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Background

« US FDA and UK MHRA agencies have warned
about efficacy and safety issues for SSRI

treatment of depressed youths (Websites of FDA
and MHRA)

« Great concern about negative trial data which
has been unpublished or previously not analyzed
by the FDA

 FDA focus has been on safety: lack of coding
consistency in pivotal trials and relative risk of
suicide-related ADEs
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‘ SSRI research and information debacle

e More than 4000 children included In clinical
trials with SSRI

e Agencies have knowlegde of the data,
clinicians have no access

— practice parameters are not based on this
evidence

— New EU regulation of a research data bank
EUDRACT (Die Zeit Nr.18 22.4.2004
,Blockiertes Register”)

* Problems with the information policy of the
agencies
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Nervenheilkunde 1/2004, p 60-4

fiir Kinder- und Jugend-
psychiatrie/Psychotherapie

Depressionsbehandlung mit SSRI in der
Kinder- und Jugendpsychiatrie

Ein Forschungs- oder ein Informationsdebokel?
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) EUDRACT Database

psychiatrie/Psychotherapie

natent protection vs. patients interests

morgens: mitllags™ abends™ nachts

Blockiertes
Register
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‘ Time line based on an FDA view

e BBC Film : “The secret of seroxat” 13.10. 2002

Regulatory responses to paroxetine
signal by MHRA (UK) and FDA

FDA rec
antidepressant prod

summary data (mod

uest to sponsors of 8 other
ucts for pediatric suicidality
eled after GSK approach)

’003: Re-evaluation of suicidality data from
8 pediatric supplements

Wyeth labeling change and Dear
Health Care Professional letter for Effexor, and
regulatory responses (MHRA)

FDA internal regulatory briefing
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Timeline for Key Events Subsequent to

Original Paroxetine Report (continued)

Responses to FDA’s 7-22-03 requests for summary
data for other antidepressants

Updated FDA Public Health Advisory and Talk Paper

FDA request to sponsors of all 9 antidepressant products
for patient level pediatric study data sets

Decision to seek outside review at Columbia Univ.

Second request for identification of events of potential
Interest with regard to suicidality

MHRA : antidepressant use in pediatric MDD
Feb, 2004: FDA hearing & warning by health Canada
March, 2004 FDA general warning
April, 2004 Congress : suppression of Data by FDA ?
June 2004 stronger warning by Health Canada
Criminal charge against GSK by New York state attorney General

August 2004 BmJ and New York Times have access to Dr.
Mosholders 33 - page memorandumt stating that there is twice the
suicide risk in the use of SSRis than in Placebo

FDA launched a criminal investigation to find out who leaked the report
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Even In Europe there Is a massive
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SSRI published vs. unpublished

Selective serotonin reuptake inhibitors in childhood
depression: systematic review of published versus
unpublished data

Craig J Whittington, Tim Kendall, Peter Fonagy, David Cottrell, Andrew Cotgrove, Ellen Boddington

Centre for Outcomes Research and Effectiveness, Subdepartment of
Clinical Health Psychology, University College London, 1-19 Torrington
Place, London WC1E 7HB, UK (C J Whittington PhD, Prof P Fonagy PhD, E
Boddington MSc); Royal College of Psychiatrists' Research Unit, London
SW1H OHW (T Kendall MRCPsych); Academic Unit of Child and Adolescent
Mental Health, School of Medicine, University of Leeds, Leeds, UK (Prof D
Cottrell FRCPsych); and Pine Lodge Young People's Centre, Chester, UK (A
Cotgrove MRCPsych)

Correspondence to: Dr Craig Whittington (e-mail:c.whittington@ucl.ac.uk)
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Lancet 2004
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Summary

Background

Questions concerning the safety of selective serotonin reuptake inhibitors (SSRISs) in the treatment of
depression in children led us to compare and contrast published and unpublished data on the risks
and benefits of these drugs.

Methods

We did a meta-analysis of data from randomised controlled trials that evaluated an SSRI versus
placebo in participants aged 5-18 years and that were published in a peer-reviewed journal or were
unpublished and included in a review by the Committee on Safety of Medicines. The following
outcomes were included: remission, response to treatment, depressive symptom scores, serious
adverse events, suicide-related behaviours, and discontinuation of treatment because of adverse
events.

Findings

Data for two published trials suggest that fluoxetine has a favourable risk-benefit
profile, and unpublished data lend support to this finding. Published results from
one trial of paroxetine and two trials of sertraline suggest equivocal or weak
positive risk-benefit profiles. However, in both cases, addition of unpublished data
Indicates that risks outweigh benefits. Data from unpublished trials of citalopram
and venlafaxine show unfavourable risk-benefit profiles.

Interpretation

Published data suggest a favourable risk-benefit profile for some SSRIs; however, addition of
unpublished data indicates that risks could outweigh benefits of these drugs (except fluoxetine) to
treat depression in children and young people. Clinical guideline development and clinical decisions
about treatment are largely dependent on an evidence base published in peer-reviewed journals.
Non-publication of trials, for whatever reason, or the omission of important data from published trials,
can lead to erroneous recommendations for treatment. Greater openness and transparency with
respect to all intervention studies is needed.
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748 children and adolescents included In

Klinik

S e 3 studies with Paroxetine

%&TA TO BE CONSIDERED

Three acute-phase clinical trials treating children (aged 7-11 years) and adolescents
(aged 12-18 years) who have Major Depressive Disorder (MDD) have been
submitted in support of this application — they are studies 329, 377 and 701. The
Table below is an overall summary of the design of the studies: each is then described
in more detail.

Study Treatment Design Age  Paroxetine Number
number  duration range dosages of
(weeks) (vears) (mg/day) patients
329 8 Randomised (1:1:1); double 12-18 20-40 271

blind; parallel groups;
placebo controlled and
active (imipramine)
controlled; flexible dose.
377 12 Randomised (2:1); double 13—-18  20-40 274
blind; parallel groups;
placebo controlled; flexible
dose.
701 8 Randomised (1:1); double 7-17 10-50
blind; parallel groups;
placebo controlled; flexible
dose.
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Data from MHRA still secret Assessment report 4 June<2003
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« __ Paroxetine and ,emotional Lability*

Adverse event text was searched in the following way:

/.A’

-
%cfen‘ed term is ‘emotional lability’
v and the verbatim term includes any reference to:

attempt’

‘cut’

gas

‘hang

‘hung '’

jump’

‘mutilat’ [includes ‘mutilate’, ‘'mutilated’, ‘mutilation’|

‘overdos’

‘self damag’™ or ‘self~-damag’

self harm’  or ‘self-harm’

selfinflict’ or ‘self-inflict’

‘self injur’ or ‘self-injur’

‘shoot’

slash’

suic’ e
or the preferred term is ‘overdose’ or ‘intentional overdose’. ~




Possibly suicide related behaviour

fiir Kinder- und Jugend-
psychiatrie/Psychotherapie

Z” The Applicant labels all events discovered by the above search strategy as being
‘possibly related to suicidality’. The table below shows the number of cases in these
paediatric trials in MDD for paroxetine and placebo.

Paroxetine Placebo Relative  P-value
% % Risk
(n/N) (0/N) (95% CI)

‘On therapy’ period 3.7% 2.5% 1.5 0.50
(14/378) (7/285) (0.6, 3.4)

‘On therapy’ + 30 day follow-up 5.3% 2.8% 1.9 0.12

(20/378)  (8/285) (0.8, 4.2)

The Applicant then goes on to further include events screened by the same search
strategy in paediatric trials of obsessive compulsive disorder and social anxiety
disorder. When adding these to the MDD data from above, the absolute rates in both
active and placebo groups reduced. This is because whilst the denominators
approximately double, the numerators (i.e. the number of cases in the OCD and SADF
trials) only increase by a few patients. The Applicant presents the following results: /
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e s even for other indications

‘ - Data from all studies including children

T T T T N I T e Frma

Paroxetine Placebo Relative  P-value
% % Risk

- o WN)  @N)  (95%CD)

‘On therapy’ period 2.4% 1.1% 2.3
(18/738) (7/647) (0.9,5.4

*On therapy’ + 30 day follow-up 3.4% 1.2% 2.7

i IO . SBORTY, K2 0GN
In conclusion, with respect to safety — and suicidality in particular — even the non-
statistically significant increases seen in the depression-only tables give rise for
concern given the high upper end of the 95% confidence interval for the relative risk
(upper limits of 3.4 and 4.2). With regards the ‘all studies’ data, the Applicant
dismisses the results limited to ‘during therapy’ as ‘not statistically significant’,
Although the P-value is 0.07 (which does not quite reach the conventional, although
arbitrary, level of 0.05), the 95% confidence interval for the relative risk ranges from
0.9 to 5.4. This means that any possibility of a protective effect is minimal, but the

__ ©xcess risk could be over 5-fold.
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J Am Acad. April 2004 p.379

Letter Brent & Birmaher

MHRA Report
December 10 2003 BRITISH WARNINGS ON SSRI: QUESTIONED

Recommends
cessation of use of all
antidepressants exept
fluoxetine for
depressed youth under
the age of 18

No statistical difference
for suicidality




FDA Reaction:

Klinik

Ao Memorandum; Hearing 2.2.04

FDA US. Food and Drug Administration <€

FDA Talk Paper

FDA lssues Public Health Advisory on Cautions for Use of
Antidepressants in Adults and Children
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‘K.imk‘ Categories for Suicidality (Tom Laughran FDA)

Any events
iIncluding thoughts or behaviors the sponsor
considered to represent possible suicidality

Subset of “Possibly
Suicide-Related” events that included
behaviors the sponsor considered to
represent self-harm
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Appendix 2a

Risk [n/N(%)] and Risk Ratio for Patients with Events Classified as “Possibly Suicide-Related” and “ Suicide Attempts”

in Pediatric Studies of Major Depressive Disorder
[All subjects; On-Therapy Data]

Drug/Study Number

“Possibly Suicide-Related”

“Suicide Attempts”

Drug Placebo Risk Drug Placebo Risk
Ratio Ratio
Paroxetine/329 6/93(6.5%) 1/88(1.1%) 5.9 5/93(5.4%) 0/88(0) =
Paroxetine/377 7/181(3.9%) 4/95(4.2%) 0.9 7/181(3.9%) | 4/95(4.2%) 0.9
Paroxetine/701 1/104(1.0%) 1/102(1.0%) 1.0 1/104(1.0%) | 1/102(1.0%) 1.0
Fluoxetine/HCCJ 0/21(0) 1/19(5.3%) - 0/21(0) 1/19(5.3%) -
Fluoxetine/HCJE 3/109(2.8%) 4/110(3.6%) 0.8 0/109(0) 2/110(1.8%) -
Fluoxetine/X065 2/48(4.2%) 2/148(4.2%) 1.0 2/48(4.2%) 0/48(0) --
Sertraline/A050-1001 4/97(4.1%) 0/91(0) - 1/97(1.0%) 0/91(0) -
Sertraline/A050-1017 2/92(2.2%) 2/93(2.2%) 1.0 2/92(2.2%) 2/93(2.2%) 1.0
Venlafaxine/382 5/80(6.25%) 1/85(1.18%) 5.3 2/80(2.50%) 1/85(1.18%) 2.1
Venlafaxine/394 8/102(7.84%) 0/94(0) - 2/102(1.96%) 0/94(0) -
Citalopram/CIT-MD-18 1/89(1%) 2/85(2%) 0.5 1/89(1%) 1/85(1%) 1.0
Citalopram/94404 16/121(13%) 9/112(8%) 1.6 16/121(13%) | 9/112(8%) 1.6
Nefazodone/CN104-141 1/95(1.1%) 0/95(0) - 1/95(1.1%) 0/95(0) -
Nefazodone/CN104-187 1/184(0.5%) 0/94(0) -- 1/184(0.5%) 0/94(0) --
Mirtazapine/003-045 1/170(0.59%) 1/88(1.14%) 0.5 0/170(0) =

1/88(1.14)




‘ ) Total U.S. Prescriptions Dispensed” Annually for Selected

Klinik

i maneens . ANtidepressants, All Ages, 2002 (data presented by Rigioni at FDA hearing)

e An estimated 157 million prescriptions
dispensed in the U.S. in 2002

— Market Leaders
e Sertraline (~ 20%)
e Paroxetine (~ 19%)
e Fluoxetine (~ 17%)
o Citalopram (~ 14%)
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v waees — Selected Antidepressants, All Ages, 19ss-2002

‘ Total U.S. Prescriptions Dispensed” Annually for

== SERTRALINE HCL

== PAROXETINE HCL
== FLUOXETINE HCL
CITALOPRAM HBR
==ie=BUPROPION HCL
=@-=\ENLAFAXINE HCL
== MIRTAZAPINE
«===NEFAZODONE

=8 FLUVOXAMINE MALEATE
—&— ESCITALOPRAM OXALATE




Antidepressants, Ages 1-17 Years 2002

‘ Total U.S. Prescriptions Dispensed” Annually for Selected

* Younger pediatric population (1-11 years)
—In 2002, an estimated 2.7 million prescriptions

(~ 2% of total) dispensed
o Sertraline (31%), paroxetine (18%), fluoxetine (16%o)

e Adolescent population (12-17 years)

—In 2002, an estimated 8.1 million prescriptions

(~ 5% of total) dispensed
o Sertraline (26%), paroxetine (22%), bupropion (13%)
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SSRI Use in Dutch, German & United States’

Youths: Cause for Concern?

Data presented a the same ime at the International Society of Pharmacoepidemiology, Bordeaux, August 21,
2004

e J. M. Zito, PhD,%2, J. M. Fegert, MD,3 L. van den
Berg, PhD,* H. Tobi, PhD,* Gardner, J.F.,ScM,!
and K. Janhsen, PhD»

 University of Maryland School of Pharmacy! & School of
Medicine?;

e University of Ulm, Germany?3; University of Groningen,
Netherlands#;

e University of Bremen?®

o S-bibdd . - oz oL
:(A & X2 Universitatsklinikum Ulm
F ‘_\' & 0.;



Objectives

« Compare prevalence data across
cultures with similar child psychiatry
treatment philosophies to:

7 Gauge the exposure rate to SSRIs
7 Estimate the disparity in ATD use

7 Facilitate the proposal of an observational
study to assess the risk of serious ADEs

In ATD-treated youths

eREITip
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Methods

e Data Sources
e Dutch cohort: 72,570 enrollees
e German cohort: 480,680 enrollees

e Mid-Atlantic state S-CHIP* cohort: 125,157
enrollees

 Antidepressant Medication Utilization

« Annual Prevalence [& 95% Confidence Interval
(CD]: nr of youths with 1 or more prescription
dispensings for an antidepressant (ATD) per 100
youth enrollees in 2000

*Family income up to 200% of federal poverty level
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Methods, cont’d

Study Measures

Percent Period Prevalence (& CI) for
youths <20 years

Prevalence Rate Ratio (& CIl) to show the
change in use across the 3 country data
sets

Age- and gender-specific prevalence for
ATD and in 3 subclasses: SSRI, Other
ATDs and TCA

Top 5 antidepressants utilized in 2000

Extent of multiple ATD use during the
year

<EREITA
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Results

ATD % Prevalenc

2.5

1.5

0.5

ATD Prevalence per 100 Youth Enrollees Ages 0-19 in
Health-insured Populations in 3 Countries in Year 2000

total male female total male female total male
Dutch German US S-CHIP

female
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- Results

fiir Kinder- und Jugend-
psychiatrie/Psychotherapie

Prevalence Rate Ratios in Paired Comparisons; US-Dutch,
US-German and Dutch-German

20
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% @ US-Dutch
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o 10 - B US-German
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Results

Prevalence
)

Age-specific Prevalence per 100 Youth Enrollees in 4 Age Groups
from Health-Insured Populations in 3 Countries in Year 2000

T
L
-
1
—— N
0-4 5.9 15-19 0-4 5-9 10-14 15-19 0-4 5-9 10-14 15-19
Dutch German US S-CHIP

10-14
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Proportional Subclass Use Among ATD Users in Year 2000
for 3 Subclasses; SSRIs, Other ATDs and TCAs

140

120

100
30 O TCA

50 — B Other ATDs
O SSRI

Percent

40
20 [

o)

Dutch German US S-CHIP
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Results

Leading antidepressants as a proportion of all ATD users
Dutch German *) US-SCHIP

n=390 % | n=522 % n=2067 %
Drug 1 Paroxetine 27 | Imipramine 32 | Paroxetine 24
Drug 2 Amitriptyline 16 | Amitriptyline 13 | Sertraline 23
Drug 3 Fluoxetine 14 | Opipramol 12 | Fluoxetine 18
Drug 4 Imipramine 14 | Doxepine 11 | Bupropion 18
Drug 5 Fluvoxamine 9 | Fluoxetine 7 | Trazodone 14
> 1 drug 5.9% 5.4% 21.3%

*) No herbal medicines incuded
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AOK Baden Wurttemberg

Klinik

i Kindr . Glelter, Bucheler, Kdlch, Feqgert

Blicheler_23.02.2004 Auswertung Antidepressiva 2

Anti-
depressiva | |

lalle Anteil an i

Altersklassen: |Antidepressivaverordn| Altersklassen

0-16 gan:e !wn
alle B
Antidepressiva- 681 100,00% 0-11 Monate | SN P82 5 o thre  7-11 Jahre 210 Jahre

Jahre einschlieBlich
verordnungen
Johanniskrautex | ' I I
trakt . 268 39,35% 0| 5 22 101 140|
Imipramin | 194 ~ 2849% 0| 0 21| 108| 65|
Johanniskrautex - [
traki- , I '
Kombinationen | ] 96| 14,10%)| 0 0| 11) 30| 55|
Fluoxetin | 21| . 3,08% 0 0| 0| 4 17|
Opipramol ' ' 19| 2,79% 0 (o] 0| 4 15|
Clomipramin 18] 2,64%) 0| ol 2| 9 7| N
Desipramin Tar 250% o 0 0 9 8
Amitriptylin 13| 1,91%| 1| 0 0| 3 9
Doxepin o) 1,47% 0 0! 1| 0| 9 -
Trimipramin P 7 1"0'3%'_ i 0| 0 0 1| 6| i
Moclobemid s om% 0 0 0 2 3
Paroxetin 4 0,59% 0l 0 0 0 4|
Maprotiin | = 3 0,44% 0| 0| 0! 0| 3|
Citalopram 2 02%% 0 0| 0 0| 2|
Procain 1| - 0,15% ' ' ; '
Dosulepin | 1| 0,15%)
|
Amitriptylinoxid | 1! 0,15%| 0 1| 0| 0| 0
Trazodon ' 0,15%
St John's wart; prrecrlptlon of family doctors and pediatricians
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Off — label use

off-label Anteil an der |
wirkstoffspezifischen |

| Verordnungszahl=
Alle | wirkstoffspezifische
Alterskiassen | off-label Quotsl Altersklassen |
off-label
Verordnungen 1 Jahr bis 2 12-16 Jahre Begrindung fir
Antidepressiva 249 36,56% 0-11 Monate Jahre 3-6 Jahre 7-11 Jahre einschiieBlich off-label use
Johanniskraut- |
extract | a 147] 54,85% 0 5 22 100| 20 S
Johanniskraukom
binationen 1 25 26,04% 0| o 10| 15 I D
1 | {keine Erfahrung
bei Kinder unter
Fluoxetin 21 100,00% o 0| 0 4 17|18 Jahren)
| (off-label use
nicht
auszuschlielben,
| da erstab 5
| | Jahre
Imipramin 24 ~ 10,82%| o 0 ) 21| o O|zugelassen)
Desipramin ! 17 /100,00% 0| 0| o 9 _ 8 i
Paroxetin | 4 100,00% 0| 0] 0| 0l 4
. [ 1 T [ (nicht bei
Kindem und
Maprotilin - 3 - 100,00% o| 0| 0| o _ 3|Jugendlichen)
|(Beh. von
Kindem < 18 J
wird nicht
ermpfohlen, da
kein Wirkungs-
und
‘ Sicherheitsnach
Citalopram ) _| 100,00%, 0| o 8] 0| _ 2|weis) .
R ) | (off-label use
| nicht
| auszuschliefen,
‘ | da erst ab 5
| Jahren
Clomipramin 2| 11,11%| 0 a 2| 0 O|zugetassen)
[ | | [ {"nicht bei
Kindeam
Moclobemid 2 _40_,00_‘_’/._;,_ 0 0_ 2| o D|zugelassen")
{bei Kindern
i unter 16 nur bei
| zwingender
Amitriptylin I 1 7.69%) 1 o| 0 0 0| Indikation)




n n n
Major findings
fiir Kinder- und Jugend-
psychiatrie/Psychotherapie

 Wide disparity across systems: US S-CHIP 15
X greater than in German and 3 x greater than
In Dutch cohorts, despite similar theoretical
approach to child psychiatry.

Older girls most prominent in Dutch and
German youths whereas 5-14 year olds in US
cohort are prominent—a new trend that may
be associated with other conditions, e.g.
ADHD.

Prevalence data are applicable to efforts to
assess the safety of SSRIs in community-
treated cohorts.

eREITip
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Conclusions & Future Directions

« Outcomes of antidepressant treatment,
duration of medication, combinations and
side effect profiles should be assessed In
prospective evaluation to establish:

e Effectiveness
 Duration and reasons for discontinuation
 Frequency of serious ADEs

e Clinical rating scales are needed for
consistent measurement of ADEs
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