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AIMS

The aim of this study was to perform an up-to-date meta-analysis on the risk of cardiac malformations associated with gestational
exposure to paroxetine, taking into account indication, study design and reference category.

METHOD

A systematic review of studies published between 1966 and November 2015 was conducted using EMBASE and MEDLINE. Studies
reporting major malformations with first trimester exposure to paroxetine were included. Potentially relevant articles were assessed
and relevant data extracted to calculate risk estimates. Outcomes included any major malformations and major cardiac malformations.
Pooled odds ratios and 95% confidence intervals were calculated using random-effects models.

RESULTS

Twenty-three studies were included. Compared with non-exposure to paroxetine, first trimester use of paroxetine was associated with
an increased risk of any major congenital malformations combined (pooled OR 1.23, 95% Cl 1.10, 1.38; n = 15 studies), major cardiac
malformations (pooled OR 1.28, 95% Cl 1.11, 1.47; n = 18 studies), specifically bulbus cordis anomalies and anomalies of cardiac septal
closure (pooled OR 1.42, 95% Cl 1.07, 1.89; n = 8 studies), atrial septal defects (pooled OR 2.38, 95% Cl 1.14, 4.97; n = 4 studies) and right
ventricular outflow track defect (pooled OR 2.29, 95% Cl 1.06, 4.93; n = 4 studies). Although the estimates varied depending on the
comparator group, study design and malformation detection period, a trend towards increased risk was observed.

CONCLUSIONS

Paroxetine use during the first trimester of pregnancy is associated with an increased risk of any major congenital malformations and
cardiac malformations. The increase in risk is not dependent on the study method or population.

Introduction

Up to one-fifth of women of childbearing age experience
moderate to severe depressive symptoms [1]. Pregnancy
may be a time of risk for both new onset and reoccurrence
of depression, with prevalence rates of depression ranging
from 7% to 20% [2-5]. Depression during pregnancy is as-
sociated with poor maternal nutrition, inadequate weight

gain, smoking, alcohol and other substance intake, and
increased risk of post-partum depression [6-10]. Antide-
pressant prescribing during pregnancy has increased up
to four-fold between 1992 and 2006 with a total of 4.8%
of women receiving a prescription in the months prior to
pregnancy in the UK [11]. Prevalence rates are estimated
to be 4.5% (2009) in Canada and up to 13% (2007) in the
US [12, 13]. The most frequently used treatment for
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depression in pregnant women is selective serotonin
re-uptake inhibitors (SSRIs) [14, 15], accounting for ap-
proximately 80% of prescribed antidepressants during
pregnancy [11, 12, 15-18]. The widespread use of antide-
pressants during pregnancy makes it essential to under-
stand the safety and the risk of adverse outcomes in
the fetus.

Up until 2005 paroxetine was considered to be safe
for use during pregnancy [19-23]. However, following re-
sults from a small unpublished study conducted by the
manufacturer, there were suggestions of an increase in
the risk of cardiac malformations in infants with in utero
exposure to paroxetine, compared with those unexposed
to paroxetine. This resulted in a modification of the
product label to include warnings of the risk of cardiac
malformations with antenatal exposure to paroxetine
[24]. At the same time, the US FDA changed the classifica-
tion of paroxetine from pregnancy category C (human
data lacking: animal studies positive or not done) to
category D (human data show risk, but benefit may out-
weigh). Subsequent to these changes, numerous studies
using various study designs with the use of different pop-
ulations across Europe and North America have been
published. Some supported statistically significant asso-
ciation of the risk of congenital malformations with first
trimester exposure of paroxetine [25-31]. Conversely,
findings from other studies showed conflicting results in
terms of statistical significance, although a trend remained
towards an increased risk.

Paroxetine and other SSRIs are known to cross the
maternal placental barrier [32, 33] and significant con-
centrations of antidepressants have been found in the
amniotic fluid [34]. It is thought that SSRIs may affect
fetal cardiovascular and central nervous system develop-
ment through interference with the serotonin 5-HT,g
receptor [35]. In addition, physiological systems such as
the sleep-wake cycle, circadian rhythms and hypothalamic-
pituitary-adrenal axis are affected by increased serotonergic
neurotransmission [36].

As more studies have been conducted overtime, a
number of meta-analyses have been performed in order
to find more conclusive answers to the question of tera-
togenicity associated with paroxetine and/or other SSRIs.
Earlier meta-analyses, that reported an increased risk of
cardiac defects associated with paroxetine had method-
ological limitations such as using studies that did not
adjust for all potential risk factors for malformations (con-
founders) [37, 38]. Wurst et al. [38] have performed a meta-
analysis showing that paroxetine use during pregnancy
was increasing the risk of cardiac defects. However, some
studies were not considered and only studies up to 2009
were used. In an attempt to categorize studies in terms of
their quality (by using quality tools), Girgordiadis et al. [39]
conducted a meta-analysis using 19 studies on SSRIs as a
class, with a sub-analysis of individual SSRIs. They found an
increased risk of congenital cardiac malformations, but major
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malformations as a whole were not associated with paroxe-
tine exposure. Myles et al. [40] conducted another meta-
analysis of 16 studies also investigating SSRIs as a whole
but excluded studies with any antidepressant medications
in the comparator group. Paroxetine was associated with
an increase in the risk of major malformations and cardiac
malformations. However, some relevant studies were not
included in Myles et al. [40], and the majority of studies used
did not distinguish between the potential effect of depres-
sion (the underlying condition) and the drug (paroxetine)
on the risk of major and cardiac malformations.

There is a strong recommendation for studies to include
untreated patients with depression and/or other psychia-
tric diagnoses [41]. Recent studies have attempted to
overcome this by including a comparison group of
untreated depressed patients [16, 42-44], some of which
were not considered in previous meta-analyses. In light of
new publications and recent recommendations, we aimed
to conduct a meta-analysis incorporating more recent find-
ings, stratifying on types of comparison groups to update
current understanding of paroxetine and major congenital
malformations, with a particular focus on cardiac defects.
The impact of study designs, methodologies and compara-
tor groups (reference category) on the quantification of the
effect were also studied.

Method

Electronic and hand searches

A systematic electronic literature search of English and
French language publications, indexed in MEDLINE and
EMBASE databases between 1966 to the 10 November
2015, was conducted by three individual reviewers inde-
pendently (AB, NI, SC) using a broad combination of
search terms. The search strategy was written in Ovid
and run in each database (Supplementary file S1). Strate-
gies were based on the subject headings specific to the
individual databases searched, combined with appropri-
ate keywords and phrases. After exclusion of duplicates,
full text of potentially relevant studies was retrieved
and examined. The reference list of manuscripts included
in the analysis, were manually searched for additional
relevant publications. Corresponding authors of studies
that contained information on SSRIs, but not specifically
on paroxetine, as an individual drug, were contacted for
additional information. Information available in previous
meta-analyses that were obtained by investigators from
the corresponding authors was also used [38, 40].

Inclusion and exclusion criteria

Studies were included if 1) they investigated paroxetine
use during the first trimester of pregnancy (if the study
investigated SSRIs as a class, it was only included if indi-
vidual data or a sub-analysis for paroxetine use alone
was available), 2) they had a comparator group, 3) they
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reported an effect measure such as odds ratio (OR), risk
ratio (RR) or there were enough information to calculate
an unadjusted OR and 4) the outcomes investigated
included any major congenital malformations, and/or
major cardiac malformations and/or sub-categories of
cardiac defects. Studies were excluded if 1) exposure con-
sisted of SSRIs and/or other antidepressants combined or 2)
exposure did not occur during the first trimester of preg-
nancy. Additionally, if the data source of two or more studies
overlapped with each other (time period, population,
inclusion and exclusion criteria), the most recent study was
included (Supplementary file S2).

Data extraction

Data were extracted from each study independently by
two reviewers using a standardized extraction form.
Disagreements of data collected were resolved by re-
examining the data by a third reviewer.

Meta-analysis

Since the prevalence of major congenital malformations
is less than 10%, we have assumed that the OR is equiv-
alent to the RR and will refer to the effect measure as
OR throughout [45]. If the effect size was not reported
in the study, we calculated the unadjusted OR and their
95% confidence intervals (95% Cl) from the raw data.
We used the adjusted ORs in preference to unadjusted
ORs, and estimates related to all infants in preference
to estimates from subgroups only. Due to the differences
in methods between study populations, a random effects
model was used to calculate a pooled OR for each
outcome in our meta-analysis [46]. In order to evaluate
publication bias in our main meta-analysis, we inspected
a funnel plot (eye ball test). However, given the inherent
subjectivity of a graphical assessment, the Egger test and
trim and fill methods were used to adjust for a potential
publication bias [47]. Also, abstract data were combined
with the included studies in a sensitivity analysis. The
l-squared (1) test was used to assess the percentage of
the variability in effect estimates that is due to hetero-
geneity rather than sampling error (chance).

In an attempt to explain possible heterogeneity be-
tween studies, we conducted several sub-group analyses
by study design (cohort/case control), continent (North
America, Europe, Australia), type of comparator groups,
time to defect ascertainment (less than 1 year/up to 1 year
and more), definitions of first trimester exposure, type of
data source (administrative claims data/prescription data-
bases linked to registries, clinical data linked to registries
and teratogen information services) and timing of the
exposure. We also restricted the main analysis to the use
of only adjusted OR estimates (no unadjusted values),
studies that specified excluding chromosomal and/or
genetic defects and other teratogenic substances, studies
that adjusted for depression or consisted of a depressed
cohort and studies that excluded or adjusted analyses for

individuals with epilepsy or hypertension. In addition, sen-
sitivity analyses using fixed effects were performed to en-
sure the robustness of our results. All pooled ORs were
calculated using STATA software (version 11).

Results

After screening abstracts and titles, 53 articles were
identified as potentially relevant studies and full texts
were obtained (Figure 1). In addition, nine articles were
identified through hand searching references. Twenty-
three studies in total were included in the meta-analysis,
16 with a result on major malformations [16, 19, 20, 23,
24, 26-28, 30, 41, 47, 48, 50-52, 54] and 19 with a result
on cardiac malformations [16, 19, 23, 24, 26-30, 41, 43,
47-52, 54, 55]. Thirty of the potentially relevant articles
were excluded in the analysis because they did not inves-
tigate the outcome of interest (major congenital malfor-
mations, major cardiovascular malformations) (n = 5),
exposure time window was not in the first trimester
(n = 4), exposure group of interest contained other
SSRIs or antidepressants (n = 8), overlapped with a pre-
vious study/and or combined previously published
results/updated later (n = 3), contained a control group
from a different population (n = 1), were abstracts
(h = 7) or a commentary (n = 1) (Supplementary file
S2). Relevant results available from abstracts were not
included in the main analysis. However four were
added to the sub-analyses [56-59].

Three authors were contacted for additional informa-
tion [44, 61, 62]. Two authors could not give specific
information for paroxetine and the studies were not
included in the analysis [60, 61]. One author provided
additional information and the study was included [44].
Further information on studies published in previous
meta-analyses that were obtained through author contact
was also included in our meta-analysis [19, 20, 38, 40].

Characteristics of studies included

Included studies contained data collected from Australia,
Canada, Denmark, Israel, Italy, The Netherlands, Sweden,
United Kingdom and United States. Four studies used a
case—control design [27, 29, 30, 51] and the remaining
15 used cohort study designs. Study populations ranged
from 534 subjects to 949 504 in size. The most common
data sources were prescription databases linked to birth
registries. Other sources included claims and administra-
tive databases, active surveillance cohorts and teratogen
information service data (Table 1).

In order to include prescriptions received immedi-
ately before pregnancy and potentially used during
pregnancy (duration overlaps with the start of preg-
nancy), the majority of studies defined the exposure
time window as 30 days prior to conception date until
the end of the first trimester (14 weeks of gestation; nine
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Citations identified from
Medline (n=405)

l

Citations identified from
Embase (n=454)

l

859 citations identified from electronic databases combined

10 citations identified from hand search

— » 116 duplicates removed

700 citations removed after reviewing

v

v

v

titles and abstracts

30 articles excluded based on review of
full text and abstract:

53 potentially relevant
articles identified for defects)
potential review

5 did not have outcome of interest
(major malformations, cardiac

\4

4 did not investigate exposure to

paroxetine in the first trimester

4 overlapped with a previous
study/and or combined previously
published results/updated later

8 exposure group contained other
SSRIs or antidepressants

Eligible studies (n=23)

7 abstracts from conferences

1 comment (not study)

1 contained a control group from a
different population

Main analysis:

Sub-analysis:
3 additional studies included [21, 25, 53]

Studies included

16 congenital malformations [16, 19, 20, 23, 24, 26-28, 30, 41, 47, 48, 50-52, 54]
19 cardiac malformations [16, 19, 23, 24, 26-30, 41, 43, 47-52, 54, 55]

Figure 1

Flow diagram of study selection in the systematic review and meta-analysis of the effect of paroxetine use during pregnancy on the risk of major
malformations and cardiac malformations. [Indexed from 1966 to November 10th, 2015].

studies). Comparison groups consisted of unexposed to
any antidepressants (non-medicated depressed and
non-depressed women), those unexposed to SSRIs (non-SSRI
treated patients or other antidepressant treated patients,
non-medicated depressed patients, non-depressed women)
and unexposed to paroxetine (can be exposed to other
SSRIs or non-SSRI antidepressants). Two studies used
non-medicated controls with a diagnosis of depression
[42, 50] and the control groups in two studies consisted
of all subjects treated with other antidepressants [28, 29].
Oberlander et al. [53] and Nordeng et al. [52] adjusted for
depression in their analyses. Knudsen et al. [44] and
Jiminez-Solem et al. [16] included an exposure group of
women who stopped SSRIs treatment 3 to 12 months
before the last menstrual period, did not use their SSRIs
during pregnancy but restarted taking the same SSRIs after
pregnancy. Most studies adjusted for maternal age. Other
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confounding factors that were adjusted for included
smoking, alcohol use, folic acid intake, year of birth, par-
ity, presence of chronic diseases, body mass index,
education, other medications, income and maternal de-
pression (Table 1).

Major congenital malformations

Based on 15 studies using women unexposed to paro-
xetine as reference category (women could be using
other antidepressants including other SSRIs), the use of
paroxetine was associated with a statistically significant
23% increased risk of major congenital malformations
(pooled OR 1.23, 95% ClI 1.10, 1.38) [16, 19, 20, 25,
27-29, 31, 42, 48, 49, 51-53, 55] (Figure 2A). After
restricting the analysis to studies that compared
women using paroxetine with women unexposed to
SSRIs, the ORs remained similar (Table 2, Figure 2).
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Paroxetine use during pregnancy increases cardiac defects in offspring

‘[91] ‘/e 18 Waj0S-ZauawWIf Ul 3|ge|leA. J0U ‘SUOITRUILI} PUB ‘SUMIG |[}S SIPN|PUl INg J3j[ews S| 13s e3eq "Apnis Juapuadapul Ue se paapisuod 3104343y} pUB [ewiulw S| dejIdn0 JISAIMOH ‘[91] /e 19 WSJ0S-Zauawlf YHM elep jo
dejJano [enuod 4 "siskjeue-qns ui pasn {[5z] /e 19 S1oY YHM SABISAQ « « "(SISA[BUB-B1BW SNOIAID BIA paulelqo) YO paisnipeunlh ‘syuessaidapiiue |je 0} pasodxaun :0} dnoub uosuiedwod bundlsal usym pasn {[| €] /e 18 WielN yiim sdejsano
Apnis siy1§ “(3|9e} Z Aq Z e eia pate|ndjed) Yo paisnipeuns Apnis Jusapuadapul Ue se paiapisuod 3104343y} pue [ewlulw S| deldA0 JISASMOH '[9 ]] /e 19 WSJ0S-ZauaWll YHM e1ep Jo dejiano [Blludlod4 'SIOyine Wolj paulelqo UoewIo|,

68'9 '60°0 1D %56 ‘£L'0 YO paisnipeun

L¥'S LG 01D%S6 'LL 7L YO paisnipeun

8.9l
‘900 1D %S6 ‘00°L YO paisnipeun

S6'7 '60°0 1D %56 '99°0 YO paisnipy

€'€°1°01D %56 ‘70 ¥O patsnipy

TT'E01D %56 '8°0 YO paisnlpy

92 '6L°0 1D %56 ‘OF'L YO paisnlpy

LTT'S801D %56 '8€"L YO paisnipy

60°€ ‘96°0 1D %56 ‘18'L YO paisnipeun

€5°2'50°L 1D %56 '€9'L YO parsnipy

8'1'9L°0 1D %56 '€0°L YO paisnipy

TET'SY0 1D %56 '€0°L YO pasnipeun
8L "€L°0 1D %56 '€0°L YO paisnipeun

68 L0 1D %56 ‘9L YO parsnipy

SZ'E'8T°L 1D %56 '€0°Z YO parsnipy

66'C Y70 1D %56 ‘L L YO paisnipeun

¥6°€ '67°0 1D %56 '8€'L YO paisnlpy

02'Z'6L°01D %56 ‘ZE'L YO paisnlpy

G'€'8°0 1D %56 ‘0L L YO paisnlpy

(Ajuo asn aunexosed)

sbuipuly Juenajay

lysuoneusIofew deipied

[psuonew.oyew
|e}usbuod Jolel

[psuoiewoyew
Joulw pue Jolelp

SUOIBWLIOJPW DeIpIeD
SUOIBWLIOY W
|e}usbuod Joleln

ainsop |eydas

JeIpJed JO Saljewoue pue
Saljewoue sIpIod snging
10948p delpied Auy

[8€] suonewJojjew
|enuabuod Jolelp

2Insopd [eydas

JelpJed JO Ssljewoue pue
Salewoue s|pJod sngjng
uolewIo)ew deipied
SUONBWLIOY W
|enusbuod Joleln

$5109)9p deIpied)

salewoue [e}uabuo)d

suolewoyew
Je[ndsenoipied

uolewlojew [exusbuod Auy
2insop> eydas deipied

JO saljewoue pue

Sl|BWOUE SIPJOD SNa|ng
suolewoyew

JelpJed Jolew

suolewoyew

|eyusbuod Jolely

2inso)d |eydas

Selpied Jo saljewoue pue
Sl|BWOUE SIPJOD SNging
suonewJojjew

|eniusabuod Juens|ay

syuabe d1uaboielay
umou| 0} pasodxaun

S|YSS 01 pasodxaun

saseyound Bnip
OU U}IM UBWIOAA

syuessaidapnue

0] pasodxaun
:uosiiedwod)

$193}9p YHiq ou

UM SIUBU[ IS|0JIUOD

juessaidapiiue
Kue 0} pasodxaun

S|YSS 01 pasodxaun

‘Adesaphjod 1o
Adessyrouow se
syuessaidapnue

J13Y30 0} pasodx3

syuessaidapnue
[4SS-uou 0}
alnsodx3

dnoub uosiiedwo)

/6 19UNdX0led

PEG = U [B10L

dnoub e se sjyss
g€:9U1dX0led

/8L =U|el0L

syDL dnolb e se s|yss

6171 ‘aunaxoled
0¢6l = U [eloL
SI4SS

/6 ‘dullaxoled

(5]013U0D 0985 'SISED 61786)
60/ Sl =U R0l

SIYSS

6SG6:2Ullax0ied
GlZ 098 = U [e10]
Ajlenpiapur pue
SSepd e se S|YSs
781 :aunaxoied
508 = U [e30]
Ajjenpiaipul

pue ssepd e se s|YSs

G18 :aunaxoied
¢SLS = U0l
aunexoleqd

7S 1aunaxoled

(501U ZOEL 53583 |01)
€0vL = U [e10L

sul}lexoled

azis a|dwes

/(431s3wWiL1 3s41§) ansodx3

11040d
pa||013u0D

Hoyod
aApPadsoay

(paseq
uone(ndod)
110yoD

|0J3u0d-3sEe D)
aApadsolay

Hoyod

(paseq
uole|ndod)

Hoyod

Hoyod

(paseq
uole|ndod)
|0J}U0d-3sed
pa1saN

ubisap Apnis

(weiboid sHUaYIoN)
92IAIBS UoIjewIojUl
uaboieia] sn ‘epeurd
(aseqelep swie|d)
aAies9doo)

yHesH dnoio sn
(Auswasinquias bnug
‘suoinewsoyely [exusbuod
‘yuig [e2IP3IN Jo)
sall1s16ay) aseqelep
123(oud Adueubaid

pue sbniqg puejui4

(paseq uone|ndod) Apnis
S1343P YHIq 3yl SN

13351631 ‘9b1eydsIp
|exdsoy pue J91sibal
S19§3p YHIq ‘UB1sibal yuiq
|EDIPAW YSIPAIMS USPIMS

(seseqelrep
aAnessiuiwpe wesboud
3}IoMIaU Y2Jeasal QINH SN

aseqelep swie|d
a1edu3[eaH pawun SN

(Hoyod

foueubaid 23ganQ)
saseqeiep

230anQ epeue)

32.nos ejep
pue Anuno)

paij12ads JoN

8661-9861

L00Z-9661

00Z-€661

700¢-5661

0007-9661

002-5661

€00¢-2661

pouiad Apnis

[6L] 7e 32 uin)|

[0Z] ‘Je 38 uowis

§[Lz] /e 3@ wien

[LS] e 33 o7

+[92] ‘1e 33 usjjey

[6¥] ‘Je 1@ sineq

[82] /e 32 810D

[62] ‘Je 19 paesag

(PanunUOD)
L dqeL

4 / 595

B

/ 81

Br ] Clin Pharmacol



A. Bérard et al.
BJCP

A. Major malformations
Comparisen: unexposed to paroxetine

Swdy %
(1] OR (95% C1) Weight
Ban ol al. [42] -1 108{0.77, 1.51) 11.03

Jimenez-Solern ot al. [16] -
Nardeng et al. [52] —— .
Cobvin et al, [48] —_—
Malm ot al. [31] T 122(091.163) M52
Reis ot al. [25] - 120(090,162) 1428

.
—— 125(084,1.86)  8.01
N
L
—
Ciav-Citrin® &t al. [55] —-— 214(119,382) 378
——
L
——
LY
[

170055, 5.64) 0.96
099 {065, 1.51) T.15

Oberlander” et al. 53] . 093(064,135) 905
Atwan ot al. [27] -

160(090.277) 407
Berard o al, [29] —1— 132(079,220) 488
Cale ot al. [28) 203(126,325) 569
Davis* el al. [49] —— 103(073,148) 1005
Lok et al. [51) — 138(085,226) 535
Simon™ ot al. [20] > 100{006.1678)  0.16

Kulin™ ¢ al. [19] — 17T (057,547) 1.02
Overall (I-squared = 2.5%, P= 0.424) Q 123(1.10, 1.38) 100.00

MOTE: Weights are from random effects analysis
I ]
0556 1 16.8

"Unadjusted OR (oblained from previous meta-analysis), "Unadjusted OR (obtained via a 2 by 2 table)

B. Major malformations
Comparison: unexposed to SSRis

Study %
[} OR (85% C1) Weight
Ban et al. [42] —r— 1.08(0.77, 1.51) 1175
Jimenez-Solem et al. [16] —— 1.25(0.84, 1.86) 843
Nordeng et al. [52] —_— 1.70(0.55, 5.64) 098
Colin ef al. [48] — 0.99 (0.65, 1.51) T.50
Malm et al. [31] T 1.22(0.91, 1.63) 1568
Reis et al. [25] _-—— 1.20(0.90, 1.62) 1542
Diaw-Citn® et &, [55) —_— 214(1.18, 382) 152
Oberlander et al. [53] —— 0053 (064, 1.35) 656
Abwan o al. [27] —_— 160(0.80, 277) 422
Berard et al. [29) —— 132(0.79, 2.20) 508
Davis® el al. [49] —— 1.03({0.73, 1.48) 1067
Louik et al. [51] —_ 1.38(0.85, 2.26) 557
Simon** et al. [20] > 1.00(0.06, 16.78) 017
Kulin®* et al. [18] —_— 1.77(0.57, 5.47) 104
Overall (I-squared = 0.0%, P=0.712) Q 1.19{1.06, 1.24) 100,00
NOTE: W eights are from random effects analysis

T T

0598 1 168
**Unadjusted OR {obtained from previous meta-analysis). *Unadjusted OR (obtained via a 2 by 2 table)

Figure 2

Forest plots and pooled measures of risks for overall malformation and cardiac malformation according to the comparator group. (A) Major
malformations, comparison: unexposed to paroxetine, (B) major malformations, comparison: unexposed to SSRIs, (C) major malformations, comparison:
unexposed to any antidepressants, (D) cardiac malformations, Comparison: unexposed to paroxetine, (E) cardiac malformations, comparison: unex-
posed to SSRIs, (F) cardiac malformations, comparison: unexposed to any antidepressants.

The risk estimates were slightly higher in subgroups The estimate was higher (pooled OR 1.66, 95% Cl 1.09,
using different data sources such as clinic surveillance 2.53; n = 2 studies) when the comparison group was re-
linked to registries (pooled OR 1.49, 95% ClI 1.05, stricted to women prescribed a non-paroxetine antide-
2.12; n = 3 studies) (Table 2). pressant. However, a higher inter-study heterogeneity

596 / 81:4 / Br]Clin Pharmacol



Paroxetine use during pregnancy increases cardiac defects in offspring

C. Major malformations
Comparison: unexposed to any antidepressants

CP

Shaty -
o OR{ES% Q) Weight
Furu et al, [23] e 1.16 (0.95, 141) 4180
Ban ot al. [42] —r— 1.08 (077, 151) LE]
Hendeng ot al. [52] _ 1.70 (.55, 564) 149
iy ot al. [25] . 1.20(0.90, 163) ]
Pedeisen of al. [54] e 1.40 (0,79, 251) 433
Ohav-Cian ot al. [55] —_— 214 (119, 282) 475
Diavis® of al. 48] —_— 1.003{0.73, 1.48) 12
M et al [21) 0,40 (0.10, 2.29) 053
Simen® ol al. [20] 5 1.00 {0.06, 16.78) 020
Kubn™ o al. [20] — 177 (057, 547) 126
Overall (-squared = 0.0% Ps 0 578) 0 1.9 {1.05, 135) 100.00
MOTE: Weights are from random eflects analyss

T T

o505 1

%a

""Unadjusted OR (obtained from prevous meta-analysis); *Unadjusted OR (obtained via a 2 by 2 table)

D. Cardiac malformations

Comparison: unexposed to paroxetine

Study L
D OR(95%Cl)  Weight
Ban et al. [42] —_— 179 (1.08,2 89) B63
Huybrechis et al, [50] —_— 084 [0.73,1.21) 3211
Jimenez-Solem ot al. [16] e T 154 (0.77,3.10) 423
Knudsen*** ot al. [44] 101 (014, 7.24) 053
Hordeng® ot al, [52] 069 (0.10, 4 95) 054
Colvin et al. [48] e 177 (0.83,3.71) 366
Malm et al. [31] e 1.09 (066, 1.79) 824
Bakker et al. [30] e 151 (0.50,4.01) 189
Feis et al. [25] e 167 (1.08, 2.53) 11.57
Diav-Catrin™ et al. [55] —_—_ . 766080 M) 141
Einarson &t al. [56) —— 1.1 (0.36, 277 197
Overlander ot al. [53] —_—— 1.48 (0.70, 3.10) 3.70
Abwan e al, [27) —— 1.70 (0.92, 3.16) 539
Berard ef al. [29] ———— 1.38 (049, 3.94) 189
Cole et al. [28] —— 146 (0.74, 2.89) 442
Danvis® et al. [49) e 1.03 (045 2.32) 3.05
Lowsk et al. [51] ——— 1.40(0.79, 2.48) 636
Kulin™ et al. [19) & 0.77 (0.09, 6.89) 0.44
Overall (I-squared = 0.0%, P=0653) () 128 (1.1, 1.47) 100.00
HOTE: Weights are from rand om effects analysis

|

09 1

I
11

***Adjusted OR (obtained from authors); *Unadjusted OR (calculated via a 2 by 2 table)

Figure 2

(Continued)

was observed in this latter subgroup (1> =30.9%) (Table 2). It
remained nevertheless that the inter-study heterogeneity
was null or very low in the majority of combinations.

Cardiac malformations

An aggregated outcome for all cardiac malformations
was reported in 19 studies with a total of 20251 women
exposed to paroxetine (Figure 2). The estimate for all ma-
jor cardiac malformations in women exposed to paroxe-
tine compared with non-paroxetine exposure (can be
exposed to other antidepressants) was pooled OR 1.28
(95% Cl 1.11, 1.47; n = 19 studies) (Table 2, Figure 2D). This

estimate was similar when the comparison group was
restricted to women with no antidepressant use (Table 2,
Figure 2F). The risk estimate increased slightly when the
analysis was restricted to studies with adjusted estimates
(pooled OR 1.35, 95% Cl 1.23, 1.62; n = 13 studies)
(Table 2). Estimates varied amongst different data
sources; i.e. lower pooled risk was seen in studies
conducted with data from administrative databases
(pooled OR 1.00, 95% C1 0.79, 1.25; n = 4 studies). A higher
risk was seen in studies conducted with data obtained in
Europe (pooled OR 1.40, 95% Cl 1.06, 1.84; n = 7 studies)
(Table 2).

Br) Clin Pharmacol / 81:4 / 597



A. Bérard et al.
BJCP
E. Cardiac malformations

Comparison: unexposed to SSRIs

Study
D

Ban et al. [42]

Huybrec his et al, [50] —

OR (95% CI) Weight

179 (1.09,289) 9.02
054 (0.73,1.21) 3360

Jimenez-Solem et al. [16]

154 (0.77,3.10) 4.42

Knudsen® " et al. [44]
Nordeng® et al. [52]

101(0.14,7.24) 055

Colvin et al. [48]

Mam et al. [31] —
Bakker et al. [30] —

Rets at al. [25]
Diav-Citrin &l al. [55]

060(0.10, 4.95) 0.56
177(0.83,3.71) 383
109 (0.66, 1.79) 862
151 (0.50,4.01) 198

— 167(1.09.253) 1210

Einarson et al. 58]

Oberander” et al. [53] —_

Alwan el al. [27]

Berard et al. [29] L
Davis® et al. [49] [
Louik et al. [51] =4

Kulin® et al. [19] =

266 (0.80, B.94) 1.47
111(0.36,277) 206
148 (0.70,3.10) 3.87
170 (0.92.3.16) 563

138(0.49,394) 197
S — 103 (0.45,232) 319
——— 140 (0.79, 2.46) 665

Overall (-squared = 0.0%, P= 0.596)

077 (0.09,6.80) 0.46
127 (1.10, 1.47) 100,00

NOTE: Weights are from random effects analysis
|
09

I
111

***Adusted OR (obtained from authors), *Unadjusted OR (calculated via a 2 by 2 table)

F.Cardiac malformations

Comparison: unexposed to any antidepressants

Study %
D OR (85% C1) Weight
[
Furu et al. [23] —— 1.30(0.96,1.75)  24.05
Ban et al, [42] —-— 179(1.09,289) 93
Huybrechts et al. [50] —— 0.94(0.73,1.21) 2348
Nordeng” et al. [52] , 069(0.10,495) 059
Reis et al. [25] e 167(1.09,253) 1244
Pedersen el al. [54] - 088(0.22.356) 116
Diav-Citrin® at al. [55] I 266(0.80,894) 154
Einarson et al. [56] -'-—. 111(036,277 215
Oberlander et al. [53] ———— 148(0.70,310) 403
Dawvis® et al. [49] —-—é— 103(0.45232) a=x
Louik et al. [51] — 140(0.79,246) 689
Malm et al. [21] £ 0.66(0.09, 495 05
Kutin™ ot al. [20] 0.77(0.09.689) 048

Owverall (I-squared = 1.0%, P= 0.435)

HOTE: Weights are from random effects analysis

123(1.06 143)  100.00

T

09 1

T
111

*Unadjusted OR (obtained from previous publication), *Unadjusted OR (calculated via a 2 by 2 table)

Figure 2

(Continued)

Specific cardiac malformations

Table 3 presents the specific cardiac malformations re-
ported. Compared with women not exposed to paroxe-
tine, the use of paroxetine was associated with an
increased risk of bulbus cordis anomalies and anomalies

598 / 81:4 / Br]Clin Pharmacol

of cardiac septal closure (pooled OR 1.42, 95% Cl 1.07,
1.89; n = 8 studies), atrial septal defects (pooled OR
2.38,95% Cl 1.14, 4.97; n = 4 studies) and right ventricular
outflow track obstruction defects (pooled OR 2.29, 95%
Cl 1.06, 4.93; n = 4 studies). One study reported the risk



Paroxetine use during pregnancy increases cardiac defects in offspring

Table 2

Sub-analyses of major malformations and cardiac malformations

Major malformations (all/aggregate)

Cardiac malformations (all/aggregate)

Effect size
Pooled
OR (95% CI)

Effect size
Pooled
OR (95% CI)

Comparison group

Between-sample
l}ete rogeneity
1" (P value)

Between-sample
P;eterogeneity
I” (P value)

Number
of studies

Number
of studies

Unexposed to paroxetine
(unadjusted or adjusted ORs combined)

Unexposed to paroxetine (adjusted ORs only)

Unexposed to SSRIs
(unadjusted or adjusted ORs combined)

Unexposed to SSRIs (adjusted ORs only)

Unexposed to any antidepressants
(unadjusted or adjusted ORs combined)

Unexposed to any antidepressants
(adjusted ORs only)

Exposed to antidepressants other than paroxetine

Diagnosed with depression and/or anxiety
(exposed or unexposed to an antidepressant
other than paroxetine)

Diagnosed with depression and/or anxiety but
not exposed to any antidepressant

Addition of data from abstracts
and unpublished studies

Case-control
Cohort

North America
Europe
Australia

More than one continent

Less than 1 year of age
Up to 1 year or beyond
Not specified

Administrative/claims database

Prescription database
and/or linked to birth registry

Clinic/surveillance and/or link to registries

Teratogen information services

Studies excluded chromosomal
and/or genetic defects

Studies excluded or adjusted for the
use of teratogenic drugs

Adjusted for maternal chronic diseases

Adjusted for depression or used a
cohort of depressed pregnant women

At least 30 days before to end of first trimester

Not specified

10
14

1.23(1.10, 1.38)

1.26(1.11, 1.43)
1.19(1.06, 1.34)

1.21(1.06, 1.38)
1.19(1.05, 1.35)

1.21(1.03, 1.43)

1.66(1.09, 2.53)
1.28(0.74,2.22)

1.8% (0.431)

0.0% (0.615)
0.0% (0.722)

0.0% (0.936)
0.0% (0.578)

17.5% (0.300)

30.9% (0.229)
81.4% (0.005)

Addition of other data

1.26(1.11, 1.42)

Study design
1.42 (1.05, 1.91)
1.21(1.06, 1.38)

16.2% (0.260)

0.0% (0.879)
15.2% (0.295)

Where study took place

1.28(1.04, 1.58)
1.19(1.01, 1.41)

21.1% (0.262)
0.0% (0.946)

Time to malformation ascertainment

1.69(1.22,2.3)
1.27 (1,01, 1.61)
1.41(0.99, 1.31)
Data source
1.39(0.78, 2.49)
1.21(0.96, 1.30)

1.49(1.05, 2.12)
1.50(0.99, 2.26)

0.0% (0.532)
10.5% (0.346)
0.0% (0.800)

61.1% (0.077)
0.0% (0.804)

0.0% (0.901)
37.9% (0.200)

Inclusions and exclusions

1.28(1.05, 1.55)

1.23(1.01,1.52)

21.5% (0.277)

20.0% (0.283)

Covariates adjustments

1.25(1.01, 1.54)
1.26 (0.95, 1.69)

32.9% (0.189)
45.3% (0.120)

Definition of first trimester exposure

1.15(1.00, 1.33)
1.27(0.98, 1.63)

0.0% (0.681)
17.7% (0.302)

13
17

13

21

1.28(1.11,1.47)

1.35(1.23, 1.62)
1.27(1.10, 1.47)

.36 (1.09, 1.56)
.23(1.06, 1.43)

.27 (1.03, 1.56)

1.44(0.81, 2.54)
.33(0.87,1.71)

.20(0.69, 2.08)

.27 (1.10, 1.46)

.51(1.01,2.17)
.23(1.01, 1.45)

.23(1.01, 1.5)
.40 (1.06, 1.84)

.6(0.69, 3.79)

.04 (0.84, 1.29)
.10 (0.66, 1.86)
.51(1.22,1.87)

.00 (0.79, 1.25)
46 (1.13, 1.89)

48(1.02,2.17)
.62 (1.21, 2.32)

.25(0.93,1.68)

.18(0.94,1.48)

.16 (0.97,1.38)
.25(0.93, 1.67)

.49 (1.20, 1.85)
.50 (1.08, 2.09)

0.0% (0.653)

8.5% (0.361)
0.0% (0.596)

21.2% (0.241)
1.0% (0.436)

27.1% (0.212)
0.0% (0.925)

38.4% (0.181)

73.1% (0.051)

0.0% (0.585)

0.0% (0.972)
0.0% (0.449)

8.0% (0.369)
0.0% (0.808)

16.2% (0.275)

0.0% (0.438)
50.7% (0.07)
0.0% (0.895)

0.0% (0.491)
0.0% (0.884)

0.0% (0.846)
0.0% (0.646)

43.8% (0.113)

14.0% (0.320)

0.0% (0.476)
27.5% (0.229)

0.0% (0.958)
0.0% (0.623)

OR odds ratio; 95% Cl 95% confidence interval.
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Table 3

Meta-analysis of specific cardiac malformations

Number of studies Effect sizePooled OR (95% Cl) I? (P value)
Specific cardiac defects
Bulbus cordis anomalies and anomalies of cardiac septal closure 8 1.42 (1.07, 1.89) 0.0% (0.756)
Ventricular septal defect 5 1.26 (0.69, 2.32) 59.1% (0.044)
Atrial septal defect 4 2.38(1.14,4.97) 65.8% (0.032)
Ventricular and atrial septal defects combined 1 1.37 (0.96, 1.95)
Other cardiac defects/other congenital anomalies of heart 4 1.28(0.96, 1.69) 0.0% (0.254)
Left ventricular outflow tract obstruction 2 1.00(0.38, 2.61) 0.0% (0.387)
Right ventricular outflow tract obstruction 4 2.29(1.06, 4.93) 81.0% (0.001)
Conotruncal heart defects including tetralogy of Fallot, 3 1.77 (0.96, 3.26) 0.0% (0.875)
interrupted aortic arch, ventricular septal defect and persistent truncus arteriosus

OR, odds ratio; 95% Cl, 95% confidence interval.

of pulmonary valve defect (unadjusted OR 1.84, 95% Cl
0.75, 4.54) [48], left-sided defects (adjusted OR 2.1, 95%
Cl 0.5, 8.7) [30] and the risk of other anomalies of the pe-
ripheral vascular system (unadjusted OR 2.91, 95% Cl
1.82, 4.65) [48]. There was higher heterogeneity between
studies with the reporting of specific individual cardiac
outcomes.

Impact of study design, methodology and
adjustment for indication bias

Study designs, inclusion and exclusion criteria, exposure
time window definitions, duration/time period of malfor-
mation ascertainment, adjustment for confounders
including the indication and whether abstracts without
full length paper data were considered had minimal
impact on the pooled estimates (Table 2). Paroxetine
use during the first trimester of pregnancy was always
increasing the risk of malformations and cardiac
malformations specifically.

Publication bias

A publication bias was present in the meta-analysis on the
risk of major congenital malformations (n = 16 studies)
(Supplementary file S3) and cardiac malformations (n = 19
studies). We performed an adjustment for publication bias
using the trim and filled method [47] which imputed four
theoretical missing estimates for major congenital
malformations and three for cardiac malformations. The
revised pooled, estimates taking into account publica-
tion bias, were pOO|Ed ORadjusted for publication bias 1.16
(95% Cl 1.01, 1.33) for major malformations and pooled
ORadjusted for publication bias 1-20 (95% ClI 1.05, 2.69) for cardiac
malformations, compared with the pooled ORs of 1.23
(major malformations) and 1.28 (cardiac malformations)
before adjustment. Publication bias of the eight studies
on bulbus cordis anomalies and anomalies of cardiac
septal closure was not present (Egger >0.05). The fit
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and trim method did not impute any hypothetical
‘missing’ studies for analyses on this specific defect.

Discussion

Main findings

Our systematic review and meta-analysis showed a 23%
increased risk of any major congenital malformations
and a 28% increased risk of major cardiac malformations
associated with paroxetine exposure during the first tri-
mester of pregnancy. This risk of major congenital
malformations increased to 42% when only case-control
studies were considered, to 69% in studies that followed
up infants for ascertaining outcomes less than 1 year af-
ter birth and to 49% when clinic or surveillance data were
linked to registry. The risk of major cardiac malformations
increased to 51% when only case-control studies were
considered and to 62% when teratogen information ser-
vices were used as a data source. The use of paroxetine
during the first trimester of pregnancy was associated
with a two-fold increased risk of atrial septal defects
and right ventricular outflow tract obstruction compared
with non-use of SSRIs during pregnancy. Although there
was a clear overall increase in the risk of major and car-
diac malformations overall, these findings highlight the
influence of different aspects of the study design, the
data source used, and the exposure and outcome time
window of ascertainment when studying the use of anti-
depressant drugs during pregnancy and the risk of major
congenital malformations.

The risk of any major malformations or cardiac
malformations differs according to the comparison
group used. In our meta-analysis, the highest risk esti-
mates were obtained when the comparator included
women exposed to a non-paroxetine antidepressant,
hence women who might be treated with other SSRIs
or other antidepressants. These studies are therefore
adjusting for the indication per design. The most used
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comparison group included women unexposed to any
antidepressant. Although choice of comparator group
varied the risk estimate, it remains that there was a gen-
eral trend towards increase in risk.

Comparison with existing reviews

The increases in the risk of major and cardiac
malformations in this meta-analysis coincide with earlier
meta-analyses. Indeed, initial meta-analyses conducted
in 2007 and 2010 [38, 63], reported pooled risk estimates
for cardiac malformations of 1.72 (95% Cl, 1.22, 2.42) [63]
and 1.46 (95% Cl 1.17, 1.82) [38]. The most recent meta-
analysis conducted by Myles et al. [40] estimated the risk
of cardiac malformations in association with paroxetine
use during pregnancy to be 1.44 (95% Cl 1.12, 1.86).
Our meta-analysis included subsequently published
studies with significantly larger population sizes, with
data originating from different countries such as the UK
and Australia [16, 42, 48, 50]. The 28% increased risk of
major cardiac malformations in our meta-analysis is con-
cordant with the 44% increased risk of major cardiac
malformations following paroxetine use obtained from
a previous meta-analysis [40]. The adjustment for publi-
cation bias did not change our conclusion on the risk of
any major congenital malformations and major cardiac
malformations.

Effect of methodological parameters on risk
estimates

Restricting findings according to different data sources
showed higher risk estimates in studies using teratogen
information services, and lower estimates in studies
using administrative and claims data sources, which is
important in interpreting findings from studies. Potential
bias from information services may exist, as mothers who
feel the need to call and enquire may be more likely to be
at higher risk than those who have no concerns. In addi-
tion there is a risk of recall bias. Many of the claims data-
bases estimated the start of the first trimester and
subsequent exposure by using algorithms based on the
delivery date to backdate to time of conception, poten-
tially leading to exposure misclassification. Indeed, this
is not as accurate as using ultrasound and the date of
the last menstrual period, which is used in sources linked
to registries and hospital records [28]. In addition, the risk
was lower in the pooled estimate of studies that reported
time to ascertainment of defect to be less than 1 year.
This factor is particularly important in defects such as
atrial septal defects, which can remain undetected until
later on in life.

Previous literature emphasizes the need to correct for
confounding by indication (i.e. to separate the effects of
depression from the potential effect of paroxetine). In or-
der to address the potential confounding by indication
(effect of depression on the risk estimates), we restricted
our analyses to include studies that used women
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diagnosed with depression and/or anxiety in their com-
parison group. This was further limited to include studies
with depressed women unexposed to any antidepres-
sant in the comparison group. Although this had an im-
pact on the estimates, it did not change the overall
finding of an increased risk. This can be explained by
the fact that the majority of studies already adjust for
maternal depression in their multivariate analyses.

Clinical implications

In practice, the main question that physicians are faced
with when treating depressed women during pregnancy
is whether the risk to the fetus after continuing antide-
pressant therapy, such as paroxetine, is lower or greater
than the risk associated with the depression itself or to
the risk from other similar treatments (other SSRIs or an-
tidepressants). Due to changes in metabolism during
pregnancy, SSRIs are often cleared from the body at a
faster rate and hence the concentration of paroxetine
in the blood may be reduced to below the therapeutic
optimum [64, 65]. In addition, given that pregnant
women usually decrease or maintain pre-pregnancy dos-
age during gestation, it is hypothesized that antidepres-
sants, and paroxetine specifically, put mothers and
unborn children at greater risks, which is highlighted in
this meta-analysis.

Strengthens and limitations

We carried out several sub-analyses in order to con-
sider different aspects of study designs and data
sources that may influence study results. Although var-
iations in estimates were seen depending on the pop-
ulations, study designs and comparator groups, it
remained that there was a constant trend in showing
an increasing risk of major malformation and cardiac
malformations. We also performed a sub-analysis,
which used only adjusted estimates, as malformations
have several risk factors. However, some prevalence
of specific defects are small and thus are more difficult
to study, partly explaining why they are less likely to
be reported in individual studies.

Conclusions

Paroxetine is associated with a significantly increased risk
of major malformations, and cardiac malformations spe-
cifically cardiac septal and atrial septal defects, and right
ventricular outflow tract obstruction. Studies consisting
of a depressed cohort or comparing paroxetine exposure
to clinically depressed unexposed pregnant women
showed similar risk estimates. Few studies controlled
for indication by using depressed non-treated women
in the comparison group but the majority took into ac-
count maternal depression in the multivariate analyses.
Our meta-analysis is novel because it includes up to date
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findings, and mostly because it has studied the effect of
methodological choices on the reported outcome and
adjusted pooled estimates for publication bias. Given
the increased metabolism during gestation and thus
the decrease of benefit at comparable dosage, it is
believed that paroxetine bears more risks than benefits
when used during organogenesis. The baseline risk of
major malformations is 3% and of cardiac malformations
is 1%. However, given that the benefit of using these
medications during pregnancy is debatable, any increase
in risk is significant. Hence, regardless of the size of the
risk, it is essential to disseminate these findings given
that they should be used to change practice and impact
appropriate antidepressant use during pregnancy.
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