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SSRI Use Tied to Reports of Neonatal Withdrawal Symptoms
B Y  E L I Z A B E T H

M E C H C AT I E

Senior Writer

International reports of with-
drawal symptoms in 93 new-

borns whose mothers had taken
selective serotonin reuptake in-
hibitors during pregnancy raise
concerns about a possible causal
relationship between such symp-
toms and drugs in this class, par-
ticularly paroxetine, according 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 authors con-
cluded should not be used in
pregnancy, “or, if used, should
be given at the lowest effective
dose.” 

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

When asked to comment on
the study, two experts on drug
therapy during pregnancy dis-
agreed with the authors’ conclu-
sions, which they said fail to bal-
ance the risks and benefits of
these drugs in pregnant women
with depression.

Gideon Koren, M.D., director
of the Motherisk Program, a ter-
atogen information service at the

Hospital for Sick Children,
Toronto, said that while the iden-
tification of these cases in an in-
ternational database was com-
mendable, he took issue with
the conclusion that paroxetine
should not be used in pregnancy.
This recommendation is not
based on an appropriate risk-ben-
efit analysis, he said, and it does
not take into account the in-
creased risk of maternal mor-
bidity associated with untreated
maternal depression, which is
the strongest predictor of post-
partum depression.

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

He noted that neonatal with-
drawal symptoms are self-limited
and that the syndrome has “a
very benign course,” which also
was not discussed by the authors.
He and his associates at Moth-
erisk have conducted many
prospective case-control studies
on the effects of different drugs
in pregnancy. One of the studies,
published in 2002, found a signif-
icantly higher rate of neonatal
withdrawal symptoms in new-
borns exposed to paroxetine in
the third trimester, compared
with unexposed controls. 

Lee Cohen, M.D., director of

the perinatal psychiatry program
at Massachusetts General Hospi-
tal, Boston, emphasized that
while an appropriate level of vig-
ilance 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 thun-
der” but represent another data
set that is starting to suggest that
there is some association be-
tween SSRI exposure and risk for
perinatal syndrome, Dr. Cohen
said in an interview. 

What complicates the situa-
tion is that use of these drugs in
the general population and in
pregnant women is significant,
but the incidence of these symp-
toms is probably extremely small.
There are no controlled data
available that can be used to reli-
ably estimate the prevalence of
these symptoms in pregnant
women on antidepressants,
added Dr. Cohen, who is a con-
sultant to manufacturers of sev-
eral antidepressants.

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

The study, published last

month, involved a search for re-
ports of cases in the WHO ad-
verse drug reaction database,
where spontaneous reports of
suspected adverse drug reactions
are sent from centers in 81 coun-
tries. The first case, which was as-
sociated with fluoxetine, was re-
ported in 1995. As of November
2003, 93 suspected cases of SSRI-
associated neonatal withdrawal
syndrome had been reported. 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 cas-
es, an association with the SSRIs
was considered “doubtful,” be-
cause of the concomitant use of
medications that included an-
tipsychotics or other drugs for
which an association with neona-
tal withdrawal symptoms have
not been clearly established. An-
other 10 were considered as
“probably not” associated with
SSRIs, because concomitant
medications included drugs like
opioids or tricyclics, according to
the authors. 

The most common neurolog-
ical symptoms reported were
nervousness, abnormal crying,
tremors, and hypertonia. Other
symptoms included digestive
symptoms (vomiting, feeding dis-
orders, or diarrhea), and respira-
tory symptoms (including two
cases of respiratory depression).
There were 13 cases of neonatal
convulsions—11 listed as neona-

tal convulsions and 2 as grand
mal convulsions.

Of the 93 cases, 64 were asso-
ciated with exposure to paroxe-
tine, followed by 14 associated
with fluoxetine (Prozac), 9 with
sertraline (Zoloft), and 7 with
citalopram (Celexa). Informa-
tion on doses and duration of
treatment during pregnancy
were reported in a minority of
cases.

The pharmacokinetic differ-
ences between SSRIs “could part-
ly explain their different with-
drawal effects,” they said.

For about a decade, there have
been reports of withdrawal
symptoms in newborns exposed
in the third trimester to SSRIs.
Symptoms have included irri-
tability, abnormal crying, and dif-
ficulty feeding.

Acknowledging these reports,
the Food and Drug Administra-
tion last year required manufac-
turers to add information to the
labels of SSRIs and selective nor-
epinephrine reuptake inhibitors
(SNRIs), such as venlafaxine, on
clinical findings in newborns ex-
posed to these drugs late in the
third trimester, including respira-
tory distress, jitteriness, irritabili-
ty, hypoglycemia, feeding diffi-
culties, and constant crying.

A spokesperson for Paxil man-
ufacturer GlaxoSmithKline said
the company had no statement
on the Lancet report but pointed
out that the FDA required this la-
bel change for all SSRIs and
SNRIs. ■

Pediatric SSRI Use Means Intense Monitoring
B Y  S H E R RY  B O S C H E R T

San Francisco Bureau

S A N D I E G O —  Vigilantly monitor de-
pressed children and adolescents during
the first month of selective serotonin re-
uptake inhibitor therapy—especially dur-
ing the first 10 days, David Sack, M.D.,
said at a psychopharmacology congress
sponsored by the Neuroscience Education
Institute. 

See the patient face-to-face at least
weekly during that first month, and make
sure that someone is monitoring the pa-
tient between visits. “It isn’t enough to be-
gin monitoring them when they show up
at the office” for follow-up, said Dr. Sack
of White Plains, N.Y.

Selective serotonin reuptake inhibitors
(SSRIs) lack consistent data showing ef-
fectiveness in treating depression in chil-
dren and adolescents, and metaanalyses of
pediatric SSRI use show a slight but con-
sistently significant increased risk of sui-
cidal behavior with the drugs. The Food
and Drug Administration’s recent addition
of a black box warning to labeling for SS-
RIs notes the risks of antidepressants in
children.

An informal poll of several hundred
physicians at the meeting showed that
about half routinely schedule 1-week fol-
low-ups after starting SSRIs in depressed
children and adolescents. The first and sec-
ond weeks “are very high-risk periods. If
we’re going to treat children with SSRIs,
then we’re going to
have to modify the
way we follow them
up,” he said.

Studies of de-
pressed adults treated
with SSRIs suggest
that the risk of suici-
dal behavior is four
times higher in the
first 7 days, com-
pared with other times in the first 90 days.
In the first month of treatment, the risk of
suicidal behavior is three times higher
than in the following 60 days.

Vigilant monitoring during these high-
risk periods is a challenge for most med-
ical practices. “As hard as it is for a psychi-
atrist to maintain contact in the first week,
it’s even more difficult for many pediatric
practices,” Dr. Sack noted.

Front-office nurses or other personnel

may not have the knowledge to assess over
the phone whether a patient has had a
change in behavior. “We have a lot of
work to do in terms of our training and
understanding to make this a reality in
practice,” he said.

Patients with a history of prior suicide
attempt or previous
antidepressant ther-
apy failure are at in-
creased risk for sui-
cidal behavior on
SSRIs.

Before starting
SSRI therapy in a
child or adolescent,
rule out bipolar dis-
order as much as pos-

sible. Give verbal and written information
to families about the lack of consistent
benefit with SSRIs in depressed pediatric
patients and the apparent increase in risk
of suicidal ideation. Respect a family’s de-
cision if they refuse SSRI therapy for the
patient, Dr. Sack instructed.

Families should be told to contact the
physician’s office if they see changes sug-
gesting suicidal thinking or behavior.
“They need to know that changes in hope-

lessness or suicidal ideation are an emer-
gency,” he said.

The need to change dosages or drugs
should be a sentinel for increased risk, he
added. Pay special attention about 3-4
weeks after starting therapy, which is
when most switches occur.

Use the weekly visits and monitoring in
between to look for and respond to signs
of suicidality, and to avoid a lawsuit in the
event that something goes wrong, write
down everything done to monitor the pa-
tient, Dr. Sack said.

None of the pediatric trials individual-
ly showed an increased risk of suicidality.
Only when the data were pooled did that
risk emerge. Pooled estimates suggest up
to a doubling of risk for suicidal ideation
in children on SSRIs, compared with
placebo.

Only one out of five placebo-controlled
studies of SSRIs in children and adoles-
cents showed efficacy in treating depres-
sion, but that may be attributable to the
studies’ designs, Dr. Sack said. A separate
2004 study suggested that every 1% in-
crease in adolescent use of SSRIs for ma-
jor depression decreases the suicide rate by
0.23 per 100,000 adolescents. ■

See the patient face-to-
face at least weekly
during that first month,
and make sure that
someone is monitoring the
patient between visits.

Used Mac Distiller 4.0.x Job Options
This report was created automatically with help of the Adobe Acrobat Distiller addition "Distiller Secrets v1.0.5" from IMPRESSED GmbH.You can download this startup file for Distiller versions 4.0.5 and 5.0.x for free from http://www.impressed.de.GENERAL ----------------------------------------File Options:     Compatibility: PDF 1.2     Optimize For Fast Web View: Yes     Embed Thumbnails: No     Auto-Rotate Pages: Individually     Distill From Page: 1     Distill To Page: All Pages     Binding: Left     Resolution: [ 600 600 ] dpi     Paper Size: [ 855 1107 ] PointCOMPRESSION ----------------------------------------Color Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 150 dpi     Downsampling For Images Above: 225 dpi     Compression: Yes     Automatic Selection of Compression Type: Yes     JPEG Quality: Low     Bits Per Pixel: As Original BitGrayscale Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 150 dpi     Downsampling For Images Above: 225 dpi     Compression: Yes     Automatic Selection of Compression Type: Yes     JPEG Quality: Low     Bits Per Pixel: As Original BitMonochrome Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 300 dpi     Downsampling For Images Above: 450 dpi     Compression: Yes     Compression Type: CCITT     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>     Anti-Alias To Gray: No     Compress Text and Line Art: YesFONTS ----------------------------------------     Embed All Fonts: Yes     Subset Embedded Fonts: Yes     Subset When Percent Of Characters Used is Less: 100 %     When Embedding Fails: Warn and ContinueEmbedding:     Always Embed: [ ]     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]COLOR ----------------------------------------Color Management Policies:     Color Conversion Strategy: Convert All Colors to sRGB     Intent: DefaultWorking Spaces:     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain     RGB ICC Profile: sRGB IEC61966-2.1     CMYK ICC Profile: U.S. Web Coated (SWOP) v2Device-Dependent Data:     Preserve Overprint Settings: No     Preserve Under Color Removal and Black Generation: No     Transfer Functions: Preserve     Preserve Halftone Information: YesADVANCED ----------------------------------------Options:     Use Prologue.ps and Epilogue.ps: Yes     Allow PostScript File To Override Job Options: Yes     Preserve Level 2 copypage Semantics: Yes     Save Portable Job Ticket Inside PDF File: No     Illustrator Overprint Mode: Yes     Convert Gradients To Smooth Shades: Yes     ASCII Format: NoDocument Structuring Conventions (DSC):     Process DSC Comments: Yes     Log DSC Warnings: No     Resize Page and Center Artwork for EPS Files: Yes     Preserve EPS Information From DSC: No     Preserve OPI Comments: No     Preserve Document Information From DSC: NoOTHERS ----------------------------------------     Distiller Core Version: 4050     Use ZIP Compression: Yes     Deactivate Optimization: No     Image Memory: 524288 Byte     Anti-Alias Color Images: No     Anti-Alias Grayscale Images: No     Convert Images (< 257 Colors) To Indexed Color Space: Yes     sRGB ICC Profile: sRGB IEC61966-2.1END OF REPORT ----------------------------------------IMPRESSED GmbHBahrenfelder Chaussee 4922761 Hamburg, GermanyTel. +49 40 897189-0Fax +49 40 897189-71Email: info@impressed.deWeb: www.impressed.de

Adobe Acrobat Distiller 4.0.x Job Option File
<<     /ColorSettingsFile ()     /LockDistillerParams false     /DetectBlends true     /ParseDSCComments true     /DoThumbnails false     /AntiAliasMonoImages false     /MonoImageDownsampleType /Average     /MaxSubsetPct 100     /MonoImageFilter /CCITTFaxEncode     /GrayImageDownsampleType /Average     /GrayImageFilter /DCTEncode     /ColorImageDownsampleThreshold 1.5     /ColorConversionStrategy /sRGB     /CalGrayProfile (Adobe Gray - 20% Dot Gain)     /NeverEmbed [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]     /ColorImageResolution 150     /UsePrologue true     /ColorImageDepth -1     /sRGBProfile (sRGB IEC61966-2.1)     /PreserveOverprintSettings false     /CompatibilityLevel 1.2     /UCRandBGInfo /Remove     /EmitDSCWarnings false     /CreateJobTicket false     /DownsampleMonoImages true     /DownsampleColorImages true     /MonoImageDict << /Columns 32 /K -1 /Rows 8 >>     /ColorImageDownsampleType /Average     /GrayImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>     /CalCMYKProfile (U.S. Web Coated (SWOP) v2)     /MonoImageDepth -1     /PreserveEPSInfo false     /AutoFilterGrayImages true     /GrayACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>     /SubsetFonts true     /ColorImageFilter /DCTEncode     /AutoRotatePages /PageByPage     /ASCII85EncodePages false     /PreserveCopyPage true     /EncodeMonoImages true     /PreserveOPIComments false     /ColorImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>     /AntiAliasGrayImages false     /GrayImageDepth -1     /CannotEmbedFontPolicy /Warning     /EndPage -1     /TransferFunctionInfo /Preserve     /CalRGBProfile (sRGB IEC61966-2.1)     /EncodeColorImages true     /EncodeGrayImages true     /ColorACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>     /Optimize true     /ParseDSCCommentsForDocInfo false     /GrayImageDownsampleThreshold 1.5     /MonoImageDownsampleThreshold 1.5     /AutoPositionEPSFiles true     /MonoImageResolution 300     /GrayImageResolution 150     /AutoFilterColorImages true     /AlwaysEmbed [ ]     /ImageMemory 524288     /OPM 1     /DefaultRenderingIntent /Default     /EmbedAllFonts true     /StartPage 1     /DownsampleGrayImages true     /AntiAliasColorImages false     /ConvertImagesToIndexed true     /PreserveHalftoneInfo true     /CompressPages true     /Binding /Left>> setdistillerparams<<     /PageSize [ 576.0 792.0 ]     /HWResolution [ 600 600 ]>> setpagedevice


