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Four Bipolar Cases Treated with Quetiapine During

Pregnancy
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OZET:
Gebelik doneminde ketiapin ile tedavi edilen
dort bipolar olgu

Bipolar bozuklugu tipik olarak addlesan ve erken
erigkinlik déneminde yani reprodiiktif donemde
baslayan bir hastaliktir. Bu nedenle treme ¢agindaki
kadin hastalarin tedavisi, kullanilan psikotrop
ilaclarin bircogunun teratojen olmasi nedeniyle
onemlidir. Gebelikte klasik antipsikotik kullaniminin
konjenital malformasyon ve 6liim riskini artirmadigi
ve dogum kilosunu etkilemedigi bildirilmistir. Bittin
ilaglar plasenta yoluyla bebege ge¢mekle birlikte,
antipsikotikler icinde en az plesental gegis gosteren
ilag ketiapindir. Deney hayvanlarinda yapilan
calismalarda teratojenik olmadigi yoniinde sonuglar
elde edilmistir. insandaki calismalar embriyonik/
fetal risk degerlendirmesi agisindan kisith olmasina
ragmen son doénemdeki c¢alismalar, gebelik
doneminde ketiapine maruz kalan bebeklerde
dogum defekti goriilme riskinin artmadigr ve diger
antipsikotik ilaglarla karsilastirildiginda gebelikte
glvenilir olabilecegini gdstermektedir. Bu yaziyla
bipolar bozuklugu manik veya depresif donemde
ketiapin tedavisi alan dort gebe olguda teratojenite
ve perinatal komplikasyon riski agisindan herhangi
olumsuz bir veriye

rastlanmadigi ve gebelik

doneminde ketiapin  kullaniminin  givenilir

olabilecegini bildirilmektedir.
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ABSTRACT:
Four bipolar cases treated with quetiapine
during pregnancy

Bipolar disorder is a disease that typically begins in
adolescence and early adulthood, namely during the
reproductive period. The treatment of female cases
during their reproductive years is very important
because of the teratogenic effects of psychotropic
drugs. It has been stated that the use of classical
antipsychotics during pregnancy was not associated
with congenital malformations or low birth weight.
While all drugs pass through the placenta, quetiapine
shows the lowest degree of placenta transit of all the
antipsychotics. Studies with animals have not showed
any teratogenic effect. Even though studies with
humans are very limited with respect to embryonic/
fetal risk assessment, recent studies have shown no
increased risk of birth defects in quetiapine exposed
babies and when compared to other treatment
alternatives, quetiapine can be used safely in
pregnancy. In this article, we report that no negative
data has been found in terms of teratogenicity or
perinatal complications in the cases of four pregnant
women being treated with quetiapine in the manic
and depressive episodes of bipolar disorder and it
is also reported that quetiapine can reliably be used

during pregnancy.
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INTRODUCTION

Bipolar disorder (BD) is a disease that typically
begins in adolescence and early adulthood,
namely the reproductive period"?. Although there

are studies® indicating a reduction in the
recurrence risk of BD during pregnancy, there are
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other studies that do not support this opinion,
indicating an increase in recurrence risk and
worsening of the disease course in this period in
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which hormonal and lifestyle changes and
restriction in the usage of psychotropic drugs
occur*®. BD’s recurrance rate during pregnancy in
three retrospective studies has been reported to be
45-52%*57. In female patients with BD during
pregnancy many psychotropic drugs should be
used with caution due to their teratogenicity.

The pregnancy and the treatment of these
patients during pregnancy must be planned in
advance®. In addition, what is important in the first
instance is the treatment of cases where there is an
unplanned pregnancy. In these cases, the use of
almost all psychotropic drugs must be stopped in the
first trimester, during which organogenesis occurs
because of the teratogenic effects on the fetus. A
sudden stop of the drug use may cause aggravation
of symptoms. Therefore, drugs may have to be
resumed®'’. The affective and psychotic symptoms
that may appear during pregnancy may pose a risk
to the baby and the mother and result in morbidity>®.

It has been reported that in pregnancy the use of
classical antipsychotic drugs does not increase
congenital malformations and the risk of death
before and after pregnancy, nor do they affect the
birth weight®. It has been reported that the risk of
the appearance of birth defect in the babies who
are exposed to the atypical antipsychotics (AAP)
like olanzapine, clozapine, risperidone and
quetiapine does not increase but the data on the
risk of teratogenity and perinatal complications
associated with the use of AAP’s are
insufficient®!12, In a study carried out by Newport
et al. in which the placental transition of
antipsychotics was evaluated, the of drug
concentration in umbilical cord plasma was found
to be 72.1% of maternal plasma drug concentration
for olanzapine and this maximum value was
followed by haloperidol and risperidone
respectively. It was observed that quetiapine had
the lowest value of placenta transition with a rate of
23.8%"3. Although studies conducted on humans
are restricted in terms of the evaluation of the
embrionic fetal risk, recent data shows that the risk
of birth defects in babies who were exposed to
quetiapine during gestation does not increase and
quetiapine may be relied on during pregnancy

compared to other antipsychotic drugs™'’. In
studies conducted in experimental animals, there is
some evidence of harm, such as an increase in
delayed ossification in the skeletal system, a
decrease in fetal weight and fetal and pup
mortality'®. In this article four pregnant patients
who were monitored for a diagnosis of BD and were
subjected to quetiapine treatment are presented
and the results of treatment are discussed.

CASE 1

A.B is 21 year old and this was her first
pregnancy. She had been diagnosed with BD for 6
years. The dose of lithium which was used by the
patient, who was protected by an oral
contraceptive drug and stated that she wanted to
have a child, was gradually reduced and
discontinued over two months and and drug free
observation of the patient began. The patient
became pregnant two months after the
discontinuation of the drug. The results of a
double scanning test in the 12" week and a triple
scanning test in the 16™ week were within the
normal limits. Quetiapine at a dose of 200 mg/day
was given to the patient, who entered into a
depressive period, after explaining the potential
risks and benefits to her. The Hamilton
Depression Scale (HAM-D) score of the patient,
which was 17 at the beginning of the treatment,
dropped down to 11.5 after one week and to 2 after
the subsequent two weeks. It was decided to
return to the phase of drug free observation of the
patient as a result of lack of any observable
depressive symptom in the 35® week of the
pregnancy of the patient, who had been treated
with 200-600 mg/day of quetiapine for 19 weeks
and becauseof the approaching day of birth. The
patient, who was being regularly monitored gave
birth to a healthy newborn.

CASE 2

C.D was 28 years old and this was her third
pregnancy. The patient had been monitored for a
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diagnosis of BD for 14 years. When it was found
during routine monitoring that she was
unintentionally pregnant (four months) she was
supposed to be using lithium 120 mg/day,
valproate 1000 mg/day and quetiapine 50 mg/day;,
but the patient had discontinued the use of the
drugs after she had learned she was pregnant. She
was hospitalized as a result of a manic episode
which appeared in the 14™ week of pregnancy.
Haloperidol 10 mg/day was given to the patient
together with 5 sessions of electroconvulsive
therapy with anesthesia and myorelaxants.
Subsequently the haleperidol was replaced with
quetiapine after the development of
extrapyramidal symptoms. The patient was taking
quetiapine 600 mg/day upon leaving the hospital
and had a HAM-D score of 3 and Young Mania
Scale (YMRS) score of 0. The triple scanning test
which was done in the 16™ week a risk for trisomy
21 but no pathological findings were observed in
the amniocentesis. Omega 3 (DHA-EPA) 3000 mg/
day was added to the treatment in the 22" week.
After 18 weeks of treatment, quetiapine intake was
discontinued at the 36™ week of pregnancy.
Quetiapine 200 mg/day was started as a result of
the development of a depressive period in the 36"
week of the pregnancy and following her
remission within approximately two weeks
quetiapine was discontinued in the 40™ week of
pregnancy and the patient gave birth to a healthy
newborn.

CASE 3

The 36 year old patient E.E had been diagnosed
with BD 15 years ago. The patient, who was not
making use of any birth control methods, was
taking 600 mg/day of valproate, 50 mg/day of
lamotrigine and 300 mg/day of quetiapine when
she found out that she was 11 weeks pregnant.
Intake of valproate and lamotrigine was halted by
gradually decreasing the dose. At the 13 weeks, the
double test was within normal limits. At 19 weeks,
the quetiapine dosage was increased to 400 mg/
day due to depressive symptoms (HAM-D score
was 9). The ultrasonography (USG) examination at

Degerli HE, Altinbas K, Delice M, Kurt E

the 22" week was normal. At the 30 weeks,
haloperidol drops of 1 mg/day dosage were added
to the treatment due irritability and the
development of ideas that were evaluated as
excessive. At 35 weeks, haloperidol was increased
to 2.5 mg/day and quetiapine was decreased to 25
mg/day due to the development of psychotic
symptoms. At 37 weeks, due to a decline in the
symptoms, haloperidol dosage was decreased to 1
mg/day and continued until the last week of the
pregnancy. The patient, who took 300-400 mg/day
quetiapine for 36 weeks, gave birth to a healthy
newborn at 39™ weeks.

CASE 4

This 33 year old patient, G.H., who had 2
children had been diagnosed with BD 2 years
previously. The patient was taking 1000 mg/day of
valproate when she found out she was 4 weeks
into an unintended pregnancy. Upon finding out
about the pregnancy, the drug intake was
gradually decreased until completely halted and
the patient started taking omega-3 capsules 3000
mg/day. The USG, triple and quad tests of the
patient at week 16 were evaluated to be normal.
The patient, who was hospitalized with psychotic
depression on week 28 of pregnancy, was started
on 5 mg/day of haloperidol and 100 mg/day of
quetiapine. The patient entered remission in
approximately three weeks; the quetiapine dosage
was reduced to 25 mg/day in the 36™ week of
pregnancy and the drug intake was halted at the
last week of pregnancy. The patient gave birth to a
healthy newborn at the 40" week.

DISCUSSION

In this study, no negative outcomes have been
noted in terms of teratogenicity, perinatal and
postnatal complications risks in four pregnant
women taking quetiapine for the treatment of BD
manic or depressive episodes.

Upon reviewing the literature, there is less
information regarding risks relevant to exposure
to AAPs in the prenatal period compared to classic
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antipsychotics. In a study that researched whether
AAPs caused an increase in malformation risk, 151
pregnancy cases who were exposed to clozapine,
olanzapine, quetiapine and risperidone during
pregnancy were compared to a pregnancy control
group; no differences were found in the rates of
spontaneous abortion, therapeutic abortion, low
birth weight, stillbirth and malformation and it
was reported that AAPs did not pose any risk of
major malformation*.

In a systematic review by Gentile et al., various
major malformations that did not conform to a
specific pattern were observed in 8 of 151 babies
exposed to quetiapine in the prenatal period'. In
a study investigating the effects of AAP exposure
on the fetus during pregnancy, weight gain of
pregnant women and other complications, it was
observed that the 32 of 59 pregnant women were
taking AAPs and had given birth. Twenty of them
(8 olanzapine, 3 quetiapine, 9 risperidone cases)
had babies without any malformation; spontaneus
abortion occurred in 3 of the remaining women (1
olanzapine, 2 risperidone cases); 7 of the
remaining women had therapeutic abortions (2
olanzapine, 2 quetiapine, 3 risperidone cases) and
2 women had stillbirths (1 quetiapine, 1
olanzapine case)!?. On the other hand, there are
also case reports and series indicating no major
malformation and unexpected event in infants
exposed to quetiapine during pregnancy'*'’. The
majority of the case reports indicating that
quetipine was not the cause of increased birth
defect risks,
schizophrenia'>?*2!; only one case was BD'” and
quetiapine was initiated during a manic episode.
All four of our cases were BD cases and quetiapine
was started during a manic episode in one of these
and during depressive episodes in the rest. When
considered from this point of view, it is safe to say
that that our study provides more extensive
information on BD patients who use quetiapine
during pregnancy.

Upon reviewing the quetiapine doses that were
used, the schizophrenic cases reported by Tenyi et
al.'’s, Taylor et al.?* and Grover and Madan?! have
respectively used quetiapine doses of 300 mg/day,

are associated with

300 mg/day and 250 mg/day. In the case reported
by Cabuk et al.'” which involved BD, the pregnant
patient took 1200 mg/day of quetiapine. No
perinatal and postnatal complications,
psychomotor growth retardation,
neuropsychiatric anomaly or teratogenic risk
increase was noted in the mother or the baby in
any of these cases. Our pregnancy cases, which
involved BD patients only, have taken 50-600 mg/
day doses of quetiapine and even though relatively
higher dosages were utilized, no prenatal,
perinatal and postnatal complications were seen.

The postnatal monitoring period for the cases
reported in the literature was 1 month at the
shortest and 2 years at the longest. The monitoring
period in our cases was 1.5 years at the shortest
and 2.5 years at the longest. This information
indicates at the least that no complications
relevant to quetiapine were seen in 2.5 years of
monitoring in babies who were exposed to
quetiapine during the intrauterine period.

The pregnancy period and the total time of
exposure to the drug are among the most critical
information elements in respect to exposure to the
drug during pregnancy. Regarding patients
diagnosed with BD, due to the fact that some of
the pregnancies were unplanned and the patients
were taking drugs when they found out about their
pregnancy, the characteristics of the psychotropic
drugs that were used are important. Our cases
involve pregnant patients, two of whom started
exposure in the 1st trimester, and the other two in
the 3™ trimester and these patients were exposed
to quetiapine for an average of 11-36 weeks;
compared to the schizophrenic pregnant patients
using quetiapine who were reported in the
literature, these drug exposure times are shorter.
The BD case reported by Cabuk et al. involved a
patient who was exposed to quetiapine for 19
weeks, similar to our cases. Taking into
consideration that quetiapine was used in all three
trimesters in our cases, it is safe for us to say at
least that the time during which quetiapine used
and the trimester in which drug exposure
occurred did not cause any complications for the
four pregnancy cases that we have reported.
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In conclusion, the information obtained during
our study and from the literature shows that the
use of quetiapine during pregnancy is safe and
that no complications developed in the mother or
the baby during the monitored period. However,
the published data about anatomical
malformations and long-term behavioral

References:

1. Yonkers KA, Wisner KL, Stowe Z, Leibenluft E, Cohen L,
Miller L, et al. Management of bipolar disorder during
pregnancy and the postpartum period. Am J Psychiatry
2004;161(4):608-20. [CrossRef]

2. Viguera AC, Cohen LS, Baldessarini RJ, Nonacs R. Managing
bipolar disorder during pregnancy: weighing the risk sand
benefits. Can J Psychiatry 2002;47(5):426-36.

3. Cetin M. Psychotropic drug use in pregnancy: An update.
Klinik Psikofarmakoloji Biilteni-Bulletin of Clinical
Psychopharmacology 2011;21(2):161-73. (Turkish) [CrossRef]

4. Ebring S, Cetin M, Oner O. Atypical antipsychotics in
treatment of bipolar disorder in special populations.
Klinik Psikofarmakoloji Biilteni-Bulletin of Clinical
Psychopharmacology 2004;14(4):236-50. (Turkish)

5. AE Altuntoprak, A Erol, G Koturoglu, AS Goniil. The
effects of atypical antipsychotics on woman’s fertility and
pregnancy: Case report. Klinik Psikofarmakoloji Biilteni-
Bulletin of Clinical Psychopharmacology 2005;15(3):182-6.
(Turkish).

6. Altshuler L, Richards M, Yonkers K. Treating bipolar
disorder during pregnancy. Current Psychiatry. Online
2003; 2(7)

7. Levinson AJ, McKenna K, Einarson A, Koren G, Zipursky
RB. Pregnancy outcome in women receiving atypical
antipsychotic drugs: A prospective, multicentre, controlled
study. Schizophrenia Res 2003; 60;1(Suppl. 1);361.

8. Newport DJ, Calamaras MR, DeVane CL, Donovan J, Beach
AJ, Winn S, et al. Atypical antipsychotic administration
during late pregnancy: placental passage and obstetrical
outcome. Am J Psychiatry 2007;164(8):1214-20. [CrossRef]

9. Gentile S. Antipsychotic Therapy During Early and
Late Pregnancy. A Systematic Review. Schizophr Bull
2008;36(3):518-44. [CrossRef]

10. McKenna K, Koren G, Tetelbaum M, Wilton L, Shakir S,
Diav-Citrin O, et al. Pregnancy outcome of women using
atypical antipsychotic drugs: a prospective comparative
study. J ClinPsychiatry 2005;66(4):444-9. [CrossRef]

11. Tenyi T, Trixler M, Keresztes Z. Quetiapine and pregnancy.
Am ] Psychiatry 2002;159(4):674. [CrossRef]

Degerli HE, Altinbas K, Delice M, Kurt E

abnormalities are insufficient in children exposed
to AAP drugs by in-utero. Our knowledge about
the fetal safety of AAP drugs used in pregnancy is
mostly retrospective and cases reports are based
upon the results of some open studies. Large
volume prospective cohort studies are required in
order to obtain relevant and reliable information.

12. Twaites BR, Wilton LV, Shakir SA. The safety of quetiapine:
results of a post-marketing surveillance study on 1728
patients in England. J Psychopharmacol 2007;21(4):392-9.
[CrossRef]

13. Taylor TM, O’toole MS, Ohlsen RI, Walters J, Pilowsky LS.
Safety of Quetiapine During Pregnancy. Am ] Psychiatry
2003;160(3):588-9. [CrossRef]

14. Grover S, Madan R. Successful use of quetiapine in two
successive pregnancies. ] Neuropsychiatry Clin Neurosci
2012;24(1):E38. [CrossRef]

15. Cabuk D, Sayin A, Derin O, Biri A. Quetiapine use for
the treatment of manic episode during pregnancy. Arch
Womens Ment Health 2007;10(5):235-6. [CrossRef]

16. Grof P, Robbins W, Alda M, Berghoefer A, Vojtechovsky M,
Nilsson A, et al. Protective effect of pregnancy in women
with lithium-responsive bipolar disorder J Affect Disord
2000;61(1-2):31-9. [CrossRef]

17. Viguera AC, Nonacs R, Cohen LS, Tondo L, Murray A,
Baldessarini RJ. Risk of recurrence of bipolar disorder in
pregnant and nonpregnant women after discontinuing
lithium maintenance. Am J Psychiatry 2000;157(2):179-84.
[CrossRef]

18. Huang Z, Hao J, Su P, Huang K, Xing X, Cheng
D, et al. The impact of prior abortion on anxiety and
depression symptoms during a subsequent pregnancy:
data from a population-based cohort study in China.
Klinik Psikofarmakoloji Biilteni-Bulletin of Clinical
Psychopharmacology 2012;22(1):51-8. [CrossRef]

19. Blehar MC, DePaulo JR Jr, Gershon ES, Reich T, Simpson
SG, Nurnberger JI Jr. Women with bipolar disorder:
findings from the NIMH Genetics Initiative sample.
Psychopharmacol Bull 1998;34(3):239-43.

20. Freeman MP, Smith KW, Freeman SA. The impact of
reproductive events on the course of bipolar disorder in
women. J Clin Psychiatry 2000;63:284-7. [CrossRef]

21. Physicians’ “Desk Reference. Montvale, NJ: Medical
Economics Co. 2001.

Klinik Psikofarmakoloji Bilteni, Cilt: 24, Sayi: 4, 2014 / Bulletin of Clinical Psychopharmacology, Vol: 24, N.: 4, 2014 - www.psikofarmakoloji.org 395


http://dx.doi.org/10.1176/appi.ajp.161.4.608
http://dx.doi.org/10.5455/bcp.20110706032759
http://dx.doi.org/10.1176/appi.ajp.2007.06111886
http://dx.doi.org/10.1093/schbul/sbn107
http://dx.doi.org/10.4088/JCP.v66n0406
http://dx.doi.org/10.1176/appi.ajp.159.4.674
http://dx.doi.org/10.1177/0269881107073257
http://dx.doi.org/10.1176/appi.ajp.160.3.588-a
http://dx.doi.org/10.1176/appi.neuropsych.11020053
http://dx.doi.org/10.1007/s00737-007-0196-6
http://dx.doi.org/10.1016/S0165-0327(99)00197-4
http://dx.doi.org/10.1176/appi.ajp.157.2.179
http://dx.doi.org/10.5455/bcp.20111102040509
http://dx.doi.org/10.4088/JCP.v63n0403

