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SSRIS

* RATES OF RELAPSE OF MAJOR DEPRESSION DURING PREGNANCY AMONG WOMEN WHO
DISCONTINUE, ATTEMPT TO DISCONTINUE, OR MODIFY THEIR ANTIDEPRESSANT REGIMENS ARE VERY

HIGH.
e RATES RANGE FROM 68 TO 100 PERCENT OF PATIENTS.

e THUS, MANY WOMEN NEED TO CONTINUE TAKING THEIR MEDICATION DURING PREGNANCY AND
POSTPARTUM.

* THERE IS NO SIGNIFICANTLY INCREASED RISK FOR MAJOR CONGENITAL MALFORMATIONS AFTER
EXPOSURE TO SSRIS DURING PREGNANCY (WITH THE EXCEPTION OF PAROXETINE).

e THUS, THE RISK OF RELAPSE INTO DEPRESSION WHEN A NEWLY PREGNANT MOTHER IS TAKEN OFF
SSRIS IS SEVERAL FOLD HIGHER THAN THE RISK TO THE FETUS OF EXPOSURE TO SSRIS.



SSRIS

e THERE IS SOME EVIDENCE SUGGESTING INCREASED RATES OF SPECIAL CARE NURSERY
ADMISSIONS AFTER DELIVERY FOR CHILDREN OF MOTHERS TAKING SSRIS.

e THERE IS ALSO A POTENTIAL FOR A DISCONTINUATION SYNDROME WITH PAROXETINE.

e HOWEVER, THERE IS AN ABSENCE OF CLINICALLY SIGNIFICANT NEONATAL COMPLICATIONS
ASSOCIATED WITH SSRI USE.

* STUDIES THAT HAVE FOLLOWED CHILDREN INTO THEIR EARLY SCHOOL YEARS HAVE FAILED TO
FIND ANY PERINATAL COMPLICATIONS, CONGENITAL FETAL ANOMALIES, DECREASES IN
GLOBAL INTELLIGENCE QUOTIENT (IQ), LANGUAGE DELAYS, OR SPECIFIC BEHAVIORAL
PROBLEMS ATTRIBUTABLE TO THE USE OF FLUOXETINE DURING PREGNANCY.



SSRIS

* SOME CLINICIANS START ADMINISTERING SSRIS IF THE POSTPARTUM BLUES EXTEND BEYOND A
FEW WEEKS OR IF A WOMAN BECOMES DEPRESSED DURING PREGNANCY.

* THE HEAD START AFFORDED BY STARTING SSRI ADMINISTRATION DURING PREGNANCY IF A
WOMAN IS AT RISK FOR POSTPARTUM DEPRESSION ALSO PROTECTS THE NEWBORN, TOWARD
WHOM THE WOMAN MAY HAVE HARMFUL THOUGHTS AFTER PARTURITION.

* BABIES WHOSE MOTHERS ARE TAKING AN SSRI IN THE LATTER PART OF PREGNANCY MAY BE AT
A SLIGHT RISK OF DEVELOPING PULMONARY HYPERTENSION.

« DATA ABOUT THE RISK OF THIS SIDE EFFECT ARE INCONCLUSIVE, BUT IT IS ESTIMATED TO
INVOLVE 1 TO 2 BABIES FOR 1,000 BIRTHS.



SSRIS

» PAROXETINE SHOULD BE AVOIDED DURING PREGNANCY.

e THE FDA CLASSIFIED PAROXETINE AS A PREGNANCY CATEGORY D MEDICATION IN THE FORMER FDA CLASSIFICATION
SYSTEM.

e [N 2005, THE FDA ISSUED AN ALERT THAT PAROXETINE INCREASES THE RISK OF CONGENITAL DISABILITIES,
PARTICULARLY HEART DEFECTS, WHEN WOMEN TAKE IT DURING THE FIRST 3 MONTHS OF PREGNANCY.

» THE FDA ALERT WAS BASED ON THE FINDINGS OF STUDIES THAT SHOWED THAT WOMEN WHO TOOK PAROXETINE
DURING THE FIRST 3 MONTHS OF PREGNANCY WERE ABOUT ONE-AND-A-HALF TO TWO TIMES AS LIKELY TO HAVE A
BABY WITH A HEART DEFECT AS WOMEN WHO RECEIVED OTHER ANTIDEPRESSANTS OR WOMEN IN THE GENERAL
POPULATION.

e MOST OF THE HEART DEFECTS IN THESE STUDIES WERE NOT LIFETHREATENING AND HAPPENED MAINLY IN THE INSIDE
WALLS OF THE HEART MUSCLE, WHERE REPAIRS CAN BE MADE IF NEEDED (ATRIAL AND VENTRICULAR SEPTAL DEFECTS).



SSRIS

» EXCEPT FOR PAROXETINE, THE SSRIS ARE SAFE TO TAKE DURING PREGNANCY WHEN DEEMED
NECESSARY FOR THE TREATMENT OF THE MOTHER.

* [HERE ARE NO CONTROLLED HUMAN DATA REGARDING VILAZODONE USE DURING
* PREGNANCY, NOR ARE THERE HUMAN DATA REGARDING DRUG CONCENTRATIONS IN BREAST
* MILK. TRANSIENT QTC PROLONGATION HAS BEEN NOTED IN NEWBORNS WHOSE MOTHER

* WAS BEING TREATED WITH AN SSRI DURING PREGNANCY.
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TCA

e ALTHOUGH TCAS HAVE BEEN PRESCRIBED FOR SEVERAL DECADES, THEIR OWN TERATOGENIC
POTENTIAL TO CAUSE STRUCTURAL DEFECTS REMAINS UNDETERMINED.

 HOWEVER, SOME SIGNALS SEEM TO EXIST SUGGESTING THAT PRENATAL CLOMIPRAMINE EXPOSURE
MAY INCREASE THE RISK OF CARDIAC DEFECTS.

 MOREOVER, TCAS HAVE BEEN ASSOCIATED WITH THE RISK OF PRENATAL ANTIDEPRESSANT
EXPOSURE SYNDROME.

« AMONG TCAS, CLOMIPRAMINE SEEMS TO BE ASSOCIATED WITH MORE SEVERE AND PROLONGED
NEONATAL SYMPTOMS.

AMONG THIS CLASS OF ANTIDEPRESSANTS, NORTRIPTYLINE SEEMS TO BE SAFEST MEDICATION FOR
USE DURING BREASTFEEDING.
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« TRAZODONE: A PROSPECTIVE STUDY DID NOT FIND AN ASSOCIATION BETWEEN TRAZODONE
AND CONGENITAL MALFORMATIONS.
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AT THE PRESENT TIME, THE SEQUENCE OF RELATIVELY GREATEST TO LEAST RISK FOR MAJOR
ADVERSE EVENTS DURING A PREGNANCY OCCURRING ON A MOOD STABILIZER APPEARS TO BE
(1) VALPROATE, (2) CARBAMAZEPINE, (3) LITHIUM, AND (4) LAMOTRIGINE.



NA-VALPROATE (X)

e |TIS VERY MUCH IN THE INTEREST OF A WOMAN OF CHILDBEARING AGE TO NOT CONCEIVE DURING TREATMENT WITH
VALPROATE, BASED ON TWO DIFFERENT, VERY SUBSTANTIAL RISKS.

e THE FIRST IS THAT OF NEURAL TUBE DEFECTS AND, IN PARTICULAR, SPINA BIFIDA, WHICH IS REPORTED TO OCCUR IN
ABOUT 2 PERCENT OF LIVE BIRTHS ON VALPROATE.

e HIGHER DOSES AND COMBINATIONS WITH OTHER ANTIEPILEPTIC DRUGS MAY INCREASE THIS RISK FURTHER.

* AT THE SAME TIME, THERE IS A VERY SUBSTANTIAL INCREASED RISK FOR DEVELOPMENTAL DELAY IN INFANTS EXPOSED TO
VALPROATE DURING GESTATION.

* IN SOME INSTANCES, THIS CAN BE EXTREME, WITH A REDUCTION IN |Q TO BORDERLINE DEFICIENT OR BELOW.

 PRECONCEPTUAL EDUCATION AND FOLATEVITAMIN B COMPLEX SUPPLEMENTATION FOR ALL YOUNG WOMEN OF
CHILDBEARING POTENTIAL

*  MAY ALSO INCREASE THE RISK OF AUTISTIC SPECTRUM DISORDER.



CARBAMAZEPINE (D)

e APPROXIMATELY A 0.5 PERCENT RISK OF SPINA BIFIDA AND ALSO HAS A RISK OF OTHER MINOR
MALFORMATIONS AND MILD DEVELOPMENTAL DELAY, WHICH APPEARS READILY
COMPENSATED FOR IN THE EARLY NEONATAL YEARS.

e (OVERALL, THE RISK OF SERIOUS ADVERSE EVENTS ON THIS AGENT IS ESTIMATED AT 8 PERCENT,
APPROXIMATELY SIMILAR TO THE 10 PERCENT ESTIMATE ON PHENYTOIN (DILANTIN) AND LOWER
THAN THE 22 PERCENT ON VALPROATE.



LITHIUM (D)

AN INCREASED RISK OF CARDIAC MALFORMATIONS, WITH THE MOST PROMINENT BEING THAT OF
EPSTEIN'S MALFORMATION OR TRANSPOSITION OF THE GREAT VESSELS.

 HOWEVER, THIS IS ESTIMATED TO OCCUR IN ONLY 1 IN 1,200 LIVE BIRTHS AND THUS, WHILE BEING
ABOUT TWENTYFOLD HIGHER THAN THE RISK IN THE GENERAL POPULATION, IS STILL A VERY RARE
EVENT.

e THIS HAS LED SOME TO ADVISE CAREFUL FETAL MONITORING WITH ULTRASONOGRAPHY AND
CONTINUED TREATMENT WITH LITHIUM IN THOSE WOMEN WHO APPEAR AT MODERATE TO HIGH RISK
OF RELAPSE SHOULD THEY DISCONTINUE THIS TREATMENT DURING PREGNANCY.

* VERY FEW NEUROBEHAVIORAL FOLLOW-UP STUDIES OF CHILDREN EXPOSED IN UTERO TO LITHIUM
HAVE BEEN PERFORMED, BUT ONE 5-YEAR FOLLOW-UP STUDY OF 60 CHILDREN SHOWED NO
NEUROBEHAVIORAL SEQUELAE OF IN UTERO LITHIUM EXPOSURE.



L AMOTRIGINE (C)

* HAS THE LOWEST RISK AMONG THE MOOD STABILIZERS, WITH A 2 PERCENT INCIDENCE OF SERIOUS ADVERSE EVENTS,
WHICH ABOUT EQUALS THAT OF THE COMPARISON GROUPS INVOLVED AND THE GENERAL POPULATION.

* THE ONE POTENTIAL EXCEPTION TO THIS RELATIVELY CLEAN PROFILE IS THE OCCURRENCE OF A SLIGHTLY INCREASED
RISK OF CLEFT LIP AND CLEFT PALATE IN ONE OF THE FIVE EXISTING CASE REGISTRIES EXAMINING POTENTIAL BIRTH
COMPLICATIONS FROM EXPOSURE TO LAMOTRIGINE.

* THIS RISK WAS NOT APPARENT IN THE FOUR OTHER CASE REGISTRIES, AND IN FURTHER FOLLOW UP DATA, SUGGESTING
THAT IT REPRESENTS A STATISTICAL ARTIFACT.

 HOWEVER, SINCE THIS CONDITION IS CORRECTABLE BY SURGERY AND THE DATA WERE AMBIGUOUS ABOUT THE
INCREASED RISK ON LAMOTRIGINE, IT WOULD APPEAR THAT THIS INITIAL PERSPECTIVE WOULD PUT WOMEN AT SOME
EASE IN DECIDING TO CONTINUE TREATMENT WITH THIS AGENT COMPARED TO MANY OTHERS DURING PREGNANCY
AND WHEN INDICATED BY THE ESTIMATED RELATIVE RISK FOR DEPRESSIVE RELAPSE IN THAT INDIVIDUAL.
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FGAS

e THERE IS A LOW CORRELATION BETWEEN THE USE OF ANTIPSYCHOTICS DURING PREGNANCY
AND CONGENITAL MALFORMATIONS.

e NEVERTHELESS, ANTIPSYCHOTICS SHOULD BE AVOIDED DURING PREGNANCY, PARTICULARLY IN
THE FIRST TRIMESTER, UNLESS THE BENEFIT OUTWEIGHS THE RISK.

e HIGH-POTENCY DRUGS ARE PREFERABLE TO LOW-POTENCY DRUGS BECAUSE LOW-POTENCY
DRUGS ARE ASSOCIATED WITH HYPOTENSION.



FGAS

Typical Antipsychotics
Haloperidol
Chlorpromazine, Fluphenazine

Thiothixene, Pimozide, Loxapine, Thioridazine

Perphenazine, Trifluoperazine




NET-W

Atypical Antipsychotics

Olanzapine

Aripiprazole, Risperidone

Clozapine

Quetiapine

Ziprasidone
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