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SSR|SAND CONGE ITAL DEFECIS

Spontaneous publishing and
academic miscarriages (SPAM)
In 1991, in iheweekthatlhe Food and Drut
AdministBlion held reg!latory hea'jnts on
nuoxetine ard suicide, the aM./ published
an artkle by Lilly employees exonerallng
fluoxetine, although the article showed a clear
increase in dskwith treatmef iand induded
!nderthe headlng of placebo a sukide that
had nothappen€d in lhe Endomised phase
ollh€ ttials.'r this likely played a pan in th€
way academics woidwjde viewed the issues.
Slncethen, ii nyexpedence, inthe run up to
majorlesaLtriaLsof regulatoryhea ngsllnkedto
selective seotonin €uptake inhibito6 (5SRls),
one or o$er maiorioomal has run an article
exoneEtingth€drug(s).

Inthe 8/y/ oi25 SeptemberPede6en and
coLLeagues'adicleon binh defects and SSRIS
points to a dskwiihtnatmentr ltisaccompanied
by an editodal minimisingthese dsks by
Chambeu,twho hasco-authorcd otherpieces
advocailngihe veatment of antenataL deprcssion
with antidepressants. lit guingly, Chamberc
has a dataset pointing to a slsnifr cant 5.1-fold
inc€ased odds atio of major bifth defectr
anda 1o.a.fold increased oddsratioof cardiac
defects with paoxetine, but these data €main
unpublish€d in the peer reviewed litelature
almost l0years afr ertheywerc fr lst generated.s

tast month GlarcSmithKine opened its
defence inthe fi rst binh defect case linked to
parcretine to go to tial. what odds that its lead
counsel bandished lhe aM./of
26 September if f rontof jurorc? |
have no reason tothinkthatany
rnenberof rhe edirodal staff of
the 8M./ has be€n complicit in ar,ry
wrongdoing, bul lhe€ does seem to
be something he€ woft hy of turther
investigation. Chambels arsues
lhaithe isk of non.treatment
outweigh the isks oftreatment-
despite a doubling of the dsk of
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W0 *Le.led Chrisrnd Chambars frm our rcvlewe.
dttrbr*,lvh ch lned her 5pe[Lisl inier€n5 as per natal
epidemiology and lealology. She h6 publ6h.d on 55Rle in
ptgian.y, induding tro rnids in the ll€w Enllad lNnil
of Medrtdelhal rcDorted adveEe outcodes.-Ed

Authofs repty
ldid not intend nycommentsto b€ inl€ryreted
asminimisiigthe sk. Ralher,l intendedtoplace
the risks in context in temsofboth slze (which is
estimated to be comparatlvely srnalL compaEd
with otherknown l€fatog€ns such as isotretinoin.
whkh can affect more than 20od of exposed
p.€gnancies) and the concomitant sksofno
lreatment or unde(reatn€nt.

Healy mentions ourCaLifomla data on
pretnancyoutcomeslf ith prcnatal exposure
lo paroxetine. ftis is a perfect example ofthe
dimcury in d6wing conclusion5 fi om studies

wlth lnadequate sample shes. Our
data 0n paoxetinewere dGwn
hom an ongoingopen cohort
studywilh an increa5ing but still
extr€mely small sample she.
Preliminary results wele published
in abstract fornr sev€taly€arc
ago,l and updated rcsultswere
povidedforand induded in the
meta-analysis rccently poblished
byWurstetal,, These same data

werc also included in a pubLi5hed pap€ron
th€cumuLativeexpe encewithparoxetine
and cardiac defects acmss seve6l t€rdtology
information seffices.r Given that ourdata on the
association with cardiac defecrs had verywide
confi deice interuals aid la.ked significance,
we deem€d thattheircontribution was most

approp atelyevaluated in comprchensive neta
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Women should give informed
consent before starting SSRIs
In Pedersen and colleagues'study of selective
serotonin reuptake inhibito6 (ssRls) in
pregnancy, the hazardswerc clearest for
citalop.dm and seft€ljne.t However, a meta
analysis of all epjdemiolosically lobust studies
olpaoxetine in the fitstiiirnesterof pcgnancy
coiclu5ively shows lncreased prevalence of
both cardiac ma lformations (odds rdtio 1.46,
95%confidence interval 1.17to 1.82) andtotal
malfomatons (1.24, 1.08 ro 1.43).)

One of the best signals of teEtogenkity is an
lrcreas€d 6te of spontaneoLrs aborllons and
a key reason forinduced abortion k congenitaL
maliornrations.r Data on SSRls in 1998 showed
thatthe |ateof abodion (spontaneousand
induceowas neadytwice as high in those
who had taker SSRIs ii thefircttdmesterof
pregnancy (1.7, 1.1 to 2.9).1

:
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miscarriaSe. But do the risk5 of publkhirgthis
editodal ouiweigh the dsks of not publishing
it?lnotherwords, istherca need fora filter
againnspontaneous publishi.S and academic
miscaniases (5PAM)?
David Healy rctuer,oep3nmt of P5!d alry Cadfi
UME tr HealyD@@dtff cuk
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Given the limited evidence for etrectiv€ness
and these data on potentialhazards forthe
unbom chi ld ,  the. isk benef i tequal ion is
not favourabLe for55Rls in presnafcy, The
n umbers affected arc sma Ll. but prescribins is
widespread in the reproductiveyea6 and the
consequences are devanatng for families.
n contrastto lhe !5 recomnendatiois,.
guidelinesfrcm the National insiilute
for Health and Clinical Excellence (NICE)
are consGtentwith the evidence.5 NlcE
rccomnrends sioppingSSRls, parcxeiine
in padcular, in pregnancy (orpreferdbly
before) and u5ingalten6live trcatments or
tftydic antidep ressa nts if ph amacothera py
i5 unavoidable.As lhe difficutties in slopping
SSRI treatment may lead to unavoidable
earlyexposure ofthe unborn child, vyomen of
repfoductive age shouLd give inforrned coisent
before stadin8 treatmenl.
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SSRIs and heart defects
in neonates
In a population study, Pedercen and colleagues
fourd a twofoLd incrcased dskof septal heart
deiects afrer fi6t trimester exposure to selective
5€rctonin reuptake'nhibitols (sSRls).' lhe
pevaLence increased with citalopram or
sertnLine but not paroxetine orfl uoretine, and
exposu€lo morcthan one type ofSSR|posed

We compared the rale ofnon syndromk, non.
chromosomal congenita L h eart malformations
in newbom infants exposed to55Rh and
unexposed contrcls_, Every iewboh infanr

with a persistentcardl6c mumur(even
mild) on the second orlhird day oflifewas
examined by a paediatdc cardiologisland
had echocadiography. To our knowledge,
this screeningapproach has not been used in
p.evious studies on SSRI expo5urc.

Echocadiog|aphy identined non-syrdromk
congenltal head def ects in l.4olo of exposed
babiesafd ir 1.5% of non-exposed contlols
(relative isk2.17, 9t9. confidence inteNal 1.07
to 4.19).AlL headdefects w€re mild: v€ntdcLrlar
septaldefed, bkuspid aorticvaLve, and right
superiorvena cava to coronary sinus. Although
oursamplewas too smallio analysethe etrects
of specific SSRls, alltour (parcx€tin€, fl uoxetine,
citalopram. a nd sedlaline) were associated with

Ourdata and cLinical experience susgestthat
women who require treatmentwlth 55Rts during
early p€gnancycan be reassured thatthe risk is
small and that possible head malfomations are
usuallymild and ofren resolve spoitaneously.
We advise nonitoing during early pregnancy.
late ta€eled ultmsonography, and fetal
echocadiography at 2 2.21 weeki gestation.
Fuf t  €r la€erstudies us insoLrapproach or
oth€rmelhods arc still needed.
Gil Klin36 delj!ry dt<roi, Ntraral Inr€nr va Car. tlni,
S.irnederChldren:ricd(a Ceirerof sr..
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Case registers in pregnancy?
Did Pedersen andcolleaguesr find anycli.rically
sisnificanl effecl5 of selective seretonin rcuptake
inhibilo15 on bi.th w€ight, spontaneous abortion,
orpeEistent pulmonary hypenension of the

Innead of rctrospective cohort studies,
misht case rcgistels for pregnancyand
depression similarto prcspe.tive epilepsy and
pregna ncy rcgisteEl be setup in developed
countrieswith robLrst mon itoring systems by
general practitioners and obstenicians? Such
registers have achieved promin€nce with the
advenl ofelectonic case records and the
technologkal  capacl ty to der ive anoiymous
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T1IIGHS AND HEART DISEASE

Thighs and thresholds

A(odingto the abnmct ofHeirmann and
F€deiksen3 paper, "a threshold effect for
thigh cilcumfer€ic€ wasevidenI with treatly
increased ri5k of prenrature death below around
60 cnr."'Table 1 shows that the median thigh
circumferen.€wa, around 5t cm, lmplyinsthat
m0rcthan halilhe population were atgGally
increas€d r isk. In conlEnto th€ mis l€ading
abnrad and press release,, the BMI Group
p.ovided a mo€ appnpdat€ interpretation
in lhe 6udrdnn: "Having th ighs laryerthan
50 cm made no difference to peopl€'s isk.
People were n ost  at  sk i f theyhadath igh
measurementotlessthan 46.5 cm (18 inche5).
Tl'isgroup had rcughlydoublethe chances of
getting heanand circuLation probLems ordying
du ngthestudy. Nowever, onLy 2-5'l. ofthe
people tull into this category."r

PanicularLy in men,  the €poded ef fecrs
wefe moden before analyses were adj!sred
foranthropometic measures such as body
mass indexand waist circumfercnce. These
adjusted estimatesare hard to int€rpret
bec6use they r€fertothe dlffercnces in risk
that$/ould apply ifa pe6on changed his or
her th igh . i rcumfe.ence whi le  keeping the
other  anthropornetr ic  m€asures constant ,

fte accompanying editoial also seemed to
ignorc these issues in inteerctation-.
Roger M Hartdd trEd (d sransfi;i
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