lack of long-
term developmental adverse problems, although more
data are needed to confirm this.

In response to the growing debate about the safest
way to manage depression during pregnancy, a recent
editorial in The American Journal of Psychiatry has most
insightfully addressed the issue of the use of antide-
pressants during pregnancy.®® The author suggests
that when faced with decisions about how to treat
women at risk for depression during pregnancy;, it is
important to recognize that antenatal depression is a
significant concern, and that this concern is further
heightened by the data showing that when antide-
pressants are discontinued proximate to pregnancy
there is a risk of serious relapse during pregnancy of
almost 70%.8 Exposure of a fetus or infant to mater-
nal depression may in some cases be as toxic as expo-
sure to antidepressants.

12 Women’s Health in Psychiatry
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Furthermore, as has been previously noted, mater-
nal depression is a serious risk factor for affective and
other psychiatric, medical, and social difficulties in off-
spring that are likely to negatively impact function
well into the future.® The seriousness of major depres-
sion, which when untreated may result in suicide, po-
tentially dangerous self-neglect, and chronic illness, is
therefore often profound and has negative implications
for expectant mothers, new mothers, their children,
their partners, and extended family members. While
antidepressant-exposed babies may be at somewhat in-
creased risk for difficulties, because of the seriousness
of major depressive disorder, it is important for women
who are pregnant or thinking about becoming preg-
nant not to discontinue their antidepressants without
first consulting their physicians.

SUMMARY

It is not surprising that most women prefer not to re-
main on psychiatric medications during pregnancy.
However, in some cases, without stabilizing antide-
pressants, women would not be able to realize their
wishes to become pregnant, or would be unable to
progress through pregnancy without relapses, seri-
ous postpartum illness, and substantially increased
risk to the mental, behavioral, and physical health of
their children. For this reason, in consultation with
an expert in perinatal psychiatry, the options for treat-
ing at-risk or symptomatic pregnant women or
women desiring to become pregnant must be care-
fully considered. The risks of symptomatic depres-
sion for mother and fetus must be weighed and
compared to the risk of antenatal antidepressant use
to both mother and fetus. The decision to treat preg-
nant women with any psychiatric medication is con-
troversial, and treatment should be instituted or
maintained only when the benefits are judged to out-
weigh the risks. In many cases, it will not be in the
interest of either the mother or the infant to discon-
tinue or reduce the dose of an antidepressant in late
pregnancy, for this may precipitate relapse and place
a mother at risk during the postpartum. However,
when antidepressant medication has been maintained
through pregnancy, the neonate should be monitored
carefully, and if there is any indication of adverse ef-
fects, the length of hospitalization should be extend-
ed beyond the usual 24 to 48 hours (beyond four days
if delivery was by cesarean).

Finally, it is important to emphasize that at this
time, given the existing data, decisions regarding the
use or nonuse of antidepressants during pregnancy are
difficult and depend on an understanding of the risks
of medication use during pregnancy in the context of
a careful individual psychiatric and psychosocial eval-
uation. That evaluation should always include an as-
sessment of the risk of future illness and the likely
consequences to maternal and infant health and well-
being, should depression arise during either pregnan-
cy or the postpartum period. @
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Eating Disorders and Pregnancy

An Overview

Carole K. Edelstein, MD

Despite low weight and menstrual disturbances, some women with
the classic eating disorders (EDs), anorexia nervosa and bulimia
nervosa, conceive and may carry their pregnancies to term. Having
an ED can affect fertility and pregnancy viability as well as the
course of pregnancy. It can also affect pregnancy outcome, including
increased rates of miscarriage and intrauterine complications.
Moreover, during the postpartum period, the mother is at risk for
relapsed disturbed eating bebavior and depression. There is also the
question of whether the offspring of a mother with an ED will develop

an ED during adolescence.

arly research on eating disorders (EDs) in preg-

nancy has been limited by small sample sizes, the

inclusion of mixed ED diagnoses in those sam-

ples, and the recruitment biases introduced by
relying on clinical, rather than community, samples.
Research has shown that treatment seekers represent a
small portion of all women with an ED. These method-
ological issues may have limited the generalizability of
results based primarily on clinical samples. More re-
cently, several large, population-based studies of out-
come have been published and allow us to assess the
impact of EDs on reproductive health. Whenever pos-
sible, this review uses these large population-based stud-
ies. To enable this article to focus on the impacts on
both mother and child, by type of eating disturbance,
anorexia nervosa (AN) and bulimia nervosa (BN) will
be discussed separately where possible.

FERTILITY AND PREGNANCY VIABILITY

Most studiesseem to agree that when symptoms of AN
or BN have resolved, fertility later in life is unaffect-
ed.>? However, rates of spontaneous abortion suggest
that pregnancy viability may be affected by past his-
tory of an ED.1**® Furthermore, underweight women
(BMI less than 18.5) who do not have an ED have dif-
ficulty becoming pregnant and are more likely to ex-
perience spontaneous abortion if

hand, who are younger and have as-
sociated menstrual irregularities, may
experience unplanned pregnancies be-
cause they assume incorrectly that
their fertility is impaired.’

Studies of infertile women find
that EDs are frequently present: AN
occurs at a prevalence of about 4%,
BN at 12%, and eating disorders not
otherwise specified (ED-NOS) ac-
count for close to half of the women
presenting for infertility treatment.®° ED-NOS pa-
tients may be younger and meet some but not all of
the criteria for AN or BN.

Fertility During Anorexia Nervosa

Without diagnosing EDs or AN, a large, nationwide
study evaluated the risk of spontaneous abortion based
on maternal prepregnant weight.® The risk is increased
by 24% for women with prepregnant BMIs under 18.5,
versus women with BMIs between 18.5 and 24.9, ac-
cording to data from the Danish National Birth Cohort,
astudy of over 23,000 women recruited and interviewed
during October 1997 through March 1999. Age, pari-
ty, history of miscarriage, and lifestyle factors did not af-
fect results; nor did excluding women with known
diagnoses of EDs or metabolic disorders.

Fertility After Anorexia Nervosa

A historical observation cohort study* of women treat-
ed for AN at a specialty service (n = 70), and who had
presented about 15 years earlier, showed no difference
from controls in the following:

« Rate of pregnancy (% ever pregnant)

« Mean number of pregnancies per woman

= Age at first pregnancy

= Utilization of fertility treatments.

they do conceive.® WWomen with cur-
rent symptoms of BN, on the other
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PRIMARY
LN Fating Disorders During Pregnancy

are often able to become pregnant.

* Patients with past and current eating disorders—anorexia nervosa and bulimia nervosa—

without eating disorders.

« Although fertility may not be impaired, these patients have a greatly increased rate
of spontaneous abortion—they miscarry two to three times as frequently as women

* Eating disorders during pregnancy raise several risks, including renewed eating symptoms,
that interfere with adequate weight gain; depression both during pregnancy and in the
postpartum period that occurs at elevated rates (higher than in women with mood disorder
diagnoses); low-birth-weight infants who may be small for gestational age or are premature.

symptoms and diagnoses.

* Prenatal caregivers may fail to identify patients with eating disorders, who conceal their

However, rates of miscarriage were high (38% of
former AN patients had miscarried vs 16% of con-
trols). When patients were divided into two groups
based on presence or absence of symptoms when preg-
nant, no differences were found in the number who
had ever been pregnant, in those who had utilized
fertility treatment, or in the number of pregnancies
per woman. The elevated miscarriage rate was also no
different, surprisingly, between those with and with-
out current symptoms. However, a larger, popula-
tion-based study of women whose low weight
suggests the possibility of current symptomatology
did find increased risk of miscarriage.®

Fertility During Bulimia Nervosa

A retrospective study of women (n = 94) who met
DSM-IV criteria for BN at the time of conception,
and whose pregnancies proceeded to term, points to
the high rate—a 75% prevalence—of unplanned
pregnancy. Morgan et al noted that this occurred
“because menstrual irregularities were falsely be-
lieved to imply infertility.”” In a recent, larger fol-
low-up study, Morgan and his group noted elevated
odds ratios for miscarriage of 2.6 (95% ClI, 1.2 to
5.6). In other words, miscarriage was about two
and one-half times more likely to occur in actively
bulimic pregnancies versus “quiescent” (ie, had
bulimia in the past) controls (rates were 26% vs
12%).> Thus, although fertility is not compromised

by active bulimia, pregnancy viability appears
to be.

Fertility After Bulimia Nervosa

A retrospective follow-up study by Crow et al of women
(n =173) with BN, 40% of whom at baseline had re-
ported menstrual irregularities or amenorrhea 10 to
15 years earlier, found no differences in fertility com-
pared to population norms.2 Time to conceive for
planned pregnancies was 3.7 months (SD = 7.8). Rates
of spontaneous abortion did not differ from that of the
general population. (Of note, menstrual irregularities
are common in BN and are not associated with low
body weight, as they are in AN. Instead, menstrual ir-
regularities in BN are associated with indices of nutri-
tional restriction such as low levels of dietary fat intake
and low thyroxine levels.!t) Importantly, in this study,
rates of common comorbidities in BN, such as mood
and anxiety disorders, as well as the presence of life-
time amenorrhea or history of AN, were assessed and
shown not to affect the ability to conceive.

COURSE OF PREGNANCY

Changes in Eating Behaviors

Does pregnancy—with its associated weight gain and
fomenting of the body image concerns of women with
past histories of EDs—cause them to relapse? Or, does
the universal acceptance of motherhood and the sup-
portive rationale of “eating for the baby” allow asymp-
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tomatic women to remain free of disturbed eating
behaviors and symptomatic women to reduce or end
abnormal eating? Studies have yielded both results.
Fortunately, more women decrease abnormal eating
behaviors during pregnancy than increase them, but
for some women, EDs worsen or even arise de novo
(Table 1).

Course of Pregnancy After
ED Diagnosis
Several authors studied samples of mixed diagnostic
groups, which included both AN and BN patients. In
a 2005 study examining the impact of a previous his-
tory of ED on pregnancy, Kouba et al studied women
who claimed to be free of AN or BN at conception.?
In 22% of patients (11 out of 49, including eight with
previous AN and three with previous BN), a relapse
occurred that required treatment. As a group, women
with a past history of AN gained less weight than con-
trol women, and the patient group
had significantly more cases of hyper-
emesis gravidarum than controls. In
a longitudinal study of AN and BN,
pregnancy was studied in a subgroup
(77.7% of live births) that was divided into sympto-
matic and asymptomatic women. Those who had ac-
tive symptoms during pregnancy were younger and
more likely to have had a history of substance abuse.?
Using a prospective design, a community sample,
and a standardized interview, Fairburn et al studied the
impact of pregnancy on the eating and craving symp-
toms of 100 primigravida women. At baseline, three
of the women met criteria for ED-NOS; none met the
criteriafor current AN or BN.* Five women had a his-
tory of BN and several engaged in some abnormal be-
haviors in the weeks prior to conception: 7% binged
and 3% vomited. Interviews were conducted in two
waves, during the second and third trimesters (TMs).
ED diagnoses fluctuated; none of the three ED-NOS
cases were symptomatic during pregnancy, but two of
the five (40%) previously bulimic women relapsed, and
several new cases of ED-NOS arose de novo during preg-
nancy. These were characterized by “extreme dietary re-
straint and significant attitudinal disturbance.” One
case of pica arose at week 32 in a woman who ate coal,
finding it “irresistibly inviting.” In general, dietary re-
straint and concerns about weight lessened early in preg-
nancy and rose again late in pregnancy.

TABLE 1. CHANGES IN EDs DURING PREGNANCY

e | ess hingeing and vomiting in BN
e Reduced alcohol, laxative, and diet pill use

e New-onset bulimia, possibly after hyperemesis
gravidarum

¢ New-onset pica

* Relapse of patients with ED in the past

Eating Behaviors in Anorexia Nervosa

Although pregnancy provides “a culturally endorsed
license to feed,” not all women with AN are able to eat
normally; symptomatic women with this diagnosis
may fail to gain weight at the rate recommended by
their obstetricians—usually 20 to 30 pounds over nine
months.” A large retrospective case-controlled study
of birth defects identified a range of strategies to re-

Fortunately, more women decrease abnormal eating behaviors
during pregnancy than increase them, but for some women, EDs
WOrsen or even arise de novo.

strict intake (such as dieting, fasting, using diuretics)
that were employed during pregnancy (and were asso-
ciated with fetal malformations).*

Case reportssuggest that AN treatment during
pregnancy can normalize weight gain.* Women used
avariety of strategies to deal with what they perceived
as “frightening” body changes during pregnancy:
Some switched habitual focus from stomach to thighs,
where fewer alterations were occurring; some repeat-
ed reassuring phrases (“this is not fat, this is baby”);
and others defined being pregnant as proof that they
were normal and experienced more positive attention
from husbands for being with child than for being
anorexic. By three to four months postpartum, how-
ever, most had relapsed. No large reviews of the ex-
periential aspects of pregnancy, or treatment for the
pregnant AN patient, are available. In general, per-
haps because it is less prevalent, AN has not been as
extensively studied as BN.

Eating Behaviors in Bulimia Nervosa

In their study of actively bulimic pregnant women,
Morgan’ et al found variable patterns of change in bu-
limic behavior, most tending towards improvement:
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Rates of bingeing and vomiting fell steadily as each
trimester passed; laxative, diet pill, and alcohol use also
fell. The mean number of binge-purge episodes dur-
ing the first TM was about 12 per week, but dropped
to close to zero as delivery neared.

With the goal of learning more about antecedents
of lifetime and antenatal EDs, risk predictors for purg-
ing during pregnancy were assessed in another large-
scale, nonclinical study. Pregnant women in the com-
munity were asked about eating problems prior to con-
ception as well as laxative use and vomiting during
pregnancy.'® Those who had purging during pregnan-
cy were more likely to have experienced sexual abuse
as children and to have parents with mental health
problems; they also scored higher on concerns about
shape and weight while pregnant. These latter con-
cerns could be assessed as part of prenatal care but fre-
quently are not. Indeed, obstetric care may not be
sufficiently focused on identifying the mother and fe-
tus at risk from an ED.

Recognition of ED Symptoms Limited

Several factors may combine to reduce the likelihood
that EDs in pregnant women are recognized. Patients
are reluctant to reveal not only current difficulties but
even a past diagnosis of an ED when seeking fertility
or prenatal care. %21 In a typical study of a consecu-
tive series of infertile patients, one third of whom had
an ED, not one patient revealed her problem to her
doctor.22 When patients fail to disclose this informa-
tion, clinicians must be diligent in detecting it. VWomen
who have a suspected ED should be referred for a thor-
ough work-up, including the Eating Disorder Exam-
ination—a detailed questionnaire assessing disturbed
eating.When shame or need for secrecy leads to con-
cealment, it is recommended that clinicians use a non-
judgmental, open-ended style of questioning. Most

Those who had purging during pregnancy were more likely to
have experienced sexual abuse as children and to have parents
with mental health problems; they also scored higher on concerns

about shape and weight while pregnant.

patients are frightened of producing a damaged infant
or being told that they are unsuitable for treatment.
When ED patients have previously miscarried, con-
cealment increases, even though good outcomes are en-
hanced with an informed treatment team. A

retrospective study of 43 patients with mixed ED di-
agnoses found that only 44% revealed their eating
problems to their doctors; half felt that the experience
of sharing this information was not positive.® Preg-
nant patients in ED group therapy?! felt that they were
not supported by their doctors and that obstetrician
visits were more like taking exams, than being exam-
ined. They underutilized their doctors and relied on
group members or therapists to answer questions or
provide reassurance.

However, antenatal health care providers may be
reluctant themselves to question mothers. Only 20%
of respondents to a survey of all gynecologists and ob-
stetricians with at least one year of experience from
four teaching hospitals in Australia and the United
Kingdom (a survey with an 86% response rate) felt
confident in diagnosing EDs.?2 Moreover, 80% of doc-
tors underestimated rates of amenorrhea in AN and
overestimated rates of regular menses in BN. Pejora-
tive attitudes towards EDs were acknowledged by 30%
of respondents. Male providers were more likely than
female providers to view BN as untreatable.

Antenatal health care providers may not focus on
pertinent cues. One third of obstetricians (n = 67) in
a study of those delivering an average of 125 babies
yearly did not refer to body weight records in patients
who were routinely weighed by a nurse-receptionist.
Half of respondents did not ask about depression, meth-
ods of body weight control, or eating problems. None
calculated prepregnancy BMI.

Changes in Mood

Depression during pregnancy is not uncommon. Epi-
demiological research suggests that depression rates of
10% to 15% are commonly seen.?*2® Less is known
about changes in affective symptoms in pregnancies
complicated by the presence of an ED, although co-
morbid Axis | mood and anxiety dis-
orders are common in patients with
EDs. One study, using the large, pop-
ulation-based sample provided by the
Mid-Atlantic Twin Registry, com-
pared rates of depression during preg-
nancy (and postpartum) in women with AN, BN, and
binge-eating disorder (BED); this study benefited from
comparing eating-disordered women with women who
had a history of major depressive disorder (MDD) and
no ED diagnosis.?® Rates of depression in pregnancy
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for women with AN were almost identical to those of
women with MDD; rates of depression during preg-
nancy for women with BN and BED exceeded rates
in women with MDD. The rates were high: About
40% of women with AN and 60% of women with
BN met depression criteria when pregnant. Rates of
postpartum depression, even higher, are discussed
below.

This study proposes that perfectionism—a trait
frequently observed in women with EDs—and a trait
that may persist despite weight recovery and cessation
of abnormal eating behaviors, may predispose to the
development of mood problems in
eating-disordered mothers both be-
fore and after delivery. Whether or
not perfectionism, with its associat-
ed unreachable high standards, is the
bridge linking these two axis | disor-
ders, clearly many young mothers-to-
be are burdened by high rates of comorbid low mood,
with its negative view of the future; at the same time,
they struggle to conceal or confront the abnormal eat-
ing strategies that they use to maintain thinness.

Effects on the Fetus

Negative effects on the developing neonate have been
suggested by the elevated miscarriage rates, as dis-
cussed above, which exceed population norms by two
to three times. Further, in the study of pregnancies
that proceed to term in women with AN or BN, the
anorexic subgroup had pregnancies characterized by
significantly lower weight gain than controls; the
combined patient group had significantly more ane-
mia at gestational week 25 than controls and includ-
ed four cases of intrauterine growth retardation.
Hyperemesis was diagnosed in 33 of 49 patients ver-
sus nine of 67 controls, a significant difference.!? Hy-
peremesis gravidarum may function to conceal
ongoing bulimic behaviors or may precipitate BN in
vulnerable women.?” Women with EDs—particular-
ly those with active or past AN—more commonly
have infants who have low birth weight (LBW) and
are small for gestational age (SGA). Maternal dieting
behaviors and EDs in the first TM are associated with
birth defects; a study of mothers of infants with neu-
ral tube defects (NTDs) identified restricted food in-
take and fasting and dieting to lose weight as
behaviors that increased the risk of this malforma-

tion.* Use of diuretics throughout pregnancy and in-
cluding the three months prior to conception also
substantially increased the risk for NTD (odds ratio,
2.7,95% Cl, 0.7 to 10.2).

NEONATAL OUTCOMES

Several studies have examined obstetric outcomes;
these are summarized in Table 2.135123437 arge pop-
ulation-wide studies, such as those covering the en-
tire nations of Denmark and Sweden, compared health
registry databases that link previous hospitalization
or treatment for EDs with later outcomes in infants.

Clearly many young mothers-to-be are burdened by high rates

of comorbid low mood, with its negative view of the future; at

the same time, they struggle to conceal or confront the abnormal
eating strategies that they use to maintain thinness.

Whether women were actively symptomatic during
the pregnancy in question is not known in such large
studies. Smaller studies using interview or self-report
measures may identify whether the mother was en-
gaging in ED behaviors while pregnant. The primary
indices of concern are the weight of the neonate, the
risk for having LBW or SGA infants, the likelihood
of premature delivery, and the need for cesarean de-
livery. Most studies, with the exception of the Swedish
population study that showed no negative birth out-
comes, suggest that women with EDs are more like-
ly to have smaller babies, implying a need for special
obstetric monitoring to ensure adequate fetal nutri-
tion as well as treatment as required for symptomatic
women.

OUTCOMES IN MOTHERS

Risk for the development of renewed ED postpar-
tum, in women who had been symptomatic precon-
ception and early in pregnancy and then appeared
to remit, was assessed by several authors. The re-
search focused on the dual challenge to young moth-
ers with known weight and body image concerns of
dealing, first, with residual weight gain and no fur-
ther opportunity to use the “eating for two” ration-
ale, and second, with parenting an infant that in
most cases was not planned for. In addition to these
challenges, these young mothers are also at great
risk of developing postpartum depression (PPD); as
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