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very few months, it seems as if still
Eanother study appears in the litera-

ture linking fetal exposure to selec-
tive serotonin reuptake inhibitors (SSRIs)
with an adverse outcome, such as in-
creased risk for a particular congenital
malformation or some other ill effect. De-
spite many studies that have examined a
potential association between
risk for malformations and
prenatal SSRI exposure, a ma-
jor indication that an agent is
a teratogen is consistency of
the finding across studies,
which has not been the case
with SSRIs.

On the other hand, studies
indicating that babies whose
mothers use SSRIs during
pregnancy might have symp-
toms of transient jitteriness
for a period following birth
(neonatal adaptation syndrome) have
been more consistent — and this is gen-
erally accepted as a real risk following
about 20%-25% of deliveries. Other ma-
jor concerns raised about fetal exposure
to SSRIs have not been supported by sys-
tematic scientific investigation.

Clinicians may then wonder why we are
seeing an increasing number of reports of
potential adverse outcomes associated
with SSRI treatment during pregnancy.
One reason is that technology has afford-
ed us the ability to gather information
from large administrative databases (such
as Medicaid or large health maintenance
organizations) about prescriptions written
during pregnancy and a variety of obstet-
rical and neonatal outcomes data. Con-
clusions about a teratogenic outcome or
adverse perinatal outcome are only as re-
liable as the quality of the data from
which the conclusions are derived and, un-
fortunately, some of the data from these
databases have been profoundly lacking.

In still another study using such data,
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published online in Archives of General
Psychiatry in July, investigators from
Kaiser Permanente Northern California
reported an association between an in-
creased risk for autism spectrum disor-
ders (ASDs) in children and maternal
SSRI use during pregnancy (doi:10.1001/
archgenpsychiatry.2011.73).

The population-based case-
control study used medical
records of 298 children diag-
nosed with an ASD (autism,
Asperger’s syndrome, or per-
vasive developmental disorder
not otherwise specified) and
1,507 children without an ASD
diagnosis born within the
Kaiser Permanente system in
northern California between
1995 and 1999. The results sug-
gested a greater risk of an ASD
among children exposed to an
SSRIin utero, compared with nonexposed
children: The mothers of 6.7% of children
with ASD (20 children) had been pre-
scribed at least one antidepressant (most-
ly SSRIs) during the year before the child
was born, compared with the mothers of
3.3 % of controls (50 children).

After a purported adjustment for ma-
ternal age and other possible confounding
factors, maternal use of an SSRI during
the year before delivery was associated
with a twofold increased risk of an ASD;
treatment during the first trimester was as-
sociated with almost a fourfold increased
risk. Among the children whose mothers
had a history of mental health treatment
but did not take SSRIs, the risk of ASD was
not increased.

This study has received considerable
attention from the media and medical
bloggers, and it has led to substantial con-
cern among patients and clinicians strug-
gling to understand the results. Most con-
cerning about this type of report is the
alarm that is frequently elicited when pa-

tients with an incomplete understanding of
the relevant data available regarding a com-
pound learn about a new finding that im-
plies risk, even when such a finding derives
from an analysis with great limitations.

As an example, after hearing about the
study results, we were contacted by a pa-
tient treated with a moderate dose of an
SSRI for a history of anxiety disorder, in-
cluding during two pregnancies with
healthy outcomes, with a question as to
whether she should continue an IVF cy-
cle. She asked whether she should com-
plete the procedure because she was con-
cerned about the study results. We
referred her to some of the many articles
and blogs that have attempted to qualify
the findings, including our own hospital’s
blog at www.womensmentalhealth.org
/ posts/autism-spectrum-disorders-and-
ssris.

We should keep in mind that this was a
case-control study with a very small num-
ber of SSRI exposures in both the autism
and control groups. So not only was the
study limited by a small sample, but it also
failed to adequately take into account
exposure to illness during pregnancy as a
variable. Another limitation was the
failure to confirm actual ingestion of the
drug by women who were prescribed an
antidepressant.

While the investigators point out that an
effort was made to adjust for the effects of
underlying disease that led to treatment,
it is hard to imagine how that was possi-
ble given the sparse data available to them.
There was no measure of psychiatric dis-
order during pregnancy — or the severity
of psychiatric disorder in the past — a crit-
ical issue because of the literature sug-
gesting that exposure to stress and psy-
chiatric disorder during pregnancy may
drive adverse neonatal outcomes.

Multiple studies published over the past
decade indicate that ASD is a highly heri-
table illness. Genetic factors clearly play an
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important role, and family history of psy-
chiatric disorder is a major risk factor for
ASD. Other studies have suggested a
multifactorial model that includes envi-
ronmental and genetic factors as possible
causative factors.

Therefore, while the authors suggest
that SSRI exposure may contribute to risk
for ASD, they have failed to adequately or
accurately quantify one of the strongest,
most well-established risk factors for ASD,
namely family or personal history of psy-
chiatric disorder. One can hypothesize
that women with a more severe underly-
ing psychiatric disorder would be using an-
tidepressants during pregnancy, given the
high threshold for using these medicines
or any other medicines during pregnancy.

Opportunities to refine our under-
standing of clinical questions with major
public health implications are always wel-
come. But one does have to wonder about
the value of these analyses, when the
quality of data in the studies is of ques-
tionable reliability.

Clearly, decisions regarding use of any
medication, including psychotropics,
have to be made on a case-by-case basis.
But at least some of these new findings
tend to complicate, if not obscure, the
most thoughtful clinical path as patients
struggle to understand frequently con-
flicting data in the literature about SSRIs,
which are frequently prescribed during
pregnancy. Perhaps clinicians then
should consider this latest study as a
very preliminary report with findings
that are far from definitive until we have
better prospectively ascertained data re-
garding the longer-term behavioral se-
quelae of fetal exposure to SSRIs. |

DR. COHEN directs the perinatal psychiatry
program at Massachusetts General Hospital,
Boston.He has been a consultant to
manufacturers of SSRIs. To comment,
e-mail him at obnews(@elsevier.com.

Rise in Postpartum Strokes Linked to Heart Disease, HT

BY HEIDI SPLETE
FROM STROKE

he rate of any type of preg-

nancy-related hospitaliza-
tion for stroke in the United
States increased from approxi-
mately 4,000 in 1994-1995 to
about 6,000 in 2006-2007, based
on data from a nationwide sam-
ple of more than 64 million preg-
nant women.

This 54% increase can be ex-
plained largely by postpartum
hospitalizations in women with
heart disease or hypertensive dis-
orders, said Dr. Elena V. Kuklina
and her associates at the Centers
for Disease Control and Preven-
tion in Atlanta.

The researchers compared
ICD-9 code data from 1994 to

1995 with data from 2006 to
2007. Types of stroke included
cerebral venous thrombosis, he-
morrhagic, ischemic, subarach-
noid, transient ischemic attack,
and unspecified (Stroke 2011 ]
[doi:10.1161/strokeaha.110.
610592]). Overall, hypertensive
disorders were present in 11%,
23%, and 28% of prenatal, deliv-
ery, and postpartum hospitaliza-
tions, respectively, in 1994-1995,
and these numbers increased to
17%, 29%, and 41% in 2006-2007.
Only the increase in postpartum
hospitalizations for stroke was
statistically significant.

Heart disease was a complica-
tion in pregnancy-related hospi-
talizations for stroke in 16% of
prenatal hospitalizations, 8% of
delivery hospitalizations, and 9%

2006-2007.
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women nationwide.

Major Finding: Pregnancy-related hospitalizations for stroke
in the United States increased by 54% from 1994-1995 to

Data Source: A review of ICD-9 code data from 64,023,525
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of postpartum hospitalizations
in 1994-1995, whereas that was
the case in 16%, 8%, and 12% of
the hospitalizations, respectively,
in 2006-2007.

The rate of any stroke per
1,000 deliveries increased signifi-
cantly for prenatal hospitaliza-
tions and postpartum hospital-
izations between the two time
periods (from 0.15 to 0.22 and
from 0.12 to 0.22, respectively).
However, the rate of any stroke

during delivery hospitalizations
remained unchanged at 0.27.

After adjustiment for con-
founding variables, patients who
were hospitalized with hyper-
tensive disorders during preg-
nancy, during delivery, and post
partum were 1.8, 5.6, and 3.5
times more likely, respectively, to
have indications of stroke, com-
pared with patients without hy-
pertensive disorders, the re-
searchers noted.

In addition, patients who were
hospitalized with heart disease
during the prenatal period and
the delivery period were, respec-
tively, 9.4 times as likely and 5.4
times as likely to have indications
of stroke.

The current recommendations
from the American Heart Asso-
ciation and the American Stroke
Association for managing preg-
nant women with a history of
noncardioembolic stroke or at
risk of cardioembolic stroke in-
clude treatment with anticoagu-
lant therapy in the form of un-
fractionated = heparin or
low-molecular-weight heparin
until week 13, followed by low
dose aspirin for the rest of the
pregnancy (Stroke 2011;42:227-
76). |



