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he clinical content of preconception care: women with
sychiatric conditions
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or a substantial proportion of
women of reproductive age, the an-

enatal and postpartum periods can be
omplicated by the onset of a psychiatric
ondition or the occurrence or reoccur-
ence of a preexisting psychiatric condi-
ion. Psychiatric disorders during preg-
ancy have been associated with poor
bstetric outcomes, higher risk of post-
artum psychiatric illness, increased
ates of substance abuse, lower participa-
ion in prenatal care, and adverse infant
nd family outcomes.1 The detection
nd appropriate management of psychi-
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tric conditions among women of repro-
uctive age before or early in pregnancy

s critical for preventing morbidity dur-
ng and after the pregnancy for the
oman and her offspring. In managing
sychiatric conditions during pregnancy
nd among women who could become
regnant, the clinician must consider
nd weigh the risks and benefits of dis-
ontinuing, changing, or continuing
sychotropic medications. Preconcep-
ion considerations for common psychi-
tric disorders are discussed in this
anuscript.
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epression and anxiety disorders
urden of suffering
ood and anxiety disorders are highly

revalent among women of reproduc-
ive age and are comorbid in over 50% of
hose diagnosed with either. There is ev-
dence that the emergence of a new psy-
hiatric illness or the relapse of a preex-
sting one during pregnancy is highly
revalent (10-20%).2 Of note, while anx-

ety disorders tend to persist chronically
ollowing their onset, depressive disor-
ers are usually episodic, with very high
ates of recurrence (85% at 15 years).
here is much evidence suggesting that
epression and anxiety during preg-
ancy and postpartum have a severe im-
act on family life, the mother-infant re-

ationship, and the future mental health
f the child.1-7 These may be mediated by
nvironmental, neurohormonal, and ge-
etic influences.8,9 Depression increases

he risk of tobacco, alcohol, and illicit
rug use, and may contribute to inade-
uate prenatal care. In addition, it in-
reases the risk of self-injurious and sui-
idal behavior. Several studies have
ound an association between depres-
ion during pregnancy and preterm de-
ivery, lower birthweight, smaller head
ircumference, low Apgar scores, and
ostpartum depression.2,10,11 Moreover,
erinatal depression can have short- and

ong-term developmental, cognitive,
nd behavioral effects on the
hild.1,2,9,12,13 Depression can lead to re-
uced interaction and irritability to-
ards the child.6

Although little is known about the
revalence of anxiety disorders (social
nxiety disorder, panic disorder, obses-
ive compulsive disorder, posttraumatic
tress disorder, and generalized anxiety
isorder) during and after pregnancy,
nxiety disorders may be more common
han depression during pregnancy.5

nxiety disorders during pregnancy and
ostpartum have been associated with
nst
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lications, childhood behavioral prob-
ems, and avoidance of the child by the

other.2 In women with preexisting ob-
essive compulsive disorder (OCD),
regnancy may precipitate a worsening
f symptoms. Of note, obsessions of in-
anticide or child harm are a common
eature of postpartum OCD. Their con-
ent can include child sexual abuse.14

osttraumatic stress disorder (PTSD)
as been described in pregnancies in
omen who had a previous complicated
elivery. PTSD may also present in the
ostpartum period following a trau-
atic childbirth.5,14 Postpartum PTSD
ay affect a woman’s future childbear-

ng decisions, her ability to breastfeed,
nd the relationship between mother
nd infant.5,14 PTSD also frequently fol-
ows abuse and is frequently comorbid
ith depression and generalized anxiety
isorder.15

ow detectable is the condition?
iagnostic and Statistical Manual of
ental Disorders-IV-TR criteria are

urrently used to diagnose Depressive
nd Anxiety disorders.16 Available
creening tools are the PHQ-9, QIDS,
AD-7, Beck Depression Inventory,

nd the Hamilton Rating Scale, among
thers. Risk factors for depression and
nxiety during and after pregnancy in-
lude a history of mood or anxiety dis-
rder, marital problems, inadequate
upport system, recent stressors, lower
ocioeconomic status, and unwanted
regnancy.2,17

ow effective
re the current treatments?
epression and anxiety disorders can be

reated effectively during pregnancy with
sychotherapy, cognitive behavioral ther-
py, interpersonal psychotherapy, and/or
edications. A review of 12 psychotherapy

rials involving nonpregnant subjects in
rimary care settings found that psycho-
herapy resulted in similar outcomes to
hose obtained using antidepressants and
etter outcomes than a primary care phy-
ician’s usual care.18 In addition, electro-
onvulsive therapy is an effective treat-
ent for depression, and is safe during
regnancy.19,20 v
In recent years, antidepressant use
uring pregnancy has increased signifi-
antly. In 1 large study, selective seroto-
in reuptake inhibitor use increased

rom 1.5% in 1996 to 6.2% in 2005.21 All
sychotropic medications diffuse across
he placenta and none have yet been ap-
roved by the US Food and Drug Ad-
inistration (FDA) for use during preg-

ancy.2 Data accumulated over the last
0 years suggest the limited teratogenic
ffects of most antidepressants (includ-
ng selective serotonin reuptake
nhibitors [SSRIs], tricyclic antidepres-
ants [TCAs], and venlafaxine).2-4,22,23

owever, paroxetine’s FDA classifica-
ion has recently been changed from C to

based upon a retrospective study that
ound a 1.5-2 times increased risk of con-
enital cardiac malformations associated
ith exposure to paroxetine in the first tri-
ester. Moreover, 2 large case-control

tudies that found an association between
SRI use during early pregnancy—partic-
larly paroxetine—and anencephaly, cra-
iosynostosis, and omphalocoele24 and
ight ventricular outflow abnormalities.25

ven still, the absolute risk associated with
xposure was very small. Furthermore, re-
ent studies have linked exposure to anti-
epressant therapy during pregnancy with
reterm delivery and/or lower birth-
eight. A retrospective study of depressed
omen treated with SSRIs or untreated

ound in utero exposure to SSRIs linked
ith earlier gestational age and lower birth

ate; the exposed group also had higher
ates of neonatal respiratory distress syn-
rome, jaundice, and feeding prob-

ems.26,27 A particular concern was the po-
ential adverse effect of late trimester
xposure to SSRIs with 1 small study re-
orting pulmonary hypertension of the
ewborn.28 A naturalistic study of de-
ressed women and healthy controls

ound an association between preterm de-
ivery and exposure to antidepressant ther-
py, while maternal depression itself was
ot linked with preterm delivery.27 All of

hese newer studies have added an extra
evel of complexity in the decision-making
rocess of the treatment of depression dur-

ng pregnancy. Treatment should be the
esult of an individualized risk-benefit as-
essment.29 Thus, in women with less se-

ere symptoms, it may be appropriate to o

Supplement to DECEMBER 2008 Amer
onsider nonpharmacologic interventions
uch as psychotherapy.29 However, if the
ymptoms are moderate to severe, if there
s a history of previous postpartum depres-
ion or recurrent major depressive disor-
er, a combination of psychotherapy and
edications is advised.29,30

mpact of preconception care
dentification of depression and anxiety
isorders prior to pregnancy allows time
o discuss treatment options and, if nec-
ssary, to change to a treatment regimen
hat is safer during pregnancy. The goal
hould be for the woman to be euthymic
uring pregnancy to prevent negative
utcomes. Women with a history of
ood or anxiety disorder should be in-

ormed about the high risk of relapse
50-75%) when discontinuing mainte-
ance medication.2,31 Any necessary
hanges in medications should be made
rior to conception to decrease the expo-
ure of the fetus to multiple medications.
uch preconception medication adjust-
ent also allows for gradual tapering of

he antidepressant to minimize the risk
f withdrawal symptoms. It also allows
pportunity to monitor for relapse,
hich is most likely in the initial months

ollowing withdrawal.

ecommendations by other groups
he American College of Obstetrics and
ynecology (ACOG), in a November
007 Practice Bulletin, recommended
hat paroxetine use in pregnant women
nd women planning a pregnancy
hould be avoided if possible, and that
etal echocardiography be considered for
omen who are exposed to paroxetine in

arly pregnancy. They further recom-
end that treatment with all SSRIs dur-

ng pregnancy should be individualized,
nd that use of a single medication at a
igher dose should be favored over the
se of multiple medications.2,4

Recommendation. Providers should
creen and be vigilant for depression and
nxiety disorders among women of re-
roductive age, as treating or controlling
hese conditions prior to pregnancy may
elp prevent negative pregnancy and

amily outcomes. Women of reproduc-
ive age with depressive and anxiety dis-

rders who are planning a pregnancy or

ican Journal of Obstetrics & Gynecology S329
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S

ho could become pregnant should be
nformed about the potential risks of an
ntreated illness during pregnancy and
bout the risks and benefits of various
reatments during pregnancy. Identify-
ng healthy women at risk along with ap-
ropriate referral for social and psycho-

ogical interventions during the
reconception visit might prevent the
mergence of anxiety and depressive dis-
rders during pregnancy and postpar-
um. Strength of recommendation: B;
uality of evidence: II-2.

ipolar disorder
urden of suffering
ipolar disorder (BD) is particularly
hallenging during the reproductive
ears, as associated outcomes may in-
lude lower fertility rates, strong genetic
oading, potential fetal teratogenic risk
rom medications to control the condi-
ion, and high risk of recurrence if treat-

ent is discontinued abruptly.32 There is
strong familial pattern in bipolar disor-
er, with about 10% of first-degree rela-
ives, including offspring, also affected.33

omen with BD are also at higher risk
or other psychiatric disorders and med-
cal illnesses including obesity, mi-
raines, and thyroid dysfunction. Hypo-
anic and manic episodes often include

igh-risk sexual activity with significant
isk of unintended pregnancy. More-
ver, women with BD might exhibit
oor insight into their condition that in-
erferes with appropriate treatment.
ome studies suggest a protective effect
f BD during pregnancy.2 More recent
tudies show a high risk of relapse, espe-
ially if medications are discontinued.34

n a recent prospective study that esti-
ated the risk of recurrence of BD dur-

ng pregnancy in women who either dis-
ontinued or continued the use of a
ood stabilizer, 70.8% of the overall

opulation of women was found to ex-
erience at least 1 episode of illness dur-

ng their pregnancy. Recurrence risk was
.3 times greater after discontinuing
ood stabilizer treatment. Women who

iscontinued the mood stabilizer spent
ver 40% of their pregnancy in a mood
pisode, compared to 8.8% of the
omen who continued their medica-
ion. Furthermore, women who discon- s

330 American Journal of Obstetrics & Gynecology
inued the mood stabilizer abruptly had
50% risk of recurrence within 2 weeks
ersus 22 weeks in women who gradually
apered their mood stabilizer treat-

ent.35 Moreover, women with BD are
t high risk of relapse during the postpar-
um period (20-80%) and have a 10-20%
revalence of postpartum psychosis.1,36

ostpartum psychosis is associated with
igh rates of suicide and infanticide.1,4,34

ow detectable is the condition?
SM-IV-TR criteria are currently used

o diagnose BD.16 Women should be as-
essed for BD at the preconception visit,
t least to identify those with a history of
D but who may be functioning well,
nd who may not be in contact with psy-
hiatric services. Women should be
creened by asking about family history
f mood disorders as well as personal
istory of depression, psychosis, and
ania. Women at risk should receive a

ormal psychiatric assessment.

ow effective are
he current treatments?
D is a severe recurrent illness that is as-

ociated with high rates of morbidity and
ortality in the absence of adequate

reatment. Identifying and treating
omen prior to pregnancy might pre-
ent negative outcomes. Medications
sed to treat BD (including lithium and
nticonvulsants) are associated with in-
reased risk of fetal anomalies. First-tri-
ester exposure to lithium increases the

isk of cardiac malformations to levels
hat range 10-20 times greater than in the
eneral population. Still the absolute risk
emains low, 1:1000-1:2000. Compared
ith lithium, anticonvulsants such as

arbamazepine and valproic acid may
onfer even greater risks of malforma-
ions (1-7%), including neural tube de-
ects, craniofacial anomalies, and micro-
ephaly. Moreover, valproic acid was
ound to have long term neurobehav-
oral effects in children exposed in utero
cross all the trimesters.37 Of note, most
f the data regarding use of lamotrigine
s monotherapy have not shown an in-
rease in risk of major malformations.
owever, a recent report of the North
merican Antiepiletic Drug Registry has
uggested an increase risk of oral clefts n

Supplement to DECEMBER 2008
ssociated to first-trimester exposure to
amotrigine monotherapy. More data
re still necessary to corroborate these
ndings.34,38,39 Atypical antipsychotics
re widely used in the treatment of BD;
owever, there are limited data about
heir use during pregnancy. It is highly
ecommended that required changes in
edications be done prior to conception

o decrease the exposure of the fetus to
ultiple medications. Illness history and

eproductive safety of medications are
he most important factors to consider
hen planning treatment. A risk assess-
ent should include the patient’s: 1)

rior response to medications; 2) illness
everity; 3) duration of euthymia; 4) time
o relapse after discontinuing medica-
ions; and 5) time to recover with rein-
roduction of medications.34 Thus, in
omen with low risk of relapse, medica-

ion should be tapered slowly over the
ourse of 6 weeks. High potency antipsy-
hotics could be used if needed. Women
ith more severe risk of relapse are rec-
mmended to continue medications.40

espite the dearth of data, folic acid sup-
lementation (4 mg daily) is recom-
ended to prevent neural tube defects

or patients being treated with anticon-
ulsants.34 It is also important to address
he consumption of caffeine, nicotine, il-
icit drugs, and alcohol, as well as poor
utrition and the general level of stress
nd sleep deprivation.

mpact of preconception care
dentification of bipolar disorder prior
o pregnancy allows time to discuss
reatment options and, if necessary, to
witch to a medication that is safer dur-
ng pregnancy. The goal should be for the
oman to be euthymic during preg-
ancy to prevent negative outcomes.
omen with a history of BD should be

nformed about the high risk of relapse
hen discontinuing maintenance medi-

ation.2 Any necessary changes in medi-
ations should be made prior to concep-
ion to decrease the exposure of the fetus
o multiple medications.41 Women with
D often have limited social supports,
nd preconception assessment can pro-
ide an opportunity to help such women
obilize these. When possible, the part-
er or family should be involved in the



a
a
p
i
p
m
v
w
p
l
c
r

R
T
B
p
n
p
T
e
w
fi

d
t
r
c
i
p
b
f
W
m
v
a
i
t
i
m

S
B
W
b
c
T
a
r
t
o
d
n
s
t
u

l
s
p
i
t
w
t

H
D
t
s
i
o
c
f

H
t
S
i
w
d
p
p
fi
s
t
t
w
a
a
t
u
i
(
z
t
(
w
a
a
p
t
h
t
i
t
a
s
v
b
a
f

p
a

I
A
d
t
h
s
W
p
t
I
p
c
n
b
t
m
p
c
p

R
N

d
b
f
a
c
o
s
t
v
i
t
b
s
n
b
p
B

C
A
s
a
d
p
c
l
m
p
m
o

www.AJOG.org Supplement
dvance planning of relapse prevention
nd management strategies. This can be
articularly helpful to improve outcome

n women with poor insight, poor im-
ulse control, and cognitive impair-
ent. The preconception visit also pro-

ides for the opportunity to educate
omen regarding the importance of
lanning for pregnancy and of available

ong-acting contraceptive methods that
an provide protection during bipolar
elapses.

ecommendations by other groups
he ACOG, in an April 2008 Practice
ulletin, recommend that the use of val-
roate and carbamazepine during preg-
ancy should be avoided, when possible,
articularly during the first trimester.
hey further recommend that a fetal
chocardiogram should be considered in
omen exposed to lithium during the
rst trimester.
Recommendation. Women of repro-

uctive age with BD should be counseled
hat pregnancy is a time of substantial
isk of relapse, particularly following dis-
ontinuation of ongoing mood stabiliz-
ng maintenance treatment. A relapse
revention and management strategy for
ipolar disorder should be outlined be-
ore the patient attempts conception.42

hen possible, the partner or family
ember should be involved in the ad-

ance planning. Women of reproductive
ge with BD should be counseled regard-
ng contraceptive options, including
hose that will prevent conception dur-
ng bipolar episodes. Strength of recom-

endation: B; quality of evidence: II-2.

chizophrenia
urden of suffering
omen with schizophrenia are proba-

ly among the most vulnerable to psy-
hiatric complications of pregnancy.
hey have a high risk of malformations
nd fetal demise. They are at high risk for
elapse while not taking their medica-
ions, placing prenatal care and their
wn well-being in jeopardy. Psychosis
uring pregnancy can lead to fetal abuse,
eonaticide, and inability to recognize
igns or symptoms of labor. In addition,
hey have a higher risk of unwanted and

nplanned pregnancies, and are more t
ikely to be unmarried and have limited
ocial support.2,43 Women with schizo-
hrenia are more prone to exhibit poor

nsight into their condition and cogni-
ive impairment that might interfere
ith their ability to participate in

reatment.

ow detectable is the condition?
SM-IV-TR criteria are currently used

o diagnose schizophrenia.16,43 Women
hould be screened by asking about fam-
ly history of psychotic and affective dis-
rders, as well as personal history of psy-
hosis. Women at risk should receive a
ormal psychiatric assessment.

ow effective are
he current treatments?
chizophrenia is a chronic and debilitat-
ng illness. Treatment of schizophrenia
ith antipsychotics has been shown to
ecrease psychotic symptoms and im-
rove functioning. When possible, anti-
sychotics should be avoided during the
rst trimester.1 However, women with
evere symptoms, including the inability
o care for oneself or cooperate in prena-
al care; impairment of reality testing,
ith potential danger to self or others;

nd disorganized thought, perception,
nd behavior, should receive pharmaco-
herapy.4 There are more data about the
se of typical than atypical antipsychot-

cs. High-potency typical antipsychotics
haloperidol, perphenazine, trifluopera-
ine) were shown to be less teratogenic
han low-potency typical antipsychotics
chlorpromazine).4,44 Currently, many
omen with schizophrenia are using

typical antipsychotics; however, there
re limited data about their use during
regnancy. Recommendations call for
heir use during pregnancy if the woman
as a history of nonresponse to the bet-
er-studied antipsychotics, or is at signif-
cant risk of relapse should the medica-
ion be discontinued.43,44 Atypical
ntipsychotics increase the risk for obe-
ity, diabetes, and hypertension. It is ad-
isable to closely monitor weight gain,
lood pressure, and blood glucose. It is
lso recommended to address avoidable
actors such as the use of caffeine, nico-

ine, illicit drugs, and alcohol, as well as o

Supplement to DECEMBER 2008 Amer
oor nutrition, general level of stress,
nd sleep deprivation.

mpact of preconception care
lthough the course of schizophrenia
uring pregnancy is not well defined,
hese pregnancies should be considered
igh risk. Psychosis itself poses a sub-
tantial risk for both mother and fetus.

omen with schizophrenia tend to have
oor nutrition and a high prevalence of
obacco, alcohol, and illicit drug use.
dentification and treatment of women
rior to pregnancy might improve out-
omes for both mother and baby. Any
ecessary changes in medications should
e done prior to conception to decrease
he exposure of the fetus to multiple

edications.4 Preconception care also
rovides the opportunity to offer contra-
eptive methods to prevent unintended
regnancy.

ecommendations by other groups
one identified.
Recommendation. Women of repro-

uctive age with schizophrenia should
e counseled, together with a partner or
amily member whenever possible,
bout the risks of pregnancy on their
ondition and the risk of their condition
n pregnancy-related outcomes. They
hould be counseled about the impor-
ance of prenatal care, and a relapse pre-
ention and management strategy of the
llness should be outlined before the pa-
ient attempts conception. When possi-
le, the partner or family member
hould be involved in the advance plan-
ing. Appropriate contraception should
e offered to women who do not desire a
regnancy. Strength of recommendation:
; quality of evidence: II-2.

onclusion
s part of preconception care, providers

hould be vigilant and screen for psychi-
tric disorders among women of repro-
uctive age, particularly those who are
lanning a pregnancy or who could be-
ome pregnant, as treating and control-
ing these conditions prior to pregnancy

ay reduce the occurrence of adverse
regnancy and family outcomes. In
aking treatment decisions for women

f reproductive age with psychiatric dis-

rders, the clinician, together with the

ican Journal of Obstetrics & Gynecology S331
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S

atient, must consider both the risks of
he condition during pregnancy and
ostpartum as well as the risk and bene-
ts of the medications used to control

hese disorders. f
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