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Request from the Japanese regulatory authority to
GSK for further studies on reproductive safety

“The MHW [may] request us to do the type of
study we wish to avoid. If they do request a study,
there is a potential problem in that they may
direct/insist on our performing a study to their
preferred design.”

GSK response
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“313 pregnancies with a known outcome
[out of 520 patients receiving paroxetine
during pregnancy] there have been 42
reports (13.3%) of pregnancy in which a
congenital abnormality was reported”
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GSK had not done a single epidemiological
Study to investigate the risks in pregnancy

FOVIZ&B
“ SNVIDLEE

BuiLoS BONNIE BABIES

INFD)VIZKDFEREE Birth Defects

g ®F FyXi
1998 Kulin 18 1
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2006 Vial 14 T
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2007 Cole 19 1
2007 Kallen 10 ©
2007 Louik 14 T
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Birth Defects: first 12 weeks
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Heart Defects
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Selective serotonin reuptake inhibitors in pregnancy and
congenital malformations: population based cohort study
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SSRI in pregnancy and septal heart defects

SSRI%L 0.5%

unexposed children

SSRIARA 0.9%

children whose mothers were prescribed any SSRI o
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Sclective serotonin reuptake inhilkxitors in pregnant women

and neanatal withdrawal syndrome: a database analysis
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® EHfE (12% vs 5%)
® HTAIRBERT (BEBT) AEIREE (SSRIEEE!R 120-30%)
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42058 LB O SSRIKAR T R HH6HE I
FET-E10-20%

o BEARME (14% vs 9%)
o AIFRE (7% vs 4%)

. Premature birth (12% vs 5%)

. Neonatal Withdrawal Syndrome (20-30% exposed)
Respiratory distress, cyanosis, seizures, jitteriness, constant
crying, difficulty feeding, vomiting

. Persistent Pulmonary Hypertension of the Newborn
6x increase with SSRI use after 20 weeks
10-20% mortality

. Spontaneous Miscarriages (14% vs 9%)

. Voluntary Abortions (7% vs 4%)
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OFFICIAL JOURNAL OF THE AMERICAN ACADEMY OF PEDIATRICS
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Fetal Exposure to Antidepressants and Normal Milestone Development at 6 and
19 Months of Age
Lars Henning Pedersen. Tine Brink Henriksen and Tom Olsen
Pediatrics published online Feb 22, 201
DOT: 10.1542/peds. 2008- 3635
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ketal Exposure to Antidepressants and Normal

Milestone Development at 6 and 19 Months of Age

% =5

c WHAT'S KNOWN ON THIS SUBJECT: In animals, antidepressant | AUTHORS: Lars Henrung Pederseny, MU, P2 [in
expasure in early [l causes changes that persist inta adulthacd Henrikser MO PAL2 and Jdarn Disan, MO, PR
Results from humnan studies have uivocal and either '
found no association between ant ants and fetal brain

development or suggesied sublle in fine malure '"’_ Unwers: :\ﬁ‘_l:l
dewalopment.
an  WHAT THIS STUDY ADDS: We found assaciations between ":":_"““5 ——.
mxpasure to antidepressants in lale pregnaney and mator ibiio il
el ¢ T ) and pubdi 3
development. particalarly for boys. The clinicel and public heattn | 0L
relevance of the reswits is not known, and langer fallaw up @

monitoring of the childeen iz needad y
DA—a

¥J?L,L\§l]ﬁ, Eﬁ&%(-b(#éﬁo?%ﬂﬂ%ﬁﬁ BRTOER
BERESEELBEEL TLV=, BRERAIC, F-OREE L. CORERE
NEDBEEENIFLEFHTHY. EWW'@?OO%‘H-E%

LE=zROREBERIDETHS.

BREDOIRSDOFIBELE%6, AR E197 A RIS
BIITBEEFHZEDIAILAL—2

Fetal Exposure to Antidepressants and Normal
Milestone Development at 6 and 19 Months of Age

Results from human studies have Besn sguivecal and either Ay
faune J no association betwesn a ils and fetal brain L
"

i 3
F WHAT"S KNOWH ON THIS SUBJECT: In animals, antidepressant AUTHORS: Lars Henring Pederssn, MO, PRUAE Tine
P expasure i pady e causes shanges that persist irta adulthogd, | Henriksen MO_Pall: and Jarn Disan, M, PR

2o
Lo ailete op Top ool ot “Pechintrics. Ao Unweraity gz

NAIILHDIESE
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Stopping SSRIs SSRI Withdrawal Symptoms
HFEVEKE, HER, BER,
B, TR, 718, TR,
SR FR LR, ERRFHRRE,
ZLTHEELK, WEM-EBNITEHL. ...
Dizziness, vertigo, nausea, fatigue,
headache, anxiety, agitation, insomnia,
irritability, akathisia, electric shock-like
sensations, and possibly, aggressive and
41

impulsive behaviour.... 42
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FDA: Pregnancy Category - D

Usage in Pregnancy: Teratogenic Effects: Epidemiological
studies have shown that infants exposed to paroxetine in
the first trimester of pregnancy have an increased risk of
congenital malformations, particularly cardiovascular
malformations... this drug should be used during
pregnancy only if the potential benefit justifies the

potential risk to the fetus.  paxil product label 2005 w“
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Toxicology Dapartment, Stock, Essex. United
REVL BER 4AHEETILEELESYE % renasen 1989
Paxil Dose reduction in foetal weight {Table 2). Thus, in
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5mg 66%
15mg 92%
50mg 100% “
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Depression: Lifetime Rates
By Age & Gender
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Kessler et al. J Affect Disord. 1893;28:86. Fi
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. I_nored@%he early warning signs of teratogenic effects

» Denied causality when the data on birth defects and
other problems became public

+ Avoided supplying data to regulators regarding these
effects

+ Actively promoted of Paxil to women of child-bearing
age on the basis of the risks of untreated depression
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social anxiety disorder
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panic disorder
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“You get one chance to raise your kids,
why do it with depression?”

“hHRFEETHFYRF—E-EY,
SORERATFETT 504U ?”
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FDA: Pregnancy Category - D
Usage in Pregnancy: Teratogenic Effects’ Epidemiological
studies have shown that infants exposed to paroxetine in the
first trimester of pregnancy have an increased risk of
congenital malformations, particularly cardiovascular
malformations... this drug should be used during
pregnancy only if the potential benefit justifies the
potential risk to the fetus.  paxil product label 2005
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Mary Beth
Across The Life Cycle:
SSRIs In Women’s Health
.
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Fluoxetine In Pregnancy:
Neurodevelopment Assessment
Outcome Result
RE Miscarriage MIA T—373L
HER B Neonatal toxicity No Trisk URZEFLHL
@253 # Organ malformation No Trisk YRYVLRAL
REMEE Growth impairment No Trsk YARVERGL

#EFE Neurodevelopment Children followed between 16 months
- 7 years of age. No change in IQ
scores or language & behavioral
development
'lh:resfm:ad:qu:ncndw:ll-c-:nu-:lledﬂ 1 6,7_ﬁ 75\671?;§¥—G£E'J]-‘Lf:ﬁ%%.

uldd be used during pregnan:
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Mulman ctal. N EnglJ ) + 58 | FoE
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JAMA 19988 HKulins D& XX
SSRIZ222A, $EE23BATOSHREIK—HELY

SSRis In Pregnancy:

Paroxetine, Sertraline, Fluvoxamine

Ouicome Result

Miscarriage No Trisk JRZEFHL
HHERSBM Neonatal toxicity NIA F—A1L
No Trisk YRV ERGL
No Trisk YRZELRAGL

#2825 Organ malformation

REMEE  Growth impairment

RERE Neurodevelopment N/A T—HIGL

There ars no sdequate and well-controllsd st r the use of SSR pregnant women.
i during pregnancy only if the potential benefitjustifies the

enter study (N=222 on SSRI; N=235 on placebo).

FIREADSSRIE: 7MW LHAE DR

SSRis In Pregnancy:
Results Of Outcome Studies

HIREEREEROD
JRIERIEL

No T Risk Of
Adverse Pregnancy
Outcome

RREED

YRERIEL

No T Risk Of
Poor Fetal
Outcomes

There are na adequate and well-controlled studies far the use of $5Ris in pregnant women. Medications should be
s during pragnancy anly I he patential Benatt jstifies il ris @ Fatus,

IEIREADSSRI: AoxtFy, ILkSUY, TLREHIY

e
%28 2F 2 Organ malformation
HEBEE Growth impairment

HiZFZE MNeurodevelopment NfA

R&EM Neonatal toxicity N/A

JAMA 1998 F 5 Kulini> DX
SSRI 222\, *fER235ATHZHERIR—MRATRLY

SSRis In Pregnancy:

Paroxetine, Sertraline, Fluvoxamine

Quicome Result
RE Miscarriage No Trisk YRS EFHL
T—4%L
No Trisk URYERELL
No Trisk R EREL
T—4%L

adequate and well-c e =t the f S5
Medications should be used during pregnancy only if the potential benef;
the te

trollad, multicenter study (N=223 on SSRI; N=215 on placebo).
JAMA, 1998

JAMA 19984E35# Kulind 0 HiXX

it

FHLLSSRI(EILMSY Y AFEFY ., ZILRFHEY)
ZHERALLEGTOEERT VL fiRE kg EREEmR

Brief Report
Pregnancy Outcome Following Maternal
Use of the New Selective

Serotonin Reuptake Inhibitors

A Prospective Controlled Multicenter Study

Iminm
Deslgn.—a prospuetiv, mubiomier, voroled coor sl
o —Hirme Turs: wlice: S i cunties i U evlad States arvd

66
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Depression During Pregnancy:
Risk Factors

= Personalffamily
history

Abrupt/preliminary
o :

uation
Poor support
Recent stressors

Gl Payciniatry. 19
- J Eermeedi Clies Puyeial. 19

ETRENDORR LBRYPSEEH vs RUFEH

SEFER FLFEH

-BI{E O HRARL -BI4E A O HRASEN

SHROHERLE AV PA—LLOT (|- RACHET DFTORRE AR
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Adwvantages Of Short Versus Long
Half-life

= Short half-lite = Long halr-

shorter time to resolution — long me to
of side effects resolution of side
more rapid, controlled effi
washout longer washout
patients’ recognition of

ms with drug

REDIVZEBHEREE: R4 HA 1258 FH A AR

SRR DHSDF:

Birth Defects: first 12 weeks (55 zugazm ERTRE/EBMG
e we ezt i - FEAKRTELE
-BEHOESR
sTUDY OR 3% O cEFHE
i (968) —_—t—— 18 (06 = 54 .%gﬁﬁ
Smon (002 . - RRATRIPHRIBE
ek 2205 — Antidepressants In Pregnancy:
Schicemp (2006} - - -
g Bl A Risks To Consider
Ween (2006} -1 ;
Apwary (2007) - . i
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From 14% to 23% of women giving birth in the U.S. each year experience a
de| ;Snresswe disorder during pregnancy, according to a joint report published
eptember 2009 béthe American College of Obstetricians and
Gynecol glsts (ACOG) and the American Psychiatric Association. On Jan.
OG made an urgent call for depression screening as early as
possmle during pregnancy. "Studies have shown that untreated maternal
depression negatively affects an infant's cognitive, neurologic and motor
skill development," read an ACOG communiqué issued to its members. The
document went on to "strongly encourage" obstetricians to screen patients
for depression as part of their routine practice.
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My name is*** | was diagnosed with Panic Disorder about 4.5 years ago. Since
this time | have been taking Paxil (which is truly a miracle drug). | have been
panic free with this drug and have been able to go on with a normal life. | was
married in October of 2000. My husband and | found out that we were pregnant
at Christmas time. | as so excited, | love children.

The only problem is that | carried the baby to 6 months gestation and that
had to have a termination. The doctors diagnosed my son with Truncus
arteriosus. They said he would not lead a normal life and most likely
would not lead a normal childhood and most likely would not make it through
the open heart surgery he would need .

| was absolutely distraught with this news...l thought it was something I
did. Was it because | stayed on Paxil for selfish reasons.
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| wanted to know if you can direct me to any information on women who
have taken Paxil and still had healthy babies. My husband and | are ready to get
pregnant again in the next month or two and | am so nervous. | don't want to stop
taking my miracle pill but if there is a chance that this might hurt of affect the
baby | want to know upfront and | will somehow stop taking it for the
timebeing. Please contact me as soon as possible. | love everything that this
drug has done for me and | am so thankful that your company had this available
for me. | just want to continue to have a normal life, and have the child that | have
always wanted. Please contact me as soon as possible.
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“The occasion when in the intimacy of
the consulting room or sick room, a
person seeks the advice of a doctor,

whom she trusts. This is a consultation

and all else in the practice of medicine
derives from it.”

James Spence: The Consultation
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