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OMEN OF CHILDBEARING
age are a1 high risk for
major depression., The
liletime risk for depres-

siom in commumity samples vanes from
0% o 25% for women, with peak
prevalence at age 25 through 44 years.'
Mine percent of pregnant women have
illnesses that Tulhll Research Daagoos-
ric Criteria for Depression.” In a largs
sample of women who presented toan
urban psvehiatric hospital, the propor-
tion of women with episodes of depres-
sion during pregnancy or within 3
maonths of birth was %% When the
sample was restricted to women who
had ever experienced a pregrancy, 1 ot
of 7 wormen experienced an episode re-
Tated 1o childbearing”

Despire the frequency of depression
i women of childbeanng age, informa-
tion 1o guide patients and phvsicians
through consideration of treatment due-
ing pregnancy is limited. Many women
have dilficulty obiaining pharmaco-
logic treatment during pregnancy, The
prohlem was highlighted in the lay press
in am article in L5 News & World Ee
port*; “The baby or the drog? 1's a choace
that many pregrant wornen often face—
bui shouldn't” However, several re-
cent contralled prospective studies of an-
ticdepressant use durnng pregnaney have
acbvanced our knowledpe and showld be
tramslated into clinical care

Woamen consul physicians when they
nave depression during pregnancy. when
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Context Despite the frequency of depression in women of childbearing age, infar-
mation to guide patients and physicians through a consideration ot treatment during
pregnancy is limibed,

Objective Taoidentify risk factors associated with treatment of major depression dur-
ing pregnancy o help physicians develop treatment plans that optimaze chnical care

Data Sources Heports of prospective controlled trials in English were identified from
MEDLINE and Health STAR using the search terms anlidepressant during pregnancy
and depression during prognancy, by manually searching bibliographies of review ar-
tices, and through discussions with investigators for 1383-1953.

study Selection We selected studies in which maternal and infant health out-
comes associated with antidepressant exposure were compared with those of non-
teratopen-exposaed contrals, Four studies published sines 1993 were identificd and in-
cluded in the analysis,

Data Extraction We absiractad information about identification of subjects, com-
parison growps, pregnancy, and birth outcomes, W organized the data along 5 de-
mains of repraductive toxicity: infrautenne fetal death, morphologe teratogenicity.
growth Impairment, behavioral teratogenicity, and riagnatal toxicity.

Data Synthesis Datawere available for tricyclic antidepressants (collectivelyl, fluax-
etine. and newer selective seratonin reuptake inhibitors (collectively). Exposure to these
agents did not increase risk for intrauterine death or miajor birh defects, Decreased birth
weights of infants exposed to fluoxeting in the thisd trimester were wdentifed in 1 study
The development of children whose mothers fook nicyclics or fluoxetine Guring ges-
tation did nod differ from that of controls, Cirect drug effects and withdrawal syndromes
pecurred in some neonates whose mothers were treated with antidepressants near berm.

Conclusions Aithough few in number, new information from prospective studics
prowides a welcome change fram decision making based on nonpraspective data. Mone
taring and interventions for patents with identified rsks (eg, poor weight gain) are
recommended,
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an unexpecied pr{'gn:l.n-:':.'L:{“E'llt‘il:lu‘.'i.ﬂg
anudepressant therapy. and when they
require mainienance therpy and are plan-

ming apregnancy. For patients with highly
FECUPTEnL major depression, recurrenos
without maintenance therapy 1s progahie,
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with anaverage [5D) time to recirrence
of an episode of 38 (B) weeks*

The American Psychiatric Associa-
tion provides clinical practice guide-
lines for major depression disorder in
adults.® Effective treatments for major
depression include psychotherapy, an-
tidepressant medication, and electro-
comvilsive therapy, Experienced climi-
cians and researchers state that chromic
of moderate to severes major depres-
siom warranis somatic inlerventlon®

METHODS

Reports of prospecrive controlled wmi-
als in English were identified from
MEDLIME and Health 5STAR using the
search terms anfidepressant during preg-
nancy and depression during preg-
nancy, by manual search of bibliogra-
phies of review articles, and through
discussions with investigators in the
field for 1989 through 1999, We iden-
tified 4 prospective studies™ of anti-
depressant exposure compared with
nonleralogen eXposure in pregnant
women published since 1993 and ab-
seracted information about study popu-
Lation, design, pregnancy, and birth out-
comes. Data were organized along 5
domains of reproductive toxicity: in-
wrauterins letal death, morphoelegic rera-
wogenicity, growth impairment, behav-
iorad teratogenicity, and meonaral
toxicity

RESULTS

The incidence of major birch delecisin
the Ulnited States 15 2% 10 4% the cause
of 65% 10 70% of these delects 15 un-
known. ' Anecdotal case reports serve
as important sources of warnings abow
possible teratogenicity; for example,
case reports linked a cluster of physi-
cal abnormalities and developmental
disability o feral aleohol exposure ™
However, single case repornis cannot cs-
tablish a drug as the critical etologic
agent, Case-control or prospectve stud-
jes must be done 1o evaluare the agso-
cialion between exposure and oul
come. [nvestigators continwe o work
to isolate the effects of medication ex-
posure from other factors that infle-
£NCE PrEgRANCY OulCOme.

PHARMACOLOGIC TREATMENT OF DEPRESSION DURING PREGHNANCY

Framework for Consideration

of Reproductive Risk

The woxic effects of fewal exposure 1w
drugs can be organized into 5 do-
mains: intrautering death,” physical
malformations,"” growth impair-
ment,'* behavioral teratology,** and
neonatal toxicity, The pertod of masxl-
mum vulnerability 1o srructural and
nieurachemical ahnormalities of the cen-
tral pervous system is 14 o 35 davs
postconcepiion.' However, the ef-
fects of behavioral teratogens are not
limited 1o this peried of newral wbe clo-
sure.”* Because most of the formation
and elaboration of the mammalian ner-
vous system occurs prenataily, neuro-
toxic exposure can have extensive post-
birth developmental effects, Examples
of behavioral teratologic effects are
leaming problems, abnormal activity
levels, and impaired problem solving.
Although studies in animals have iden-
tifiecd 3 number of hehavioral terato-
gens, the public health significance of
these agents in humans has seldom been
investigated, Behavioral eratology dif-
fers from direct pharmacologic effects
{or withdrawal syndromes) af drugs
uied near delivery, which is behav-
ioral wxicity in the neonate.

What Is Known About the
Teratogenicity of Antidepressants?

In a meta-analysis of 414 cases of first-
trimester exposure to micyclic anddepres-
sanis," nosignificant associaton berween
exposure o tricyclic antidepressants {as
grouped exposure) and congenital mal-
formmanors was ideanbied. Four conmolled
prospective stdies of anudepressant ex-
posure during pregnancy have been pulb-
lished since 1993, Pasiuszak and col-
leagues’ compared pregnancy cutcome
[ellowing first-rimester exposure i fluox-
cine {n=128) with 2 matched control
Eroups: women cxposed W nonteratonen
(n=128) and micyelic antidepressanis
in=T4). Nonteratogens were defined as
medicatans or emaronmental Baciors that
do not increase the baseling 1eratogenic
risk (such as penicillin or dental x-rays).
Women who consulted | of 4 terarogen
centers during gestation were contacted,
and informartion was collecied from the

mother [aliowang birth and verified by the
child’s physician, Women exposed w©
Muoxetine were age-matched o controls,

The primary outcome was the rate of
birth deiects in neonates exposed (o
fluoxetine compared with those ex-
posed Lo tricyclic amidepressants and
nonteratogens, Raves of major malfor-
mations were comparable across the 3
groups. Rates of maernal characteris-
tics [age, obatetnic history, and alco-
hol and cigaretie use), pregoancy out-
come [maternal weight gain, method of
delivery, use of lorceps, rate of live
births, elective abortions, and miscar-
riages), and oflspring characteristics
rgestational age and birth weight) did
not differ across the groups,

Inulamis Bsare 1o waomen treated with
gither Quoxetine or ricvelic antide-
pressants had more neonatal compli-
cations than the group exposed to
nonteratogens, All 125 women ook
fluoxetine during the first irimester but
onily B women beyond this point. There-
fore, the linding of more neonatal
complications in the antidepressant-
rreated proups of women is not due &
direct effects of the medication nea
term. Some variakble associated with tak-
ing antidepressants was responsible for
the increased neonatal problems, A sus
tained effect of early exposure or re-
currence of maternal depression later
in pregnancy are possibilities,

Chambers et al® studied 228 women
exposed 1o uoxetine and a contral
aroup [n= 21534} of women exposed 1w
nonterstogens {such as acetamino-
phen, dental x-rays, and limited alce-
hol ingestion before pregnancy was rec-
ognized). The women were recruited
fromm callers wo the California Teratogen
Inlommation 3ervice. Pregnant women
who were exposed 1o nonieratogens and
called slosest to the time of the case were
recruited as controls. The majority of
women wire enfolled |:|.'|.'|I'i.1‘.|E the first -
mester of pregnancy. The birth owu-
come was reeorded on a sandard form
compleied by ielephone interview with
cach mother shortly after delivery, and
medical records were examined,

The investigators divided the popula-
thon Into 2 groups. The fisst group w.
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PHARMACOLOGIC TREATMENT OF DEPRESSION DLURING FREGNANCY

the early exposure group (n=101), in
which exposure occurred before 25
weeks of gestation but notafter. Women
in the second group (late exposure,
n = 73) connnued 1o take fuoxetine into
the third trimester. Sixty-six of these
women ook flucxetine within 2 days of
delivery. The rate of major birth defects
was not significantdy different in the 2
fluoxetine groups compared with con-
wrols. However, there were other signifi-
cant diferences between groups. In the
fluoxeting groups, the presence of 3 or
more miner anomalies (defined a5 no
cosmetic or functional importance) were
reported more frequently {15.5%) com-
pared with contrels (6.5%: P = .03), Pre-
mature birth (less than 37 weeks' gesta-
tion) eccurred in 14.3% of infants born
to the late-cxposure group comparéd
with 4.1% of infanis in the early expo-
sure group, and 3.9% in the control
group, When preterm infants were ex-
cluded, the rate of admission 1o a spe-
cial care nursery was 23% of infants bom
i the late-exposure group, 3.5% borm o
the early exposure group, and 6.3% in
the contrel group (P<2.00L). Poor nec

natal adaptation (jineriness, hypoghyce-
mia, hypothermia, poor muscle wne, res-
piratory distress, weak or absent crying,
or desaturation on feeding) was de-
seribed in 31.5% of the infans bom w
the late-exposure group compared with
B.5% of the infants bom to the early ex-
posure group. Full-term infanis bom to
the late-exposure group had a lower
mean karth weight (by an average of 188
g} and shoner birth length than infants
born te either the carky exposure or con-
trol groups, Maternal weight gain was an
average of 3 kg less in the late-exposure
group. The analysis based on trimester
specificity yielded interesting dilfer-
ences, which were not available in the
study by Pastuszak et al.’

The Toronte Motherisk Group® stud-
ied the development of children ex-
posed prenatally te tricyclic antidepres-
sants, fluoxetine, or nonteratogens
Mothers in the contrel group were cho-
sen from women whose clinical appoint-
mients were closest o thoss of the other
proups. At the diagnosis of pregnancy,
women were interviewed about medi-
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cal history, use of drugs, and obstetrical
histery. A second interview was done 6
to % months after delivery. At this nme,
the mother was asked to verify dur-
tion of reatment with cyclic antide-
pressants ot fluoxetine during gesta-
tion, drug dosage, and perinatal
complicarions. The assessment in-
cluded a wrinen report from the physi-
cian caring for the child,

About one quarter of the population
exposed to tricyclic antidepressants
{n=129) was lost to fellow-up (n = 24)
ar excluded for other reasons (n= 15).
The study sample consisted of B0 wom-
en. Forty women took a tricyclic anti-
depressant during the first trimester; 36,
throughout pregnancy, and 4, at vanable
nmes. Eighty-eight women were enroiled
in the lluoxetine group: 33 were lost o
follow-up, miscarried, elected abortion,
or declined further participation so that
54 women and infants were studied, O
this group, 37 women ook fluoxetineg
durning the first trimester, and 18 1oo0k
Muoxetine throughow pregnancy. The
eontrol group was 84 children whose
mothers had not been exposed 1o any
agent known to affect the fetus during
pregnancy. Children in both the study
and control groups were berween age 16
and Ba menths at the vime of testing, In
acomparison of baseline chamcteristics,
women in the flucsetine growp had more
pregriancies, more clective abortions, and
lower soctneconomic states. The wom-
eninboth Muoxetine-treated groupscon-
sumed mare aleohol and smoleed more
cigarelies during the index pregnancy
than did women in the control group.
Baseline mepsures used te quantily lev-
els of depression and function wege stmi-
larin the 2 anudepressant groups, how-
ever, these measuees were ook reposted
for the control group. The infants were
assessed by a psychometnician blind to
EXPOSUTE 13115,

At hirth and at the time of 1esting the
percentiles ol weight, height, and head
circumference of the children in the 3
groups were similar. There were no dil-
ferences in rates of perinatal compli-
cations. Incidence of major mallorma-
tions was the same in the 3 groups, anl
mean global () was similar. Scores on

verbal comprehension, expressive lan-
guage, temperament, mood, arousabil-
ity, activity level, and discractibility tests
and behavior problems did not differ in
children exposed to antidepressants
compared with controls, Multiple re-
gression of the effect of the duration of
antidepressant therapy (first trimester
compared with entire pregnancy) re-
vealed no significant differences on any
of the neurobehavioral tests com-
pared with the control children

Kulin et al" repomied pregnancy out-
comes following maternal use of the
newer selective serolonin renplake in-
hibitors (55R0) (luvoxamine, paros-
etine, and seerraline hydrochlonde).
Women who were counseled by a re-
ratogen inlormation service alter ex-
posure to 1 of these agents were evalu-
ated in 2 prospective, multicenter,
controlled cohort siudy. The main out-
come mezsure was the rate of major
congenital malformations. A wowl of 267
women exposed 10 a newer 35R1 and
267 controls exposed wo nonterato-
gens were siudied. Exposure toan SERI
was not assoctated with increased risk
for major mallormarions or higher ries
of miscarrage, stillbirth, or prematu-
rity. Birth weights of infants and ges-
tational ages were similar in the group
with 55R1-exposure and controls. Freg-
nancy oulcome among women who
took an 55R1 throughout pregnancy did
not differ from those who took the drug
only during the fiest rrimester.

The study by Chambers etal” hasbeen
criticized because the design wasnot ran-
domized®”: however, due tocthical rea-
soms no randomized controlled trials of
antidepressant use during pregnancy
have beendone. A second eriticism was
that the elder ape inthe luexeuns group
eould explain the excess of poor peri-
natal purcomes compared with the non-
teratogen group.'® However, the major-
ity ol poor perinatal outcomes was in the
late-exposure group, which hadthe ame
miean age as the early exposure group {32
|6] and 32 | 3] years, respectively; con-
trols, 30015] vears), A third criticism is
that the Chambers et al study design® did
not allow for separation of the elfects of
expasure 10 depression from drug ex-
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posure.''* This lssue is inherent in all
# studies: the drugs of interest (antide-
pressants! reat an illness (depression)
that also affects offspring development.

Controlled prospective data are not
availahle for monoamine oxidase in-
hithitors or newer antidepressancs. How-
ever, monommine uxidase inhibitors are
not used widely in clinical practice be-
cause of greater hepatic toxicity than
newer drugs, the need for a low-
tyramine dier, and toxic interactions
with other medications. uggestions lor
approprize ohsietrical anesthesia and
analgesia for women treated with these
agents have been published, ™

The lindings of the 4 trials can be
summarnzed around the 3 domains of
reproductive sk,

Intrauterine Death

There is no evidence that exposure oo
tricyclic antidspressants {(as a groupl,
lluoxerine. or newss S5R1s (a5 a group,
including sertraline, paroxetine, and ffu-
voxamine) during pregnancy nereases
the risk for intcautering letal death

Morphologic Teratogenicity

There is no evidence that tricyelic anti-
depressanis, fluoxetine, or newer 553R1s
cause major birth defects in humans or
animals. Daca from 3 studies”#* demon-
sreated thar exposure did not elevate nisk
for major physical maliormations above
that in a comurol group. In the study by
Chambers eral,” 3 or more minor physi-
cal anermalies oocurred more commonly
in infams exposed w (uoxetine than in
infanis expesed 1w nomeratogens. The au-
thors suggested that muluple minor
phyvsical anomalies may be indicative of
an eflect of fluoxetne on embrvologic de-
velopment that becomes evidentin later
development, ininlanes with 3 or more
miner physical anomalies (9.3% ol -
fant=), W have | ovmore major delfecis
as well ! However, the infanis exposed
o fluoxeting did not have a greater num-
ber of magor anomalies

Growth Impairment

Prenatal growth and birth weights olin
{anits exposed to rovchicantidepressants”
and newer 55B1s" were comparable w

PHARMACOLOGIC TREATHENT OF DEFRESSION DURING PREGMANCY

those of infants exposed (o nonterato-
gens, In the study by Chambers et al*
feruses exposed wo [luoxetine alter 25
weeks gestanon had lower birth weights,
which were related 1o lower maternal
wright gain. Birth length was alsoshorter.
Mewborn growth deficiis and poor ma-
temal wrsghl:gu!:; assneaed wackh fluox-
pline were not observed by the Mother-
isk group,® The reason for the different
findings in these investigations is un-
enown. Uit fuether dara accumulare,
the recommended clinical action s mond-
toring weight gain in pregnant women
heing rreared with antidepressants.
“Wienght loss is commen in major depres-
stom, and undertreated marernal mood
dizorder could be the factor that affects
muatermal and infant weights. Poor weight
gain dictates dingnostie, nurritenal, and
behavioral interventions, Sell-reporied
depression symptoms increased the nsk
of delivering a low-birth-weight infant,
having a preterm delivery, or having a
small-for-gestational age neonate. = Ma-
ternal depression during pregnancy was
associated with unconsolability and ex-
cessrve crying.

Behavioral Teratogenicity

Mulman et al® found no differences in
cognitive [unction, emperament, and
peneral hehavior in children prenarally
exposed 10 tricvelic antidepressants and
Muoxetine compared with controls, The
study s resssunng, and replication stud-
ies from other sies would provide
greater confidence that the nsk of be-
havioral teratogenicity & low, This do-
main remains the major area of con-
corn about preseribing central nervous
eysiem—active agenis during gestation
Mo information about newer 55REs or
other agents is available.
Meurotransmicers are reliably de-
rected in the developing human brain
well in advance of cortical matura-
uon. In the feral brain, dopamine has
ihe porential 1o exen elfects through
classical recepror-ligand interactions,
and second messenger systems linked
1o the receptors are expressed (Alan
Lings, MDD, wrillen commuemicanon, Sep-
tember 3 19970 In some model sys-
tems, activation of second messenger

syslems leads to expression of gencs
govermng neural differentation and, ul-
timately, neural phenotype. Behav-
ioral reratogenicity is one of the leass
understood aspects of wratology be-
cause animal behavioral models that ro-

bustly reflect human drug use are rare.

Meonatal Toxicity

A neomatal withdrawal syndrome has
been repored in the ollspring of preg-
mant women treated with tricyelic an-
tidepressanis through delivery. With-
drawal sympioms include tansient jerky
mevements and seizures, " achypnea,
tachyeardia, irmabilicy, feeding difficul-
ties. and profuse sweating.** DirectL an-
tichalinergic effects. such as gastroin-
testinal stasis and bladder distension.”
have been descabed in newboms,
The study by Chambers cral” provides
dara about direct effects of luoxetne on
mfant cutcome at barth. The recorded
neonatal symptoms were similar across
mtultiple hospitals and were comparable
1o adverse effects seen inadulis, These
effects were not noted in the stady by
Pastuszak ot al” because the exposures
did nor allow irimester-specilic 2naly-
ses: however, the effects also were not
fownd i the spedies by Nulman etal® or
Kulin et al ¥ Similar rransient neonatal
difficulties have been described ininfants
exposed prenatally 1o sertraline **
Flunxetine has a long half-life, and
neonates may have difficulry cleanng
the drug, A clintcal actton 10 consider
is tapening o o lower dosage or discon-
unuing fluoxetine 10 1o 14 days prior
1o the due date to reduce the risk of di-
rect drug effects in the newborn, Ta-
pering any drug dose prior to delivery
will minimize the fetal load at birth, '
The advisabilicy of this maneuver will
vary according to the woman's clinical
situation. Since delivery cannot be ac-
curalely predicted. early dose taper-
ing carries the risk of recurrent depres.
siom i a woman facing labor,
Physiclogic changes that contnbute to
increases in dose requircments acToss
pregnancy are primanly enhanced he-
patic metabolism and increased vol-
ume of dhstribunon, although changes in
protein binding and gastrointestinal ab-

JARAS, Chmoher G, 1999 —vel 282, Mo, 15 1267
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sorption also ococur.™ A case series of B
women™ found thar the dosage of ricy-
clic antidepressants must be increased w
maintain both climcal response and
therapeutic senim jevels across pesta-
tion and thar*® rapid scceleraczon of the
dose requirement occurred in the third
trimiester, The final dose achieved dur-
ing gestation rzoged from 1.3 0 2 dmes
the dose when the patents were nol
pregnant, with an average increase of 1.6.
The cytochrome P-4502D6 soenzyvme is
induced during pregnancy,” and ana-
wornic studies have demoastrated prolif-
eration of the endopiasmic reticulum of
the hepatocvie during the las1 rimester
of pregnancy

If 2 woman has been treated with -
eyclic anridepressants during preg-
nancy, she should receive the dosage she
ook when not pregnant in the immecdi-
ate postparum perind. 1f the dosage is
vnknown, her final dozage in preg-
nancy should be reduced by about one
third, Adverse effect profiles should be
carelully followed through the first &
weeks after delivery because a dimin-
ished capacity to metabolize micyclic an-
tidepressanis has becn described dur-
ing the early posioarum penod. ™ Similar
data for 55R1s have not been published.

Pliysicians who care for pregnant
wormen tend to be conservarive, which
often reanslates inwe dose minimiza-
tion during & time of increased dosage
requirement for some drugs. However,
allowang a woman o be symplomaric
durimg pregnancy can resull inounac-
ceplable codls 10 the woman and ferus.

IMPLEMENTATION

OF SOMATIC TREATMENT

[he biological dysregulation assoctared
with depressionis notan bdeal milieu For
pregoancy. Twe studies by Sandman
ebal *=* demonstrated thay, independent
ol biomedical risk, pereeived life-event
siress and anxietv in pregnancy signifi-
cantly predicied infant birth weight and
gestational age at hirth and thatlow birth
weight and prematurisy were mediated
by pepudes derived Trom the activated
hypothalamic-piastary-adrenal (HPA)D
axis, including adrenceorticotropic hor-
mone and B-endorphin. Acivanos of the

1268 1AM Joickrr e
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HPA axis is one of the most reproduc-
ible firdings in neuroendocrine studies
of major depression in patients who are
net pregnant,*® Inanimal models, sress
independent of chemical agents causes
feral hyposda, low birth weight, decreased
littel size, miscarriage, and Fetal hypo-
rension.

Severity of maternal depressive svmp-
toms is an important factor in the risk-
benefit decision-making process. Poor
weight zain or [rank weight loss and
malnutrition during pregnancy puts in-
fants at risk for low birth weight. Sui-
cidality must be cavefully assessed. Pay-
chosocial consequences include long-
verm hospitalization, maral discord
and divorce, inability 10 engags in ob-
seetrical care, difficulty caring for other
children, and loss of emplovment

[emnnsiraed efficacy (with mini-
mal adverse elfects) in an individual pa-
tient improves the likelihood of re-
sponse 1o the agent, and maternal
recovery [rom depression can jusuby fe-
tal exposure, Wisner and Perel’™ iden-
tified nortriptyling as a lavorable mwicy-
clic antidepressant during pregnancy
because of its long history of use; lower
relative ilnl_i-;'hu]i:rn;:'rg:u:' prolency com-
pared with other wicyclic antidepres-
zants; and well-studied relationship
between plasma concentration and
therapeutic effect, which has been in-
vestipated in pregnancy ™ However, if
a woman has responded well 1o an-
other tricvelic antidepressant, preferen-
tial consideradon should be given to the
uze ol the drug known to be elfective

Because of the low tosdcitv of luoxetine
and other 35R1s, many women have mied
ared responded 1o these medicadons. The
samé consideranons about Rnown re-
sponse and minimal adverse effects for
an indivedual patient can be applied 10
thiee agenns. Whether o use an S5R0with
asharer hali-life because ol Elr‘u:‘lur._gss‘ ol
necnalal complicaions that may be due
1o Muoxetine rermins an saee. This siear-
ey is premaluce becipse data ahows
Muoxeine conflict, and dataare Tacking
for other S5H1s used near term. Prelimi-
nary data for sertraline suggest similar
neonatal difficulties, The use of newer
agents with limited safety data puts pa-

tientsat risk for unkmown adverse effects,
The limitations of knowledpe about new
drugs must be tharoughly presented by
physicians amd weighed by patients in
the decision-making process.

Whether to treat 3 woman with a
newer agent 10 which she 15 known 1o
respend but which has not been s1ud-
ted prospectively is another issue, Lima-
tations of knowledge about a drug may
cause a paticnt to chooss an agent that
has been evaluated prospectively. Al-
rernatively, the risk of nonresponse may
lead the patient to request a less well-
srudied agent that is elTective for her ™

Prescriprion drugs musl include in-
formation about effects duning preg-
mancy and lactation. To summarize the
teratogenicity of drugs. the Food and
Drug Administration (FDA} developed
3 calegories of risk coded A, B, C, D, and
XM Most antidepressants are in Cat-
egory C (the largest category), which in-
cludes bath drugs with demonsmated ad-
verse reproductive effects in antmals and
drugs for which there are no s1udies in
humans. A multidisciplinary 1ask force
currently is developing new gutdance
documenis on the interpretation of re-
productve wdcity data from anirmal and
human exposures 1o revise the catego-
rization scheme *

Exposure 1o alcohol and other drugs
(including nonprescription drugs) is
commaon during pregnancy and must be
documented prior 1o prescribing anti-
depressants. Idennfication and weament
of substance abuse Improves pregnancy
autcome,*! Smoking also affects obset-
rical outcomes, ** Careful notation is im-
pontant o avoid selective implication of
the antidepressant ifa negative outcome
occurs, The woman's history may sug-
gest the possibility that medications for
absterrical problems, such as premarure
labor or hypenension, are likely (o be
prescribed afrer wreatment with an an-
nidepressant has been implemented.
Gubdes 1o interaction of 33R1s with com-
maonty prescribed agents in general meci-
cine are avalalle **

Lise of a panent self-report or clinician-
acdmimistered depressive SVmpLom Tating
seale madvisable 1o assess depression. Sy
tematic pvaluation of the patent's depres-
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1o document chnieal seues, The measure
cin be repeated (o assess response (o the
intervenoon. The Inventory w Diagnoss
Crepression®® s a uselul self-report form
because i estahlishes diagnostic criteria
and svmptorm levels for depression and
has a separate monitoning form. The
clinictan-administered Hamilton Rating
Scale for Depression® is the standard for
clinical trials, Functional catings can be
pstanlishied wirth the use of the Clinical
Galabal |r||5:|rr:=ﬁ1||:L~i_"'-a.:"-]k‘:|:1[§l|1|1:|.ihr-
ventyand change scale, or the Globas As-

sessmment Soale, which measures overal! -

[unctionmg omn seale from 1o 10049

COMCLUSIONS
Mew informaton derived Irom pro-
spective studies about the manage-
ment of depression during pregnancy
provides welcome reliel from decades
of decision making based on nonpro-
spective, unconmolled dawa. However,
more resedrch is needed. Epidemio-
legic studiss provide conllicong inlor-
mation aboul luoxetine vse during
pregnancy, Complementary clinical
studies will determine whether poor
matermal weight gain 65 doe w Quox-
etasie O |.|-e']:l|:|"-h|1.'f SYEpLoms that &i-
ther do not or only partally respond to
fMuoxeting, I shown o be dicectly in-
duced by Nuexeting, low materpal
weight gaon may be treatable, Mo data-
based serategies ior managerment of Jrug
therapy npear term exist, Additional
spudies are needed o bring evaluation
of the risk for bebavioral teratopenic-
ity of antidepressants o new levels of
sophistication, Experience with re-
cently marketed agents also must be
studied svstematically. Data from
women and infants exposed o these
new apents shovld be colleced, or thizse
valuable experiences will be Lost to oth-
ers whe must make risk-bensfin deci-
sioms. We hope that chis review wall be
a catalvst for improvement in the care
of pregnant women with depression
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