SYCHIATRYJE

5. K age 25,is 6 weeks pregnant and is taking’ medl~._f '
catlons for generahzed anxiety disorder (GAD] When
she was dlagnosed w;th GAD Eis age 19 her symptom
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 disorder (OCD)

How pregnancy affects the course of 4 anxiety disorders

Disorder-

Prévalence

-Effect

durihg’ pregnancy- :

"hlldbeanhg. age report onset_ :

Preexistirig OCD usual!y shows
no-change: during | pregnancy but
may worsen-postparturii

:_ Posttraumatlc stress
: dISOI‘dEI‘ {PTSD) g

..'comparéd W|th 1% to'1 4% in the ~ f-with preexisting disorder

23% to7. 7% In pregnant wornsn-
and.09%to 6. 9% pcstpartum,

1 No studies have reported on the
"L 'coursé of PTSDY in pregnant womien

+ nonpharmacologic therapies for.anxi-
ety dlsorders
» a plan to manage fetal risks by stag-
gering SSRI and benzodlazepme_ use
during the first and third trimestexs,

| Anxiety during pregnancy

Nearly one-third of women experience an
anxiety disorder during, their hves with
peak onset during childbearing years.!?

Compared with research on perinatal de-
i- pression, far fewer studies have examined
| - anxiety - disorders’

onset, presentatlon,
prevalence, and treatment.!

- The literature includes no studies of the
course of preexisting GAD:or posttraiimat-
ic stress disorder (PTSD) and no evidence
that symiptoms of preexisting obsessive-

: 'compulswe disorder (OCD) change during

pregnancy. Some studies of panic disorder

| show symptoms improving during preg-

nancy, whereas others do not (Table 1).1
One small study done in late pregnancy

~ found a significant association between the

prevalence of an anxiety disorder, maternal
primiparity, -and -comorbid ‘medical- con-
ditions. Thus, a woman in her first preg-

i~ nancy may be at increased risk-to develop
an anxiety disorder if she has. a comor-

bid medical condition? As in the case of
Ms. K, however, continuation of preexisting

anxiety appears more likely than onset of a
new anxiety disorder during pregnancy.

Fetal risks from maternal anxiety
Fetal risk from severe maternal anxiety is
not zero. Offspring born to high-anxiety

: m_'others exhibit reurobehavioral differ-

ences compared with offspring of calmer
mothers. Changes in high- anx1ety moth-
ers” offspring include:

7 » altered EEG activation and vagal tone
* increased time in deep sleep and less

- time in active alert states
* lower performance on the Brazelton
Neonatal Behavior Assessment Scale.?
A cohort study by Teixeira et al® found
an association between maternal anxiety

" in pregnancy and uterine artery resistance,

suggesting a possible mechanism by which
a mother’s psychologic ‘state may affect
fetal development. High anxiety and self-
reported life stress during pregnancy also
are associated consistently with abnormal,
high-frequency heart rate variability in in-
fants—a finding linked with negative in-
fant behavior and later adult hostility.®
Exposure to maternal high anxiety has
been associated with mental developmen-
tal delays in infants and increased risk for
behavioral aiid emotional problems in
,young children”* Anxiety may not directly

-~




_~calise intrauterine growth retardation and -

- preterm delivery, but'it is significantly as-
sociated with prenatal tobacco, dlcohol, and
narcotics use—which predicts these and
" other negativé neoratal outcomes.”
Anxiety during pregnancy is a risk factor
for’ posmatal depressive symptoms, inde-
~ pendent of depressed mood and family or
marital stressors during pregnancy.’ Moth-
 ers with postpartum depression appear less
able to respond séris’iﬁvely and competently
to their newborns, and these infants may be
at increased risk of behavioral, emotlonal
‘and cogmtlve problems.”*

‘Stay th_e course’ "
“ Ms. K worries that she could not tolerate re-

currence of her anxiety symptoms and wishes.

- to-continue both medications. Her husband

concurs, but they want to-minimize potential .-

* risksto their baby. You discuss the options for
tréating anxiety symptoms during pregnan-

- ¢y, including medications, psychotherapy, .

and behavioral treatments.

 Treatment decisions :
- Ideally you'll begin treating anxiety disor-
* ders in women of childbearing age with pre-
<onception psychoeducation. Explaining the

risks of medications.if she were to become

pregnantand asking about the contraception

she is usin are de rigueur. Psychotherapy is

fow rigk to the fetus and is considered first pregnant an d ask

choice for treating mild to moderate anxiety

_in women of childbearing age who plan to

become pregnant (Box).1 1417
Psychotherapy alone - is inadequate,
however, for the many patients—such as

'Ms. K—who present already pregnant with

a history of moderate to severe anxiety.

Adjunctive psychotropic therapy—along

with various nonmedication therapies—is
warranted for patients whose social or o¢-
cupational functioning would be substan-
tially impaired by suboptimal control of
anxiety during pregnancy.

Because Ms. K wishes to continue taking

~ paroxetine and clonazepa{m, what can you
~ tellher about the risks and benefits of SSRIs

and benzodiazepines during pregnancy?

'SSRIs in‘pregnancy

Teratogenicity. Compared with benzodiaz-
epiries, SSRIs have been considered agents

. of choice for use during pregnancy because

of a lower risk of teratogenic effects.”® Par-

- oxetine, however, appears to pose a greater
. risk for teratogenicity than other SSRis.

Af increased risk for fetal ventricular
and/or atrial septal defects has been as-
sociated with first-trimester exposure to

’ bl CurrentPsychiatry.com
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i paroxetine, but no other SSRI* First tri-

mester- expostre to paroxetine at doses

- aveéraging 25 mg/d has been associated -

with statistically significant risks of ma¢
jor congenital anomalies (2-fold increase)
and major cardiac anomalies (3-fold in-
crease),” although other studies have
failed to reproduce this finding. A meta-

. analysis of 7 studies by»Bar-Oz et al®

found an association between first-trimes-
ter paroxetine exposure and a significant
increase in risk for cardiac malformations
(odds ratio [OR] 1.72; 95% CI,1.22-2.42).

The overall rate of fetal malformations

from SSRIs appears to be low, although
most studies have examined only fluox-
etine or paroxetine. Some studies have re-

. ported various malformations with fluox:

etine or sertraline, but others have not. In
Finland, a _populatior{~based study found

;- no increase in rate of major congenital

malformations in offspring of 1,782 wom-
en who filled prescriptions for S5RIs dur-
ing prégnancy, compared with the general
population rate of 1% to 3% /

Neurobehavioral effects. SSRI exposure
during fetal life has shown no long-term

neurobehavioral effects. A blinded pro-

spective study by Nuliman et al® found no
differences in global IQ) scores, language
development, or behavioral develppment
among children age <5 who were exposed
in utero to fluoxetine (IN=40) or a tricyclic
antidepressant (N=46), compared with un-
exposed children of nondepressed moth-
ers (N=36), Similarly, using reports from
teachers and clinical measuires of internal-
izing behaviors, Misri et al”® found no in-
crease in depression, anxiety, or withdraw-
al in 4-year-olds with prenatal exposure to
SSRIs (N=22), compared with nonexposed
children (N=14).

Pulmonary hypertension. SSRI exposure -

in later pregnancy may increase the rate of
pers'.is‘tent pulmonary hypertension of the
newborn (PPEHN), which occursin 1 to2 in-
fants per 1,000 live births. PPHN showed a
statistically significant association with late
prenatal SSRI exposure (OR 6.1) in a study
that controlled for maternal smoking, body
mass index, and diabetes.? PPHN occurred
in approximately 1% of infants exposed to
SSRIs in late pregnancy. PPHN rates were

not affected by maternal depression/anxi-
ety, _non—SSRI antidepressant . exposure
throughout pregnancy, or SSRI exposure
during early pregnancy only.

Toxicity and withdrawal syndromes. In-
fants of women who continue to take SSRIs
just before delivery can develop toxicity or
withdrawal syndromes. Occurrence of ei-
ther syndrome depends on SSRI half-life,
serum concentration, and the pharmaco-
dynamics of other medications given dur-
ing pregnancy and labor®

Discontinuation syndromes can- oceur

in SSRI-exposed neonates within a few

hours or days after birth-and last up to 1
month after delivery, depending on the
infant’s susceptibility.® Nearly two-thirds
of suspected SSRI-induced neonatal with-
drawal syndromes have been associated
with paroxetine, although all SSRIs appear
be associated with some risk.* Several tri-
als, including a recent prospective study,
found prenatal antidepressant use associ-
ated with lower gestational age at birth
and increased risk of preterm birth.?

A prospective study comipared the ef-
fects of maternal SSRI use on behavioral
state, sleep, motor activity, and heart rate
variability in 17 exposed vs 17 nonexposed
matched neonates. In the first 1 to 2 weeks
of life, 5SRI-exposed neonates showed:

+ greater tremulousness

* less flexible and dampened state

regulation :

* more time in uninterrupted REM

sleep

* more frequent startles or sudden

arousals

* greater generalized motor activity

* greater autonomic dysregulation.®®

Iri a cohort study of 60 neonates exposed
to SSRIs in utero, 30% met diagnostic criteria
for neonatal abstinence syndrome. The most

. common discontinuation symptoms were:

* tremor (37/60)

Gl distlubances (34/60)—including

exaggerated sucking, poor feeding, re-

- gurgitation, vomiting, and loose stools

* sleep disturbance (21/60).

Other symptoms included irritability,
constant crying, shivering, increased tone,
convulsions, jitteriness, poor gaze control,
vomiting, myoclonus, and lethargy.®

continued on page 45



- trials: Body as 8 Whele—asthenia, back pain, accidental njury, chest pain; Fardiovascular—
hypeitansion; Digestive-—cry moulh, increased appetite, thirst, conslipation; increasad salivation;
etaboll and Nutritfonal~weight gain, peripheral edema, edema; Nervaus Syslem—somnolence,
{remor, depression, dizzines$, speech disorder, amnesia, Jaaresmesia, apathy, confusion, suphoria,
- incoordination; Respiralary—pharyngitis, dyspnes; Skin and Appendages—sweating, acre, dry skin;
Speclal Sanses—amblyopia, abnormal vision; Urogenital—dysmengithes, veginitis. .
Adverse Evenls with ant Incidence 21% in Intramsciar -Trigls—The folldwing treatment-emergent
adverse events were Teported al an incidence of 2% with intramusclar olanzapine for infection
- (2.5-10 rg/jection) and at incidence greater than placebo in short-term, placebo-controked frials in
-agilated palients wiith schizophrenia or bipolar mania;- Body as & Whols—esthenta; Cardiovaseular—
hypotension, postural hypotension; Nervous System—somnolence, dizziness, tremor.. )
Dose Dependency of Adverse Evenls in Short-Term, Placebo-Controlied Trials—Extrapyrarical

—In an acute-phase contrafled clinical trial in schizophrenia, there wes no significant .

Ghiference in ratings scales incience between any dose of oral olanzapine (5+2.5, 10+2.5, 0r 15+2.5 mg/d)
" and placebo fer parkinsonism (Simpson-Angus Scale tolal score >3} or akathisia {Bames Akathisia
giobal score >2). In the same Yrial, only akathisia events (spontaneously reported COSTART terms
akathisia and hyperkinesia) showed a staistically significanty greater adverse events Incidence with the
2 higher doses of olanzapine than with placebo, The incidence of patients rePorling any extrapyramidat
event was significantly greater than placebo only with the highest dose of or2) olanzapine (1525 n_:gld?.
In controlled clinical rials of intramuscular clanzapine for injection, there wigre na statistically
signiticant ditferences from placsbo in accursence of any treatment-emergent exirapyramidal
symptoms, assessed by either rating scales incidence or spontaneously reported adverse events,

I Advi —Uose-relatedness of adverse events was assessed wsing cata from this
same climcaltal involving 3 fixed oral dosage ranges (5:2.5, 10+2.5, or 15425 ma/d) cormpared
with placebo. The foliowing treatment-emergent events showed a statistically:significant {rend:
asthenia, dry mouth, nausea, somnolence, treffior.

- In ah B-veek, randomizad, double-bling study in patfents with schizobhrenia, schizophreniform -

disorder, or schizoalfective disorder compasing fixed doses of 10, 20, and 40 mg/d, statistically

significant differences were seen batween doses for the following: baseline to endpoint weight gain, -

30 vs 40 mg/d; incidence of treatrent-emergent prolaciin elevations »24.2 ng/mL (female) or
218.77 ng/mL {male), 10 vs 40 mg/d and 20 vs 40 mg/d; Tatigug, 10 vs 40 mg/d and 20 v5 40 mg/d;
and dizziness, 20 vs 40 mg/d. o \

. i —0ral olanzaping was associated with orthostatic hypotension and fachycardia
in clinicat trials. Inframwscular-olanzapine for Injection was associated wit tradycardia; hypotension,
and tachycardia in clinical irials (see PRECAUTIONS), . ..

i lanzaging Is associated with asymptomatic increases in SGPT, $GOT, and
" GET and with increases in serum prolactin and CPK gsee PREGAUTIONS). Asymptomatic elevation of
ecsinophils was reported in 0.3% of olanzapine patients-in premarketin Unials. Thereavas no indication

", of a risk of clinicatly significant neutropsnia assotiated with olanzapine in the premarketig database.
. ) Analyses of pooled placebo-controlied trials revealed no statistically significant
. olanzapinefplacebo differences in incidence of potentially important changes in ECG parameters,
-inc!udw QT, QTc, and PR intervals. Olan2apine was associated with 2 mean increase in heart rate of

2.4 BPM compared to no éhange among placebo patients. o -

Ofher Advarse Events Ghserved During Clinieal Triale—The following treatment-erhergent events
were-reported with oral olanzaping at multiple doses >1 mg/d in clinical trials (8661 patients,
4165 patient-years of exposure). This fist may not include. evehts previpusly listed efsewhere in
Tabeting, those events for whick a drug cause was remate, thiuse terms which were so general as to be
uninformative, and those events reported only once_ or twice which did not have a sebslantjal
probabifity of being acutely life-Weatening. Frequent events occurred in 217100 palients; infrequent
events occurred in 17100 to 171000 patients; rare evenls occurred in <1/1000 patients. Body as a
Whole—Frequenl: dental pain, #lu syndrome; Infrequent: abdomen enfarged, chills, tace edema,
intentional injury, malaise, moniliasis, neck pain, neck rigidity, pelvic paim, photosensitivity reaction,

* suicide atempt; Bare: chills and faver, hangover effect, sudden death, LCardlovascilar—frequent:
hypolenision; Iefrequent: alrial fibiilation, bradycardia, cerebrovascular accident, congestive hear
failure, heart arrest, hemorrha?e, migraing, pallof, palpitation, vasodilatation, ventricular extras?rsioles;
 Rare:arteritis, heart failure, pulmonary embotus, Digestive—Frequent: flatvlence, increased saffvation,
thirst; Infrequent:dysphagia, esophagitis, fecal impaction, facat incentinence, gastiitis, gastroenteritis,

- gingivitls, hepalitis; mefena, mouth ulteration, nausea and vomitiag, orzl monifiasis, pericdantal abscess,
recial hemorrhage, stomalitis, tongue edema, tooth caries; Rare; aphthous stomatitis, enteritis,

eructation, asophageal ulser, giossitis, ileus, intéstinal obstraction, liver fatty deposit, tongue'

discoloration, Endocrine—Infrequent: diabetes meflitus; Rare: diabetic 4tidosis, gotter. Hemie and
tymphalic—Intrequent: anemia, cyanosts, lekocylos's, Ieuk%penia, lymphadencpathy, thrombocytopeniz;
are: nofmoctic anemia, thrombocythemia, Matabolle an: Nutriliongi—Inirequent: dcidosis, alkalina
phosphatase increased, bilirubinemia, dehydration, hypercholesteremia, hyperglycamiz, hyperlipemia,
hiyperuricemia, hypoghycemia, hypokalemia, hyponatremia, lower extremity edema, upper exlremity
. edema; Rare; gaut, hyperkalenia, hypesmatramia, hypoproteinema, ketosis, waler intoxication.

Musculoskeletal—Froquent: joint stifiness, twitching; /nfrequent: arthrilis, arthrosis, Jeg cramps, -

myasthenia; Rare; bana pain, bursitis, myopathy, osteoporosis, rtheurmatoid arthritis. Nervaus.
- System-—Frequent: abnormal dreams, amnesia, delusions, emational fablity, euphoria, manic reactien,
paresthesia, schizophrenic reaction; fnfrequent: akinesta, aicohol misuse, anlisocial reaction, ataxa,
CNS stirmulation, cogwhest rigidity, delirium, gementia, epersonalization, dysarthria, fackal paralysis,
hypesthésia, hypokinesia, hypeiGnia, incoardination, livido decraased, libido increased, obsessive
compidsive symptoms, phohias, somatization, stimplant misuse, slupor, stultering, tardive dyskinasia,
vertigo, withdrawa! syndrome; Rare: ciicumoral pasesthesia, coma, encephalopathy, newralgia,
nauropathy, nystagmus,’ paralysis, subarachnoid hemorehagse, tobacco misuse. Resplralory—
Frequent: dyspnea; Infrequent’ apnea, asthma, epistaxis, hemoptysis, hyperventiiation, hypoxia,
Taryngitis, vaice alteratian; Rare: atelectasis, hictup, hypoventilation, luny edema, strider. Skin and
Appendages—Frequen!: sweating; ‘fafrequent: alopecta, tontact dermatitis, dry skin, eczema,
. maculopapular rash, prurilus, seborthea, skin discoloration, skin tlcar, urticaria, vesiculobullous rash;
-+ Rare: hirsutism, pustular rash. Special Senses—Frequent: conjunctivitis; ffrequent: abnormaltty of
- accommodztion, Blepharitis, cataract, deafness, diplopia, dry eyes, ear pain, ¢ye hemorriage, eve
" intiainmation, eye pain, ocular muscle abnosmaliy, taste perversion, tinnitus; Aare: comeal Tesion,
laucoma, keratocanjunctivitis, macular hypopigmentation, miosis, mydriasts, pigment deposits fens.
rogenital—Frequent; vaginitis®; infreguent: abnormal ejacuialion*, amenorthea*, breast pain,
cystilis, decreased menstruation®, dysutia, femals lactation®, glycosuria, gynecomastia, hematuria,
impotence?, increased menstruation®, menorrhagia®, metrorihagia®, polyuria, premenstrual syndrome?,
pyuria; urinary frequency, urinary refention, urinary urgency, urinafion impaired, utering fibroids
;.nlargedd*. }raginal hemorrivage*; Rare: albwminuria, breast enfargement, rmastitis, ofiguria, (*Adjusted

- for gender.). ’ i o
The following treatrest-emergent events wera reported with intramusctlar ofanzapine for injection

at one gr more doses 2.5 mg/injaction in clinical trials (72% % tients). This list smay not include events
o

previcusly listed elsewhere in Tabeling, those events for wi Ich-a drug cause was remote, those terms
which were 50 general 23 1o be uninformative; and those events reported only once or twice witich did
nof have 4 substantial prabability of being acutely lite-threalening, Body as & Whale—Frequent:
infection site pain; /nfrequent: abidominal pain, fever, Cardiovaseular—infrequent: AY block, heart
block, syncope. Bigestive—infrequent: diarthea, nausea: Hemye and L ymphalie—infrequent: ansmia.
HMelabolic angf Nulritional—Infrequent: treatine phosphokinase increased, dehydration, hyperkalemia.
Museuloskelelal—Infrequent: twitching. Nervous Syslem—Infrequent: abnormat gait, akathista,
articulation impalrment, confusion, emotional lability, Skin and Appendayes—infrequent: sweating.
Poslintreducilon Reparis—-Reported since market Introduction-ang temgural!y {not necessarily
causally) relaled 1o olanzapine therapy: allergic. reaction {e.0., anaphylacteld reaction, angioedema,

2 -pruritus ormimriag, dizbétic coma, jalndice, neutrepenia, pancreatifis, priapism, thabdomyolysis, and -

venous thromioembolic events {Encluding pulmonary embelisr and deéep venous thrombosis). Random
cholesterol levels of 2240 mufdL. and random triglycerice levels of 21000 mg/dt. have bean repoited.

'D]_!U[i ABUSE AND DEPENDENCE: Olanzaping is not 2 conirelled substancs,

y
- ZYPREXA 15 a registered trademark of Eli Lilly and Company, ZYDIS is a regisleréd trademark of

Catalert Pharma Sofutions.
. Literature revised October 1, 2007

.. PV 5189 Amp PRINTED IN USA
EIT Litly arid Company - )
% triftanapolis, I 45285, USA
-5 www.ZVPREXA.com
Gopyright @ 1897, 2007, Eli Lilly and Company: All rights reserved.
“ZYPAEXA® {(lanzzpine Tablets) !

ZYPREXA® 2YDIS® (Olanzapine Orally Disintegraging Tablsts)
ZYPREXA® IntraMuscular (Oanzapine for Injection) PV 5199 AMP
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of >1,400 studies by Dolovich et al® found
a small association between feta] exposure
to benzodiazepines and major malforma-
tions/cleft palate, but only in pooled data
from case-controlled studies. No associa-
tion- was found between fetal exposure to
bénzodiazepines and malformations/cleft
palate in pooled data from cohort studies.

A32-month, hospital-based surveillance
program of 28,565 births found no increase
in the rate of major malformations in 43
infants exposed to clonazepam monother-
apy—33 (77%) in the first trimester.® Thus,
the risk of major malformations/cleft pal-
ate with the use of benzodiazepines in the
first trimester appears to be low.

Toxicity. and withdrawal syndromes,
Neonatal benz'odiézepiﬁe toxicity and
withdrawal syndromes have been report-
ed in studies and case reports. Although
these syndromes occur, they do not affect
all infants with Jate third-trimester benzo-
diazepine exposure. Prevalence rates have
not been calculated,® '

¢ Neonatal toxicity (“floppy infant syn-
drome”}—characterized by hypothermia,
lethargy, poor respiratory effort, and feed-
ihg difficulties—occuts after maternal ben-
zodiazepine use just before delivery.?

* Neonatal withdrawal may be caused
by very late, third trimester exposure to
benzodiazepines, Symptoms—which can
persist <3 months after delivery-—include
restlessness, irritability, abnormal sleep pat-
terns, suckling difficulties, growth retarda-
tion, hypertonia, hyperreflexia, tremulous-
ness, apnea, diarthea, and vomiting.##

Recommendations. When possible, avoid
benzodiazepines in the first trimester be-
cause of possible teratogenicity and then
again late in the third trimester before de-
livery because of neonatal withdrawal syn-
dromes. To-reduce as much as possible the
small risk of a benzodiazepme—relatgd fetal
malformation/cleft palate, wean the moth-
er from benzodiazepines before conception.
After the first trimester, the benzodiazepine
can be restarted if necessary?

To minimize neonatal withdrawal,
gradually taper the mother’s benzodiaz-
epine before delivery.? Because the baby’s
due date is calculated to be +2 weeks be-
fore delivery, begin this taper 3 to 4 weeks



before the due date and discontinue at

Cleast 1° week before dehvery Breastfeed- -
. ing while takmg benzodiazepines is not
recommended because of the risk of over-

sedating the infant.

‘Avrational approach ;
Both -benzodiazepines and SSRIs are as-
sociated with low but demonstrated sisks
to the fetus when used during pregnancy
(Table 2, page 45).1920325305 {Jge these med-
ications to manage a'patient’s anxiety only
if the clinical benefit to the mother justifies
the potential risks to the fetus.®

A staggered combination of SSRis dur--

ing the first 2 trimesters and benzodiaz-

“epines during the last 2 trimesters can help-

balance the risks and benefits of pharma-

cotherapy. of anxiety disorders during .

pregnancy (Table 3). .

Frankly discuss with y_our' patient the.

* risks and benefits in the contextof her per-
ceived need for symptom control to sustain

her’ levei of finctioriing. You could docu- .

ment this discussion in the progress note
as “R, B, A, and ptC,” signifying that risks,
benefits, and alternatives were discussed,
and the patient consented, I possible, in-

clude the patient’s husbahd, pariner, or -

parent in this discussion. -

CBT plus medication _

. Ms K and her husband are open to addmg
N week[y cognitive-behavioral therapy (CBT)
for anxiety as long as she can continue her
medications. You discuss the evidence re-

garding potential neonatal risks with parox-

.etine and clonazepam treatment. Because
Ms. K is 6 weeks pregnant, you outline a plan
for a rapid cross- taper off paroxetme and
onto fluoxetine, 10°to 30 mg/d, explaining
that paroxetine might pose a greater first-
trimester risk of major congenital malforma-
tions and cardiac matformations. You discuss

poss;ble side effects of fluoxetine and explain -
aplan to taper offﬂuoxet_me durmg the third

~trimester to reduce the risk of PPHN, early
delivery, and withdrawal in the newborn.
Because Ms. K has been taking- clonaz-
~ epam at only 0.5 mg i to 2 times per week,
. you instruct her to stop taking the benzo-

Staggered combmatlon
therapy for anxnety disorders
during pregnancy '

Pregnancy Recommended to manage
stage

- risks to mother and fetus

o SRE sslectwe serotonln reupiake |nh|b|tor

R Nondrug therapxes can |nc|ude prenatal exercnse sleep -
f:hyglene  relaxation ;and psychotherapy (coghitive- behaworal
*therapy, |nterpersona| 1herapy sﬂppaﬁwe therapy famtlyi o
'couples therapy) = : X -

~diazepine for the .next 6 weeks until she is

through her first trimester. You also reassure
her that she can use clonazepam after the
first trimester, if necessary, as long as she
agrees to taper off completely 1 to 2 weeks
before to her due date. :
You refer her to a CBT therap:st and em-
phasize the importance- of CBT, relaxation,
and sleep hygiene-—as well as support from
her husband, family, and friends—to reduce
her stress and facilitate the medication taper
during her th|rd trimester. You plan to see her
monthly and co- manage her care with the

- CBT therapist and Ob/Gyn. You document

this discussion in her medical record as evi-
dence of informed consent.
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Pre_natai anxiety carries risks for mother and fetus, as do the SSRIs and
benzodiazepines used to treat anxiety disorders, Carefully plan and discuss the use
of SSRis, benzodiazepines; and nonmedication therapies with the pregnant woman

-diagriosed with an anxiety disorder. Consider combining SSRI use during the first

2 trimesters with benzodiazepines during the last 2 trimesters to help balance the

risks and benefits of pharmacologic therapy.
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FDA rankings of
drugs’ teratagenic

. potential are guided
by the lowest tier
of evidence-based
-medicihe_

A labor-intensive

-

clinical challenge

From the

B Pregnantand mentally ill

Life in the womb is fraught with hazards. Any deviation from a

'héalthy pregnancy can damage a major organ system (first trimester),
impair brain structural/functional development (second trimester),
or cause prematurity and low birth weight (third trimester).

So many things can go wrong in the intrauterine environment that it

is miraculous most babies are born with no apparent physical malforma-
tions. But behavioral teratogenesis-is more subtle than physical defects
and might not manifest until years later. Numerous studies have linked
prenatal and obstetric complications to serious psychiatric disorders later

in childhood or adulthood.

Editor

No wonder, then, that the pharmacologic management of mentally ifl
pregnant women is'a high-stakes challenge. Consider the article in this is-
sue by Louann Brizendine et al on treating anxiety during pregnancy with
selective serotonin reuptake inhibitors vs benzodiazepines (page 38).

Risk vs-benefit. Psychotropics-can have unpredictable, serious effects on
fetal growth and development, but fetal repercussions may be equally dev-
astating if we do not stabilize the mentally ill mother and guard her against
self-neglect, nonadherence to prenatal care, suicide, or infanticide. Thus, the
" benefit:risk ratio is sufficiently high to justify pharmacologic intervention
during pregnancy—with the reqdisite caution this treatment deserves.

The greatest risk to-the fetus is teratogenicity, which 1 review article!
defined as “the dysgenesis of fetal organs as evidenced either structurally
or functionally (eg, brain functions). The typical manifestations of tera-
togenesis are restricted growth or death of the fetus, carcinogenesis, and
malformations, déﬁned as defects in organ structure or function. These
abnormalities vary in severity (eg, hypospadias that is mild and may be
missed, or is-severe, necessitating several corrective operations). Majox
malformations may be life-threatening and require major surgery or may

have serious cosmetic or functional effects.”

J - Tocomment on this editorial or other topics of interest, contact
Dr. Nasrallah at. henry.nasralah@currentpsychiatry.com or visit

! Ci.n'rentPsychiafry.com and click on the “Contact Us” link.
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FDA classification of medications’
~ teratogenic potential
Category ‘

Examples

moxicilling-.

stud|es in’ anrmals have shown a _fetal
_rrsk that'was not reproduced m _
_'contro!led human studies.

ropylthiouracil

Sburce Adapted Food and Dru dmlnlstratlon Current calegones for
.drug use ln pregnancy (www fda gov/fdac.’feaiures/2001/301 preg himl)

Because of teratogenicity concerns, pregnant wom-
en are excluded from clinical trials of investigational
drugs. Thus, new drugs are not approved for use in
these patients, and FDA rankings of drugs’ teratogenic

 potential (Table) are guided by nonblinded, noncon-
trolled, naturalistic, after-the-fact observations——the
lowest tier of evidence-based medicine.

- Proceed with caution. Against this background, I fol-
' low these principles when treating pregnant patients:

* Counsel all mentally ill women about the potent1a1
risks of conceiving while receiving a psychotropic be-
fore they consider pregnancy Counseling should in-
clude all prescription and nonprescription drugs.

* Obtain a family history of psychiatric disorders
from all pregnant patients.

- Make an accurate psychiatric diagnosis in pregnant
patieiits, and assess the risks of prov1dmg Vs mthholdmg
« Needed pharmacotherapy

Current Psychiatry
February 2008

eftriaxgne

» Use nbndrug treatments (if evidence-based) before
medications. Options include behavioral therapies, in-

- terpersonal therapy, supportive therapy, and somatic

treatments such as electroconvulsive therapy, repetitive
transcranial magnetic stifmulation, and light therapy.
- » When using psychotropics, select the lowest-risk

“agents (Category A) first, and use the lowest effica-

cious dose. .
- * Collaborate with the patient’s obstetrician. I coined
the term “psychiatric dystocia” to describe the compli-

caling potential of mental illness on pregnancy.

¢ Completely avoid drugs with established teratoge-
nicity, and educate the patient not to take these drugs
if another physician prescribes them to her.

* Prescribe high-dose folate (4 to 5 mg/d) for psy-
chotic, bipolar, or depressed pregnant patients to pro-
tect against neural tube defects and enhance fetal CNS
development. :

* Regularly check the patient’s nutrition, sleep hy-
giene, substance use (smoking, alcohol, coffee, iilicit
drugs), and use of over-the-counter supplements.

* Use stress-reduction techniques to reduce potential
deleterious effects of stress-induced hypercortisolemia
on the fetus, and involve the patient’s partner.

* See the mentally ill pregnant patient frequently for
check-ups on-response and /or side effects.

* Arrange for a child psychiatrist to examine the infant
of a seriously mentally ill patient shortly after birth. A
newborn’s irritability, crankiness, or insomnia may be
perceived as withdrawal symptoms or behavioral tera-
togenesis, whereas it could very well be a genetically
inherited temperament instability from a mother suf-
fering from anxiety, depression, or psychosis.

Helping the mother without harming the child is
like walking a tightrope: it calls upon all our skliIs
experience, and sound judgment.

e

Henry A. Nasrallah, MD
Editor-in-Chief

P.S. To help you manage potential medico-legal issues

- such as prescribing during pregnancy, CURRENT Psy-

CHIATRY welcomes Douglas Mossman, MD, as editor
of Malpractice Rx (page 80). This month, Dr. Mossman
discusses documentation and invites you to submit
questions about liability.
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