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Multiple articles over the past sev-
eral years have cited perinatal

symptoms in newborns whose mothers
were taking an antidepressant late in
pregnancy, including transient restless-
ness, jitteriness, tremulousness, and dif-
ficulty feeding. 

There have now been enough re-
ports to suggest that certain vulnerable
children or subgroups of newborns
who were exposed in utero may be at
a slightly increased risk for this syn-
drome. Indeed, last year the Food and
Drug Administration re-
quired the addition of re-
lated information to the
labels of SSRIs and SNRIs.

The results of a recent
study of 93 cases world-
wide (including 64 associ-
ated with paroxetine)
from a World Health Or-
ganization adverse event
reporting database do not
represent new findings.
The reports include de-
scriptions of nervousness,
agitation, abnormal cry-
ing, and tremors, which the authors
consider a “signal” for perinatal or
neonatal toxicity. The study also refers
to 11 reports of neonatal convulsions
and 2 reports of grand mal seizures,
with no further description of the cas-
es (Lancet 2005;365:482-7).

Although the report of neonatal con-
vulsions is relatively new, the study itself
has several notable limitations. It is dif-
ficult to interpret these results because
they are from a spontaneous adverse
event reporting system, where typically
adverse outcomes are overreported and
do not provide adequate information on
when the drug was used, the duration
of illness, or whether the woman was
depressed during pregnancy. And the ab-
sence of a controlled sample makes it
difficult to estimate the incidence of
this type of problem, which likely is very
low, considering the wide use of these
medications among reproductive age
women. Moreover, depression in the
mother has been associated with many
of the newborn symptoms reported. 

The use of the term “withdrawal”
syndrome is a dicey clinical call at best.
Based on what we know about the ki-
netics and placental passage of these
medications, certainly what we’re see-
ing is not acute withdrawal, like we see
with heroin or methadone use during
pregnancy. The main metabolites of
the drugs remain in the baby’s circula-
tion for at least days to weeks, so to see
something so early and so transient,
even for paroxetine (which has a short-
er half-life than the other SSRIs), is not
consistent with the pharmacokinetics
of the compounds being described.

I don’t disagree with these findings.
Acknowledging the probable biases in-
volved with collecting and reporting
these cases, the report provides anoth-
er data set that calls attention to the pos-

sibility of some type of perinatal syn-
drome associated with SSRI exposure
later in pregnancy, which may not nec-
essarily be a causal relationship. The au-
thors suggest their findings are more of
a “signal” that a problem may exist,
rather than a definitive causal link.

When considered with other case se-
ries in the literature, this study may in-
dicate the potential risk for some type of
perinatal syndrome associated with the
use of these medications, particularly
around the acute peripartum period.

What is of concern,
however, is the impact
this report may have on
appropriate prescribing of
these drugs to pregnant
women, and that pa-
tients, as well as physi-
cians, will uniformly and
arbitrarily avoid these
drugs during pregnancy.

The article falls pro-
foundly short in terms of
helping the clinician.
While the results indicate
that more vigilance is

necessary during the peripartum period
in cases of SSRI use, the data do not im-
ply that any particular SSRI should be
avoided in women of reproductive age.
The authors conclude that the signal is
stronger for paroxetine, which they say
should either not be used during preg-
nancy or used at the lowest effective
dose. I certainly would not rule out us-
ing paroxetine in women of reproduc-
tive age on the basis of this report, with
the possible exception of a woman with
immediate plans to become pregnant or
a woman with recurrent disease.

A reduction in the appropriate use of
these drugs in depressed pregnant
women would be a serious problem be-
cause relapse of recurrent depression
during pregnancy is exceedingly com-
mon, and depression during pregnancy
is the strongest predictor of risk for
postpartum depression. Reducing the
dose or discontinuing the antidepres-
sant around the time of labor and de-
livery increases the risk of relapse, al-
though some women may tolerate this
approach, particularly if the drug is re-
instituted immediately post partum.

Physicians should remain vigilant
and carefully plan their treatment ap-
proach. The data in this study may, in
fact, be a signal that a problem exists.
But a signal should be some kind of
beacon that guides the clinician. In this
particular case, we have more fog ob-
scuring any type of guidance for the
clinician than we have clarification of
an already complicated situation.
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International reports of withdrawal
symptoms in 93 newborns whose
mothers had taken selective serotonin

reuptake inhibitors during pregnancy raise
concerns about a possible causal relation-
ship between such symptoms and drugs in
this class, particularly paroxetine, accord-
ing to authors of a study that identified
these cases.

Nearly two-thirds (64) of these cases
were seen in babies whose mothers had
taken paroxetine (Paxil), which the au-
thors concluded should not be used in
pregnancy, “or, if used, should be given at
the lowest effective dose.” 

The use of other SSRIs “should be care-
fully monitored and new cases promptly
communicated to the pharmacovigilance
systems,” wrote Emilio Sanz, M.D., pro-
fessor of clinical pharmacology at the Uni-
versity of La Laguna (Spain), and associ-
ates (Lancet 2005;365:482-7). 

When asked to comment on the study,
two experts on drug therapy during preg-
nancy disagreed with the authors’ con-
clusions, which they said fail to balance the
risks and benefits of these drugs in preg-
nant women with depression.

Gideon Koren, M.D., director of the
Motherisk Program, a teratogen informa-
tion service at the Hospital for Sick Chil-
dren, Toronto, said that while the identifi-
cation of these cases in an international
database was commendable, he took issue
with the conclusion that paroxetine should
not be used in pregnancy. This recom-
mendation is not based on an appropriate
risk-benefit analysis, he said, and it does not
take into account the increased risk of ma-
ternal morbidity associated with untreat-
ed maternal depression—the strongest pre-
dictor of postpartum depression.

Moreover, the authors fail to take into
account a study published last year, which
found that in a large Swedish database, the
association between paroxetine and these
symptoms was no greater than with oth-
er SSRIs, added Dr. Koren, who said he has
no financial ties to manufacturers of anti-
depressants.

He noted that neonatal withdrawal
symptoms are self-limited and that the
syndrome has “a very benign course,”
which also was not discussed by the au-
thors. He and his associates at Motherisk
have conducted many prospective case-
control studies on the effects of different
drugs in pregnancy. One of the studies,
published in 2002, found a significantly
higher rate of neonatal withdrawal symp-
toms in newborns exposed to paroxetine
in the third trimester, compared with un-
exposed controls. 

Lee Cohen, M.D., director of the peri-
natal psychiatry program at Massachu-
setts General Hospital, Boston, empha-
sized that while an appropriate level of
vigilance is warranted in neonates who
have been exposed to SSRIs in the third
trimester, the cases in the study represent
spontaneous reports, not controlled data. 

They are “not a clap of thunder” but
represent another data set that is starting
to suggest that there is some association
between SSRI exposure and risk for peri-
natal syndrome, Dr. Cohen said in an in-
terview. 

What complicates the situation is that
use of these drugs in the general popula-
tion and in pregnant women is significant,
but the incidence of these symptoms is
probably extremely small. There are no
controlled data available that can be used
to reliably estimate the prevalence of these
symptoms in pregnant women on antide-
pressants, added Dr. Cohen, who is a con-
sultant to manufacturers of several anti-
depressants.

What concerns him most, Dr. Cohen
said, is that the study could not only lead
to a reduction in antidepressant use dur-
ing the peripartum period, but could affect
a woman’s willingness to take medication
she may need at other points during preg-
nancy. The study also could affect the clin-
icians’ willingness to prescribe therapy
when needed during pregnancy. 

The study, published last month, in-
volved a search for reports of cases in the
WHO adverse drug reaction database,
where spontaneous reports of suspected
adverse drug reactions are sent from cen-
ters in 81 countries. The first case, which
was associated with fluoxetine, was re-
ported in 1995. As of November 2003, 93
suspected cases of SSRI-associated neona-
tal withdrawal syndrome had been re-
ported. In 73 of those cases, no concomi-
tant medications were reported or the
concomitant medications were thought to
be unrelated to the symptoms.

For 10 of the remaining 20 cases, an as-
sociation with the SSRIs was considered
“doubtful,” because of the concomitant use
of medications that included antipsychotics
or other drugs for which an association
with neonatal withdrawal symptoms have
not been clearly established. Another 10
were considered as “probably not” associ-
ated with SSRIs, because concomitant med-
ications included drugs like opioids or tri-
cyclics, according to the authors. 

The most common neurological symp-
toms reported were nervousness, abnor-
mal crying, tremors, and hypertonia. Oth-
er symptoms included digestive symptoms
(vomiting, feeding disorders, or diarrhea),
and respiratory symptoms (including two
cases of respiratory depression). There
were 13 cases of neonatal convulsions—
11 listed as neonatal convulsions and 2 as
grand mal convulsions.

Of the 93 cases, 64 were associated with
exposure to paroxetine, followed by 14 as-
sociated with fluoxetine (Prozac), 9 with
sertraline (Zoloft), and 7 with citalopram
(Celexa). Information on doses and dura-
tion of treatment during pregnancy were
reported in a minority of cases.

A spokesperson for Paxil manufacturer
GlaxoSmithKline said the company had no
statement on the Lancet report but point-
ed out that the FDA required this label
change for all SSRIs and selective norepi-
nephrine reuptake inhibitors (SNRIs). ■
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