adverse drug reaction reporting mechanisims for Tamiflu. In addition, there appeared to
be a newly emerging pattern to the events which involved children arid adolescents,
mainly male, with delirium resulting in abnormal behavior sometimes causing injury, and
in very rare cases, death, mainly due to falls. Such reports were captured by the adverse
drug reporting mecharism for Tamiflu which led to the question of whether the drug itself
was contributing o such e—vents. However, rgqent information collected. by the MHLW in
pediatric patients with influenza has shown the same types of events occurring in

patients also not taking Tamiflu.

Information from both the US and from Taiwan have shown abnormal behavior in
_patients with infiuenza. In the case of the US databases, sufficient patients numbers
were analyzed to assess the rate of events in patients taking Tamiflu versus those not
taking the drug. There was no incréase in the rate of events for those taking Tamifiu.
.The data suggests a potentially reduced likelihood for experiencing a neuropsychiatric
event in patients taking Tamiflu versus those not taking the drug. Similarly, there was no

increase in the rate of suicide or death due to injury in patients taking Tamiflu.

An analysis of cumulative neurological and psychiatric adverse event reporting indicates
that reports of abnormal behavior are extremely rare in relation to drug exposure. The
estimated rates of fatal outcome when suicide and abnormal behavior are combined

equates to an incidence of 1 in 5 million patients treated.

CONCLUSION
Taken together, these data reflect the rale of influenza.in causing these events. The data

provides no evidence of a causal relationship between Tamiflu and the reports of

abnormal behavior. The risk-benefit assessment remains positive for Tamiflu across all

age groups above 1 year.
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 Reports of abnormal behavior
- resulting in injuries

Cumulative Results (2000 to 12 March 2007)

Total number
of case of abnormal behavior

| Fatar events T I Nori-fatal events: -
o Male(N=18) -
- meaniage 11.7y

Male (N = 5‘..
oan age 14.3y .

Female (N =1 TR
Ce .aga 9y
rageldy e
3. Genderor -
- age unknown

“Estimated 45 millon pationts ate treated with Taminy el

‘Exefedes suicldes and sulcldal dttempts
The carresponding naralives are s
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Committed ', ieidad . Y . o Sui B SelFinjurious
suicide - .| ideation .0 i 3 “ =+ - behavior =
(fatal) : E g e
M=3.

(ale a4y, SGP | Femate gy, 4
Male 51y,d | | Male 38y, J
Mdale 65y, J

| Mele 1y, d |- < {Fen
|Female 16y; J| .- - | Femate 46y, J!

AN

_Qmm:o_,_

Overall a S”m_ :cacm_..g. ::mm cases o* mc_n_nm_ j
ideation, and three cases of suicidal m:ma_zm Em_,m._.mnonmn in mmﬁ_amﬁma &m

miliion um:mam exposed to Tamifi. -

Two cases éma _zm__u_a_uo;ma_mm 5 n_nm m:man»_g_ _a.w*o_._oé.c_u report

the cases were qmno:mn mm mc: mal cmsmso and fall and are included in the :

n«msocm mmnzo
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APPENDIX 2

Electronic copy of slides summarizing cumulative neurological and psychiatric adverse
event reporting.

%‘RKAMOEGB¥
U_reddyd$¥Deskiop¥

16

276




APPENDIX 2
Name: STEPHEN TOQVEY

Qualifications:  MBBCh PhD FFTM RCPS(Glas) FACTM FFTM (ACTM)
CTM(ACTM&H)

The PhD is in pharmaceutical neurotoxicology

Current posts: :
International Medical Leader: Tamifiu. F. Hoffmann — La Roche, Basel, Switzerland

Clinical tutor and examiner, Royal Free and University College Medical School,
'Academic Centre for Travel Medicine and Vaccines, World Health Organization
- Collaborating Centre, London, United Kingdom ‘

Editorial advisor, Travel Medicine and Infectious Diseases.

Examiner, intemational Socieiy of Travel Medicine. -

Member of publications committee, International Society of Travel Medicine
- Reviewer for the Cochrane Review,

Previous posts & aippointments:'

Medical Director South African Airways-Netcare Travel Clinics
‘CEQ and Medical Director British Airways Travel Clinics {(South Africa)
Temporary advisor to World Health Organization.

Preceding career

Physician in practice with emphasis on tropical medicine and travel related infectious
diseases. Has taught at the universities of Cape Town, the Witwatersrand, Pretoria, and

Northwest University.

Clinical studies undertaken included work on influenza.

Publications
Over 60 scientific publications in scientific journals,

Author of chapter in ‘Travelers’ Vaccines', De Jong and Zuckerman. B C Decker, Ontario.

17

o7




APPENDIX 3
Name:
Qualificationsf

Current post:

Previous postis

RENE HALTINER

Doctor of Veterinary Medicine (DVM); PhD in cardiac pharmacology

Drug Safety Phyéician responsible for Tamiflu. . Hoffmann - La
Roche, Basel, Switzerland

Clinical scientist in the area of inflammatory diseases (Novartis/Swiizerland) .

Study director in general toxicology

Publications

First PSUR of Avastin which is the first in class compound. -
Author of thirty-five Drug safety reports regarding adverse events (Avastin, Tamiflu,
Lariam) that were provided to the EMEA, FDA and MHLW.

18

218




SIGNATURES OF THE EXPERTS ,

Overview of neurological and psychiatric events in patients with influenza both taking
and not taking Tamiflu®

' The undersigned has written and approved the content of the overview report
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' ' —_ rol
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OVERVIEW OF NEUROLOGICAL AND PSYCHIATRIC EVENTS iIN
PATIENTS WITH INFLUENZA BOTH TAKING AND NOT TAKING
TAMIFLU® |
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