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Press release
European Medicines Agency update on the safety of Tamiflu

A potential influenza pandemic remains currently of high public interest and the European Medicines
Agency wants to provide the following update on Tamiflu (oseltamivir). Tamiflu is an antiviral
approved in the European Union for the treatment of influenza in children between 1 and 13 years of
age and for the prevention and treatment of influenza in adolescents over 13 years and adults.

Two cases of alleged ‘suicide’ associated with treatment of influenza (involving a 17-year-old boy in
February 2004 and a 14-year-old boy in February 2005) were reported to the EMEA. In both cases the
adolescents exhibited abnormal/disturbed behaviour, which led to their deaths. So far, no causal
relationship has been identified between the use of Tamiflu and psychiatric symptoms (such as
hallucination and abnormal behaviour). The EMEA stresses that the assessment of psychiatric events
during Tamiflu treatment is difficult because:

- Other medicines are often taken at the same time as Tamiflu

- Patients with influenza and a high fever can show psychiatric symptoms. This is particularly

relevant for children and elderly patients.

All adverse reactions are monitored and assessed by the Ageney’s scientific committee, the
Committee for Medicinal Products for Human Use (CHMP) on a continuous basis.

The CHMP, at its meeting of 14-17 November 2005, decided to request the Marketing Authorisation
Holder (Roche) of Tamiflu to provide a cumulative safety review of all available data on serious
psychiatric disorders, including all case reports with a fatal outcome where Tamiflu was involved. The
EMEA will make a statement on the cutcome of this evaluation.

--ENDS--

NOTES:

1. More information on Tamiflu is available in the European Public Assessment Report on the
EMEA website, which can be found here.

2. The EMEA has produced a summary report on the use of antivirals in case of pandemic
influenza, which is available on the EMEA website licre.,

3. This press release, together with other information on the work of the EMEA is available on the
EMEA website: hitp:/www emea.et.int.

Media enquiries only to:
Martin Harvey Allchurch
Tel. (44-20) 74 18 84 27, E-mail: press@emea.eu.int

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax (44-20) 74 1884 09
E-mail: mail@emea.ew.int  http://Awww.emea.eu.int
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Press release
European Medicines Agency recommends no changes
for Tamiflu safety information

A review by the European Medicines Agency (EMEA) of new safety data for Tamiflu has concluded
that there is no new safety signal relating to psychiatric disorders while taking Tamiflu and therefore
no change to the product safety information of Tamiflu is needed.

The Agency’s scientific committee, the Committee for Medicinal Products for Human Use (CHMP),
made the review at its 12-14 December 2005 meeting. The CHMP reviewed cumulative safety data
submitted by Roche on serious psychiatric disorders. This follows a request made by the CHMP to
Roche in November 2005.

Tamiflu (the scientific name is oseltamivir) is an antiviral approved in the European Union for the
treatment of influenza in children between 1 and 13 years of age and for the prevention and treatment
of influenza in adolescents over 13 years and adults. The CHMP also gave a positive opinion at the
12-14 December 2005 meeting to extend the use of Tamiflu to include prevention of influenza in
children between 1 and 13 years.

Al adverse reactions of Tamiflu are monitored and assessed on a routine basis, as for all medicinal
products. In addition, close monitoring of psychiatric disorders has been in place for Tamiflu since
February 2003 at the request of the EMEA, following the evaluation of safety information provided by
Roche in November 2002. Further to the evaluation of the data submitted by Roche in November
2005, the CHMP concluded that close monitoring of psychiatric disorders should continue.

—-ENDS--

NOTES:

1. The November 2005 safety update statement can be found here,

2. More information on Tamiflu is available in the European public assessment report on the EMEA
website, which can be found here,

3. A summary of the CHMP opinion recommending extension of use to include prevention of
influenza in children between 1 and 13 years of age can be found Jicre
The EMEA has produced a summary report on the use of antivirals in case of pandemic influenza,
which is available on the EMEA website here,

4. This press release, together with other information on the work of the EMEA is available on the
EMEA website: http.www.emza.cu.int.

Media enquiries only to:
Martin Harvey Allchurch
Tel. (44-20) 74 18 84 27, E-mail: pr

essilemen.eu.int

7 Westferry Circus, Canary Wharf, London, E14 ¢HB, UK
Tel. (44-20) 74 18 B4 00 Fax (44-20) 74 18 84 09
E-mail: mail@emea.eu.int  hipwww.emea.en.int
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5. 158, =R, RARSE~0®”5
(DEFEIEREL TWEEEOH 2RARETIREITE.
BEFOFRESEEEE EE S U RSB IITOHE
E¥azd, [EEPORSIETIESEERILTWS
b, BhiRER (S5 b)) TIREEBESEEEINTVS.]
QEIECHST ARG IR eI ST & [BE
B (5 b) TANPRET TS C2MRET TS, ]
6. NREADES ’
() 1ERBOBIE (EHEFER. FER, LB kYo%
SHRETL TWEL ((FohoEE) 0ESH),
MBS TEEENE RS A >0y TRIC L SEMAHRERRIC
BT, E 8. 1 kg 2 OHNRICH T 2 ERESERTN.
T.BE%RS
BESTH, BERSICIIFEESENFEELEZE0REIR
i, EAToRERAEHRELEITENAICESETHE
BREREICBNT, 18 200mg B EOBRSIIDIER. B,
BEL (FEMEER) FBEINTNS,
8. EALOEE
EREs e  PTPa¥0EFIPTPI— RO ELTHRA
FTEEOEETEIE, [PTPY—bOERKICLD. ENRHA

BAEEEE~TAL, BErRFL2BILTHRINSFORE )

EneHEEHRETE I EMBREINTWS,]

9. TOMRDEE '

WEATEEShE AR LS BELHETFHRBICRBNT,
ERFENEELCOREN 1655, £ix. @A TERS
NEATENVHE LS ENBFHRRTH. EHREEER
TAHEBAE TERFRELXISEMEN T fics 5k, JRE
FREBICBVWTE. BEAED 0 EETOREIIBWTE
RBEEZHED SR TN,

QEACERENA T LEI L 5BELREEEREEE
R REE MR & LB IASRERRICBWT, 12>
ZN I TREHRCHTAEMETH S SERICHLER
BERIFIENTWERV. LHL., FHEECED I VAR
HEE=EBICEHL. TOHER. R Hram/MERXY
REE/ATORENPSTEERLE.

GEATERS N ES A Yoy FHc L3 EERESHNE
FHEELEBTABRERBICBLT. APEERETIIC
BESThin, —h, BeicshwTHickZapERS
SR TN,

(OEATERSNEI LA SRS (65 RELL) Ext
f2UEIERERBIC BT, FHORSIILDA 7
VI UEENNEE TSR LT, #50 B (23 %)
Bl .

B —ZPiEHL TS 7 NI FEBRLEBRISA
PEVELTERALLRRIE N,

GIERNTEREENE DB XD EMETHRBICBY
T. BIERAEEATHRS LR,

(NHES v FoERENRSEERBCBWT. 7TREZ»
ThE 1000 mg/kg T 3 /14 Fl. 700 mg/hg T 2 /14 HOFETH
Mpokd, LABCSy P TRVWTHOREEBRKENTD
CECHRSsRAEM .

(PHESw FOREEORE bS5 2T 4 2 XRBEICB N
T. 7 BEE. 14 BEE. 24 b, 42 B> v bIT 1000 me/kg
EL. THERT7/566. 4BEBTI /28 HA0EEHML
LA, 24 A, 42 BBOS v b TRWTINLIECMT
Ashirhof. FEIFTENLORETORERIE. 42 H
BO5w FEEBLT7 OB T 1500, 14 BETH 650
ELEMhofoht, 4 HR TR 2EEETH /.
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BEEABST BHIZAENFIENELT3I7.5. 75. 150 KZW

300 mg ZEEEORE* B LiLzoFxH0EEE0F

Bl BEES R UEREENS A-FRUTOEEDTHD,

AUCr=F T Canld I B AN TINS5 = EitRE 1de.
BESABTICBT3EEEO MR PRE

(ng/mL)
1,500
—— 37.5mg
- TSmg

& —+— 150mg

= 1000 —»— 300mg

#

B

I

5 500f

&

0 S
1] 12 24 6 48 (hr)
|
A DOEEHEENT A—F
BE5E | AUCH Crax tmax tiz (] -
{mg) | (ng-hr/mL) {ng/mL) (br) (hr)
37.5 1,652+ 203 150+ 35 4.3+0.8 7.0%2.4
75 3,152+ 702 360+ 85 4. 141.2 6.443.7
150 7,23+ 515 662165 4.3+1.1 6.6+1.5
300 12,9184:1,564 | 1,377+153 4.3%1.0 5.1+0.4
mean:SD
<HFALABARCSFAHERE >

HEARUIAS 4 PoBERABFERSRLL, FE142
EAELTSmgl H2EENIS0mg] B 2H%E 7 ABERER
2 (ABERSE) LicE E0EEEOEDTE/N T A -5 RUMmEE
FRENS TERBITOEBN Tholk. BEARTAADWT
NOFARIEBWTHHEE 7 B BOAUC: R U Craxt BT 5
v, ANERICBWULSERED shinho /. £ RS 7BED
M S B MRS 3 BEIICERREBICEREL. &R
HFEED Slahoic.

RS T BB HEEAORMEENZ A—F

E5E AUCwH1 Cmax tmax i I
mg) (g -hr/ml)| Gg/ml) | ) w
75 (HZ& M) 2,2764527 | 297+90.9 4.3+1.4 8.3i3.6\_
75 (FA) 2,270:387 | 244329.2 4.610.9 9.7+1.2
150 (A& A)| 4,891£963 | 599+96.6 4,4:+0.9 7.94:1. 8
150 (A A) 4,9041477 | 598+70.0 4.5+0.8 9.0%3.7
mean+=5D
SEtkomBPRENS7E
w5R Mg B EFRE (ng/mL)
75mg BEA | SmgBEA |150mg HEA} 150mg BA
3 16244, 5 158+39.4 301116 289487, 8
5 163+50.9 153+49.5 325107 360%£73.8
B 168+58.6 185+£30.1 344185.5 324+82.5
7 163+£27.2 144+£35.7 326::84.7 287456, 7
meanSD





