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European Medicines Agency
Press office

London, 17 November 2005
Doc. Ref. EMEA/385013/2005

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 Agency’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 outcome 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 here.,

3. This press release, together with other information on the work of the EMEA is available on the
EMEA website: hitp://www.emea.cu.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 18 84 09
E-mail: mail@emea.eu.int  http://www.emea.eu.int
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g’ ' European Medicines Agency
Press Office

London, 15 December 2005
Doc. Ref.: EMEA/420087/2005

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 Tamiftu 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.

All 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 hiere.

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 here
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: htip.//www.eniea.cu.int.

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

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20)74 18 84 00 Fax (44-20) 74 18 84 09
E-mail: mail@emea.eu.int http://www emea.eu.int
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HEICRET 5 & ((EYEE] 0ESHR).

QY HERPEN A > INIT I NV ABRREIEHF LD,
A7 NIIHEREEREINDZ EMHZ0T, HBRK
PEDB I, NERZ RS T5REBYIAEEZTSI &
(<Hhe - PRICEETIFERALEOTES>OESE),

3. 8RR

AT ENRDOEREEF TOHEE 09 AIcBNT. BHERIZ. 85

# (27.5%) IIEBH N, TRHMERIT. B 214 (6.8%).

TH 178 5.5%). B I12# 3.9%) FTHok. GREED)

KS14209 78 (1~ 12ROGNR) ORERE TORE 70§

IZBWT, RERIX 3581 (50.0%) KD sz,

EH 17 #F (24.3%). T 144 20.0%) FTHo/k. CREE)

(WEXZIER
Noavd, 7Ho245F—BEK BELRRA) : >3y,

T+ T745F—BERIHLLNDZIENHEOT. BER
ZHoiTn, Bi2. o0 - REEEE. TR, hEET
EnH b BaIidiRsehkL. BUTABETD Z L.

)R EEXH)  MAORENBEIHTHWSOT. B
EREDSNABSIEXEEOREIC L VER ERM.
BRMAS) 280, BULNERTO &,

NEFZR. FHBAERE. BE (FEAY) @ AST (GOT). ALT
(GPT). 7-GTP. AIFPOELWLRBZEEHSF%.
HEE HENSSDNBIENHDOT. BEETHIC
T, BREMNZHONEESINE. #5%2PiEL. @Y
ABETD &,

N BRILEIRIEBRE (Stevens-JohnsonfiEfEEE). hEMRE
WIEAE (LyellZEMRE) (AEFY) : KERRBERS
(Stevens—JohnsonfE & EE) . FEIEREFIEFAE (LyelFEEE)
ZOEREENSSDNEIEMH20T. B T4
FO, ZOX3RERNSSONBEITE. #E5EPIE
L. BYRABETSZ L.

S)aMBELRL (HEFH)  REBEReNdobhad I &
HDOT. BEEZ T, RENEDSNAEBEITL
EbicfSEhIEL. BYTLABRTS &

)M, mMEEL GEEAR) : amikeEd. f/h
RBRONHSONDZ I EMNHIDOT. BEETHTTW,
RENBDONLBATRBES 2R ETIRE, BYLIQ
BEfro>l &,

& - BEFEK GEELRY) B - BgER (EERE.
RETEH. BE. A8, B8, B¥%) Mbosbhd &
NHBOT. BENEDSh-BE&idEksedItL. &
Zr+a4cfiTn. ERISCTEYBLELZTD Z&.

*8) MMM AR BAERHR) Kk KBANS DN DD
ENHBHOT, E. METFTASORENED SNhILBE
igsEHhE L. BUSABZETD &

) =D DOEHER
KOS REEANS sbhBEE . ERIIECTHRE
ERE T BURAEERTOI L.

ErRfERI.

(2)

AT EIH

*

HE R A= 0.5 %L\ E
BE ®E. BRS. 4
B (ZHAHES
o), BER. K
T i
B-Li OBF% - OR% | BEE 6.8%) . TH (5.5%).
(BBEEEE). | BEX (3.9%). BH, EHE
mE. ALF i | EEE. DRFHRE.
. H{bEEE BSIR
EHeaER HE EE LY | HB. @R, FRE. HF
. R n
R FEHER, LB
HHSNE. LE
HR% (STER).
;i
FE AST (GOT). ALT (GPT).
7-GTP, A-PO LR
> Jinfz EARBE
mi& SFREERHE N
(S35 K[EXH. %W
iR BORE (BERE
= S8, 54
BH%)
ZDfth EH. RR EE | T BoEEn. 5.
8. 2@ oy
R4y 7#
S EE e 5%k 5 %k
BE HEFZ. X (BB
HESE). EERK.,
B Fihin
k28 OF% - ONK (BE = (24. 3] 8B, 1555,
HE2SY). off. AL | %), TH|EX
F.wefn. WbEEE | (20.0%)
BEBER | BR
[t E=#ER. 028
MARE. LERR
# STER). B
i3> ALT (GPT)| AST (GOT)
-3 8
i) BoR% HEEE.
SE. E8. BRS).
BBk
F0fte HoOBE I8, H & i
BT, RER EEE.
2R

EDENNORRRR X IERBECTHRE SN EEZEHT
ERWVIEBICDWTIIEEERBE & Ui,

L EBREDORS

BEATERS N AT EIENC L ZERABHRATIE. SHER
OEERUBEIIESRE EOMIIZERED SR TRV,
—RICEBETIE. EREAE (TR, FFERES) o)TR.
BaOEBERBEZATIIEMNENED, REZEBLZMNS
5358 KA - BRECEETAERLOEE>DES

.....
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5. 3. Ef. RARSEAORS

WEBXITEEL TOIARECS ZWAIRET HBEITI.

BELOEFRNESEREZ LES EHEEhIBRITOHE
535Z¢, [HRPOKRSIETIRESERIBIL T
W, BMHER (S v F) THEABAENSBREEHhTNS.]
CIBABIBRET 288 CHBAERITEIEZ &, (BPE
B (5o b)) TANPIBATTAIEMREETNTWS,]
6. NREADERS
(D1IBRRBOBR EHEFER. HFER. AR KNT%
SHEREILTWAWL ((FoMoEE) OESH).
QBEATERENERSA >0y THICE S ENMRRERRIC
BT, FHES Lkg XFEOHNRITHT 2 ERAERII 2N,
7. 8BRS
ERSATH. BBRRSICLI2BEZSMNELE L L0HEIR
Wht, BN TORERAEZNRELEATZNAICLZEIH

BRHERBRIIBNWT. 1H200mg AEDHREICKDIER. B,

HEW (FEBHEER) MBS THS,

8. EALOEIE
ERZfE . PTPEEOEAEPTPY — S BOE L TRA
THLS5EETHL, [PTPY—FOBEHI LD, BUHEA
BraEBE~ATAL,. BRBZELEBI L THERXSOE
ERSEEHRTAIZEMBETNTNS, ]

9. ZTDRDEE

MERTEES N T EIRRLSBHATHERRICBWT,

BERFENEELELOBEMN 1SS, £, BN TERS
Nieh7e VAR EZBMATHRR TR, EREEELSE
THRBRETERFABLIIENEN 7 HICAShi-, ik
RERICBVWT. BRKABO I00BETORBIKBVWTE
RBEEIED ST TWRNL,

QBATERINH T LRI X 2B MRBEER TS
FREEEEEE2HRELE-BIRBRRBICBVLT. 1>
TN REHARCHTAEMME TR T SERCHLER
RERASHTWRW, LAL, ZRREICEID DA NAR
HHEZ2EBICERBL. TORR. %8, HARK/BESHHEY
REE/RATORERFSERICERL .

@ BEATERENEES Oy THICL 2 BERRESH/NE
ENSELEETHARERRICBLT, APEERIET S
BE>TWiWL, —F5, R2UBKBWTHICIKELMERS
STk,

WEATEESN - 7EIAIcLoEEGRE (65 RUL) 20
SLLAEEIHEEERRIIBVLT. XRS5 ITEIDA T
VICHEBEME TS ERICHEL T, #50 BRI (23 %)
gL,

G)o—XPITEELTA 7NV I OV ICRBLUALBEICEA
AEDRLUTHERAL &R L,

GYERATEREI N AT ENVFICL 5B LDHTHRRICBL
T. 6 BMEBATERSLARRIIZN,

MOHES v FOREROFSERHRICBNWT, 7TE®HS v b
T3 1000 mg/kg T 3 /14 $il. 700 mg/kg T 2 /14 FOFET-H)
Mok M4BBOSy FTROUThORBRIRBWLWTY
CELCHARAShEMD .

@PHESY FOEREORS bF2 32574 7 ARBKIZBL
T. 7THE. 14 Bk, 24 A, 42 B&S v bIT 1000 mg/kg
BEL., THBT7/568l. 14 AHT1 /28 HOETFNSH
shi-ht. 24 8. 22 BBDSy FTIRVTHHIETMIL
oMoz, AENVFIENLNOMTOERERIZ. 428
BTy FELBELT7 A& TIL 1500 5. 14 BE T 650
fEr@mmolhs. 4 AR T 2EBETH /.

(3)

[EWmEhEE]

1.MApRE

<BEALCHITEHE>"

HEEEABTF 28FICALNIIENELT37.5. 75, 150 RTX

300 mg Z BEFOFZE* AR L& 20FFOBEEEDTE

B P MERBRUEDBE/ S A—FIIUTFOEBDTHD,

AUCr-R UCantd FI B HLBIBIICIEINT 5 2 E SR E N T2,
BERABTICBI 2EREOnEPRE

(ng/mL)
1,500
—+—37.5mg
- 75mg
glooo 150mg
i —»— 300mg
]
: 4
il
#5500
&
Ni;

0 12 24 36

48 (hr)
B M
EEGEOENBENS A—F

®’E5R AUCo- Crnax tmax tin

(mg) | (ng- hr/mL) (ng/ml) (hr) (hr)
37.5 1,652+ 203 150+ 35 4.340.8 7.0+2.4
75 3,152+ 702 360+ 85 4.1x1.2 6.41+£3.7
150 7,235+ 515 6621165 4.3+1.1 6.6£1.5
300 12,918+1,564 ] 1,3774+153 4.3+1.0 5.1+0.4

mean+SD
<BFALABALEITZHERE>Y

BEARVAAZE U HIORERABTFENREL., NS
ENE&LTh mgl BH2EKXK150mgl B 2E% 7 AMIKER
B* (BERS) L E0oBHEOEMBRNS A — SR U
TRENS 7TEIUTOEBDTHoz, BEARTEADONT
NORAEICTBWLT B&%Bﬁt& 78 E@AUCD—H&UCMIiﬁ*—%T&
V. ABBICBIZ2ZERIBDShahoik. £ PSS THED
KBNS EHAITRSMAE 3 ALUAICERREICINEL., ¥
#HREDShaho k.

B5B%7 AEC BT 2B EAOEYBIENT A -5

k5E AUCo12 Cinax tmax tiz
(mg) (ng - hr/mL)| (ng/mL) (hr) (hr)
75 (H&EAN)| 2,2764527 | 297+90.9 4.3+1.4 8.8+3.6
75 (BAA) 2,270+387 | 244+29.2 4.6+0.9 9.7+1.2
150 (HAA)| 4,8914963 | 599+96.6 4.410.9 7.9+1.8
150 (BN) 4,9041+477 | 598+70.0 4.5+0.8 9.0+3.7
mean+SD
EEGOmMBPRENS 7@
w5R I PREHERE (ng/mL)
75mg HEAN | 75mgEA [150mg AAA| 150mg AA
3 162+44.5 158+39.4 301+116 289+87.8
5 163+50.9 153+49.5 3254107 360+73.8
6 168:+:58.6 185+30.1 344+85.5 324182.5
7 1631+27.2 144435, 7 326+84.7 287456.7
mean+SD



2. BHEEREE LT 3EDIREY
<HBAIIBUZEE>

PULFF=oPD)T7 A (Cor) BIZLDBRESNETE
BEEEEE2SD20HZ2NRKEL. TENLFIENEL
T100mgl H2ME%6 ARMREREXL LR OEEGE
wEEIL. UToRDOEBVBREIKELE., BER
BEEREZCBVWTRIRSBORENLETH D LE
Zohiz,

#BS5H%E6 ARIKBIIEREOEYRFENS A—F

Cerf@g AUCo2 Cumax Clro-12
(mL/%3) (ng + hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+ 18, 068(4,052+1,519| 1.54+0.55

30< Cer<60 |15, 010+ 4,158(1,514+ 392} 4.19%0.67
60<Ccr=90 | 9,931+ 1,636(1,058+ 183} 7.25*+1.15
Cer>90 4,187+ 630] 494+ 80| 17.50+2.78
. mean+SD
.EMBEEMERY
<HBAICBIFIHE>

FENYIENRIREEREEZEDO T ORRS REDH
A8 r U750 Z0ET. AUCk=KUCnuxD#] 2
EomiaRnshiz, TOZERT7 o4 RBEBRE
R TERMESWMEIND ALY I ENIIEERTH
WENZEFEOHACIVESNHEERZET 5T
EETELTVLS, LAL. ZORSICLIIENHE
OELOEER. BEBOHABNLETH BT EHEKRH
IZBETIIZWV.
aB. 4> 7IVT oYy ) ABREEE IS ERERNO
DI BRSNS TRESSHLEN ERFIVE, <
r OS54 REFREWE. NSAIDsSE) RUOLERICEER
Bz 2RO H 5 EH (RABRES) 0Z<0EYE
OHBEREBRIFEIhTWRN,
A BAREEY
FENYIENRUFOESEEOE N, Ty b UY
FRUAXMBEEBLOBERIT. AENVFIENT
BETOBEIIBVLTSORUTORETH M. &
HETHNWTNOBEICBVWTHLIEETI%LUTOH
WbHDTHoz. (invitroilER)
5.4¢3 - Hete-®
<HBEALCBIF3REE>S"
AL BV TEDRSREPHEEL LTHRT
ERcmAkSmENS, BERABTFIHLERIZ (F
LR FIENELT37.5~300mg) BEEENOHFRE*L &
EE. RXTARUERESDE TR SRFHEXTI
70 ~ 80 BASRPICHH T .
7. AL IENEFE MFI 7OV —-AZRALENR
FHHABRITL D, P50 I L ARBIIED ST, P450 4
L7 EWREERoRFIC LD EEPS EEORHICH

LTHIREAEEEEEARMOI.

M@ELs RARUEHE . Skg BlEO/MRIZH L TREB I
M- BB, 1B 75mg#1A2E. 5BMREET

H5.
FoIES  RARK I3 EM EOMNRITH L TRBENLAE -

BRI, IE7Smg#1H1E. 7~10BMARET
H5.
(BE) HPEBROBRY

1. 578

fi S » MMz [“Cl-F V& 2 E)L 20 mg/kg & BEIE
s Lk, mEREEEgCESMIcomL., i
BTELMLTLE, HEEZRSEFR, BERTSS
EERL, ENEED 1 DEEZALNTVSMTER
BOR 2B THo . FREEROBTIIDLD
oo HIZBNTHEADOBITNED Sh. BIFREE
W EBHERIME O 1/2 Th oz, HEEILERE 48 EFH
BETICRHEN S BT ERICHELE,

2 AP _
BA.Z v MZ[Cl-FENF I EJL 10 mg/kg & B EHE
NS LAE. BHEZATPICBETL. 5 1ERE
BTERSBEICELE. TO%. OEFEITRER
EBTHELEN, AP/ mRPRBELIIEICALLP
KBWLWTEMD .

(B8 FRAcER]

1 ASSBRAE ™

<BEANCBIFERE>®
BRICBLWITERINAE St REHBE LB
REB (JV15823) @ 5 BRI SICBI 21 7N T
BRUE (ETOERSRET I ETORR 87258
HiEELITIRY.

AT NIOTBREBELWRE LE_ETFHRLER
BirsWwT, VBT ENVYIENICED. BREERO
BEof. EEEOET. V1 NVAHEORED. RO
EHEIROEE RO s N,

A > 7 NVI Y RRERR (B3R

5 22 enl A > T NI P ERFIBME
B A ey | VR wl o5 wmEEm)
Y UEBARN 70. 0 BeRE 2
5 E E)lf 5 El Fﬁa 122 g‘] (53 8'85 9)
J5e# | 5BM| 1304 EAr I

&) ULEBALSIELORE - AR
FENFIENLELTIESmgZE 1 A2E

#1) 12 TNVEHRREOANZAHBIAFEEO LAICLDHEL =

#2) p=0.0216 (7 5tKEDHE)

2%LULORBERTHUELTOEESERIILTOEY

THhol. FRIIRUEBEERNLTLULEHEHZE

klizt, . BEOBECHOERSERAR X

BAiE3EH. INS5OERMNS. ZEBEOZERRICBT
BZEERORBREZTFTRIT D &idHisdmn,
EANEFEERTRELE
FRHEER (2%LL1)
- St R [ Iy
HEER 7;1—;'1’%9'1‘ J/&?i’n'lzzl}ézf En
[ L 19 (11.9%) 17 (11.0%)
T 24 (15.1%) 13 ( 8.4%)
g iHe 7(4.4%) 9(58%)
B 9(5.7%) 8(5.2%)
ALT (GPT) ¥4m 6(3.8%) 5(3.2%)
oR% 1(0.6%) 4(2.6%)
-GTPighn 5(3.1%) 4(2.6%)
Al-Pigm 3(1.9%) 4(2.6%)
TNT 2 U RIGE 2(1.3%) 4(2.6%)
F) VoEBAEAFIENORK- AR RRAHK (%)

AENFIENELTIE S mg ®182@
#1) EHR EESMESO.
#2) BRRELESD.

| CHEAICBEBREES™

(4)

Bk LHFRTEREENLT S RERBE L BNER
B D 5 BRRSITBI 51 > 7V T FRAAR (&T

| DFERMRET 2 ETORRE) ITH T 2EMEEUTICRT.

A X TNL Y RREE (EE)

; it | 1IN T TR

£ A g | EPRT] whie o5 %imEER)
AN 78. 2 B2
FIEN SBRE| 3016 (72.0-88.0)
. 112.5 B 7
77w SHE | 3097 (101.5-119.9)

#) UoBAELYIENORE - AR
FENFIELELTIESmg 1 826

1) A ZINI SRR AN AR IAKEO LRICEOHEL .

#2) p<0.0001 (75t & DOHE)

P59



P60

YOBAEINIIENCLY. BRUEBMOEBHEDM.

EFEEOBKT. VAN ARBEROES. AROBIEM
RloEERED s,

EABRFERBRTREALL
FRAEEER (1 %LLE)
S+ # I I

B 48 (6.7%) 97 (13.4%)
mErt 21 (2.9%) 68 ( 9.4%)
T 70 (9.8%) 48 ( 6.6%)
BHE L 29 (4.1%) 22 ( 3.0%)
[EXSR 15 (2.1%) 17 ( 2.3%)
[LE ] 16 (2.2%) 16 ( 2.2%)
Fit 14 (2.0%) 13 ( 1.8%)
&K 12 (1.7%) 9(1.2%)
N 6 (0.8%) "8 (1.1%)
=5 7 (1.0%) 7(1.0%)
) VBRARNIIENORE - Ak RBHK (%)

FEAFIENELTIEmgzLB2E
#1) #WitRUEELEER

2. TRt AR

<BEAICEITIEEST

BRI BWTERI AT SEREHRBE LS NER
R (JV15824) @ 42 BB E*IZBIT B> 7L
YRRMEORENHDRELUTIRRY. FHEBRBESRE
FEUEEKRA08H (F51K; 19F-83 K. FH
3408, 6SRELEOEEE 1065, FH ; 18 %~ 77 &.
I 34.25%. SEUEOBEBMERLLED) 20KRELE.
BR-EERESRERICBWLWT. 127NV Uk
RERETSEAESS %, FR{EH1.3%ThHolk.

A 7N OTRRERES (RESR)

B, U EA T
TIER I AFIEN | e o0m
HRFIE 153 155 (95 %{SHEXR -
%&%ﬁfﬁ 13@8.5%) | 201 3%) 2.4%-12.0%)

) UUBRFAENSIIENORE - AR
FENFIENELTIBASmg* 1818

#1) BRRTERKM 2 OUERDS s, U1 N 3BREED LRI
TR ENRER

2B EDRBETALEL2TOEEERIILUTOED

THole FRIGRLEAEESMLT LHENEREE

LWL, £, BEORECHOBERMSBERER L

Bizk®d. ThoORRDN 5. XROBRRRICBY
ZEMERORBRBETFRT S 2 &ITHREN,
BRTHRBRTRRALE
FRAEESR (2%L L)
S - %
EE 18 (11.8%) 18 (11.6%)
T&H 21 (13.7%) 13 ( 8.4%)
Bt 9(5.9%) 11 (7.1%)
BESF? 6(3.9%) 9(5.8%)
e 4(2.6%) 7(4.5%)
B H 3(2.0%) 6(3.9%)
AR 3(2.0%) 6 ( 3.9%)
EX - - 4(2.6%)
B mikiEm 3(2.0%) 4(2.6%)
ERRBE 2(1.3%) 4(2.6%)
7 KoM 1( <1%) 4(2.6%)
o) VUL SIENORE - AR RRGK (%)

AENFIUAELTIESmg el AL1E
#1) W EEBRES .
#2) EARELEEG.

<HABAICBIFBEE>™
K(ENCBWTEBSW AT SR 2HRBELENEE
RS (WV15673/697) @ 42 ARSIz BT 31> 7))
LI HBREOREMMBREUTICRT.
IE-BEREERRICBVWT., 1 >INV IVYBRRE
REBRZ 7S EAREL8%. ZRABSH1 2% THo/.

A2 INIOTBEERER (BER)

S5 3pof2 UD%. Fad
TR =,
EIEN =0, 0006
bSE k=4 519 520 (95 %M -
B e i FEHE o N 1.6%-5.7%)
5 () *V 25 (4.8%) 6 (1.2%)

) UCEBAELIIENORE - AR
AENIIENELTIEmg21 818

#1) ERBUBBER. 2EREENE 1 DLULBHO N, D1 N AHE
X3S LRI X OREShEH

e, BATORBEENRELESSEAMRBR_ES
WEERES (WV15825. 42 ARG, 1> 7NV ¥
BRAEBREEMEOTSSERAHB_EEREBRS
(WV15799. 7 HRERSE) RUA 7N o TRIpESRE
EREOTHESETFHROT— 7 HERB (WV16193,
10 BRI E) TBWT. 1 > 7N YBRRERERIT
EFBR4.4%. 12.0%., 11.3%. VB ENIIE
NEEE0.4%. 1L.0%. 1L.8%THhol. B, BEE
EHRELEEBR (WVIS825) 0, 77 F EEEICBWY
B4 7 NIOFBRERERIT. FSEREERHS5.0%.
JoBA LI IENEER0.5%ThHolk.

EATEBE NREMBIDRZHRN LB TBERR
BOBEERELUTIORY.

EMBTF IR
WV15673/697 WV15825

HRES n=1039 n=548
X & R A (188EL L) Bl (65ELL L) "
=8 TR |V BIENIIEN| S5tR ) BN IEN

n=519 n=520 n=272 n=276
£ (%) | 18-64 18-65 64-96 65-96
(1) | (35.0) (34.4) (81.8) (80.5)

#1) #9980 XOBWEMEMN T F EMERV. W14 % OB EHIGILEHE
HEEKBEAML T,

BEERET R
o WV15799 WV16193
HeES n=055 n=808
R 130l & 1%k
T TRV ALY IEN| TR B id 32
n=461 n=494 n=392 n=416
EBMGR)| 12-85 13-82 1-83 1-80
() [(33.8) (33.2) (26.2) (27.7)

T REHBELEEATO_EEREERBO 42 H
FHREXCBNT. 2% EORBETELEETORE
ERILITOBRD Thok. AEERI TS RiEH
T 973 fith 673 ] (69.2 %) iT. AL 51T 986 Flp
N7 H (72.7 %) TRBEUE.
TOFUIBEBREIBYLI S RBRSROGESIRI
629 Fi4 458 #1 (72.8 %) . KR EHOFEERIT 635
#lrh 487 B (76.7 %) IZRBL. 7/ F L EEBIIBUS
T RESHOTEERIT 344 il 215§ (62.5 %),
AR EHOAEERIT 351 Fid 230 £ (65.5 %) CRE
L7z,

BB, FRICRULEEEZSMSLT L HRER ZE%RL

W, Tk, BEORECHOBRASERRBRE IR
. INSOR/ELS. ERORERRICBT 2R

EHORRELETFRTSD T Lidlskin,



BEATHRETERLAE
FRHEEER (2%LLE)
o . -
EEER {;;; )/&i&&?\t»
B 243 (25.0%) 286 (29.0%)
¥ 104 (10.7%) 116 (11.8%)
LX) 112 (11.5%) 105 (10.6%)
ES 50 ( 5.1%) 92 ( 9.3%)
AR 85( 8.7%) 81 ( 8.2%)
R 86 ( 8.8%) 81 ( 8.2%)
SBEHEK 67 ( 6.9%) 63(6.4%)
ERGE R R 51 ( 5.2%) 57 ( 5.8%)
EH 43 ( 4.4%) 52 ( 5.3%)
T3 38 ( 3.9%) 49 (5.0%)
AR EEE 47 ( 4.8%) 47 ( 4.8%)
AT NI Y 41 ( 4.2%) 46 ( 4.7%)
bk 36 ( 3.7%) 35 ( 3.5%)
R 23( 2.4%) 30 ( 3.0%)
e 33 ( 3.4%) 28 ( 2.8%)
EH: 9(0.9%) 27 ( 2.7%)
BaE 35 ( 3.6%) 25 ( 2.5%)
8% 16 ( 1.6%) 23( 2.3%)
BFR 23 ( 2.4%) 22 ( 2.2%)
) USRAEN S IULOBE - Ak ; SRR (%)

AENFIENELTIESmg #1816

¥ OBESE  RARUMGEIN.Skg A EONRIzH L TRESh A
AR, 1E75mg 21 H268. SAMRETHS.

FoRSE  RART 1I3EHUEO/NRIIH LU TREBEO ML - BE
2. 1BI75mg 2 1A 1@. 7~10 BMR5TH 5.

€3 E-35)

1.invitroln O A L A{ER™
VoBAENSYIENRTORS T THD., KB
S OEREICERINE. UMV AERETRT,
U BRIt Y I ENDOEEEILn vito TOARKRUB
BA NI I NAOEREERE (EREHICo :
0.6 ~ 155 nM. EEFR5BEHKICH : <0.35uM) THEL
JAd

2.invivoli O 1 )V A{ER"

IVARU 7 2Ly FOAREUBRA V7V oYY
ANABEREFTITE. U ESENZIENORD
%5 (0.1 ~100mg/kg/B) 2L D, ABICEKELTE
BROEM. BRICESEROED. UTIVZAHED
Bl EOBEDEMEDONAE. £ ZU MY
REFIVICBVLT Y1V 24 BRFI» S DR O#%
5.(10, 100mg/kg. 1 B2M@E) T. £FLEOLRR L
TAINWVABRREICH T SMEBDRSEBDH S Ik,

3. (EBEFE

UBAEN Y I ENOEEEITIE FARKRUBRIA >
INIZHTAINAD /T2 25— #BRICHE
ZEL (ICw:0.1~3nM). HLLSERETNETAINZA
OGRS S OFBEERETS LIk 1)
2DEREEMET S,

4‘m1§21)

BN RCENEKRABRICBI2ERICET5RET A«

NADHBRIIEARVEFETIL0.34 % (4/1,177 1),

BRTIE4.5% Q7/374 F) THY. BRA - BERLA
RegbiBe. L4% QI/LS1E) THhodk W
HEOAN AR ETART L ATk L. BETIHIEHR

NRDONREN o, MEEERLAEVA I AT,

IIARV Tzl y bizBWTELLBRREDETH
FHo5N, BRBEHLTORE. GRIBED TRLE
Zzohs, ME=BBLATINLATIR. /1473
Yo7 /BERMROLNTNS,

(6)

(FPARDICEY 2BLEF2MMA])

—R& U BRI ENYIVL
(Oseltamivir Phosphate) (JAN)
{54 : (-)-Ethyl (3R, 4R, 55)-4-acetamido-5-amino-3-
(1-ethylpropoxy)cyclohex-1-ene-1-carboxylate
monophosphate
miE
- HsPOy
AF : CisH=N:0, - HsPO,
DT 410,40
#f K RE~HAABROKEBOYRTHD. KEU

AZ ) =NZBER ST, T /- (95) kK%
PHETRT L NN-DAFVTE T RIE
FIKLK FEFZMUNRIEEAEBT N,
B = 192~195C (3R
SRR - B~ PSS TARMEIRSEL. T AU
EETHIBICAERYT 5.

(A%

LERNTONS UZAIBEBI2EDIMERUEeEE2H
SMCTBH L.

2ZENTORBEIIBI DX RORPHEZHSHICT
LT k.

3.BRA VINIHIAINAIIHT 2 EDR UL
BT O EMEERL. BMYSRICHET LI L,

LAITNI T IANZADOERZKICHT SHHELICET
SENNAOBELR - FHRICOWT. MEE. HHLD
KHETRI &,

[& %]
ZIINATENLS 110 17N (PTP)

100 737 JL (PTP)

(FRBiaH LEE]

AL TARIIBRIA > TV I ¥ o )L REEGE DR
EROBE CENTHEALEBSKOARBRA I
7.

[FEHE]

1)-8) #R&EH

9) WIARME=EER, fih : BEERHE

100 HAEH

11) WAE=RE, #h - e R

12)-16) #HRM&EH

17) Sidwell R. W, etal. : Antiviral Res. 37 : 107, 1998

18) Mendel D. B., et al. : Antimicrob. Agents Chemother.
42 : 640, 1998

19)-21) #N&EF

74 : 1044, 2000

74 : 1062, 2000
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* * 20054E 10 HBRET (BB13KR) BFEEERRIEES
20054 7 HEkET ~ ~
* 20T A AV IWIITIALILZE 87625
‘ o -~ L =5 =

BRHES : EEERS g:j " FS_140v7 3% FEES | 21400AMY00010
nHEEAEEZE AR | 2002448

B & RERT TAM“:I-U R7cBts | 200247 8B
@SCESABNCLEOT| U UBA RSSO RS YOy T

= OE BN [ERWLLEOEE]
DESR.

ERMR : 25
NBICRFOEBYURA m
‘:§mj—5 : t) @ nva 7”4—7

[BR2(ROEBHICIERELANWI )]
ZRORS I3 LBREOCRAEDHDE

DLBREICAVIEAIE. 1O I NI RERORESS |
2 BUNKESEMAT 52 L GERRTRS 5 48 HRIEA |
BIIREEZRBLLBEICBI AR ZEMIZF—5 |

i R@shTwRW), ’

L2 BAOREERERE T, LETRESENT 30T, |
EREOCETICRLUT. ROLSAiR5HeARETST |
& HEACBY 2RAMIZED). MNESORBERESS |
TOERERIIZL, :

[48RE - 1%£3X]
kB & & YIIONRIA4O09T3%
LT % YBFENYZIEI 39.4mg
X3 FENFTIENLLT 30 mg)
S D-VWE b=l FH2F AL I T IBTK
(1gh) MDA BLFY . ZEBRFFUTAL
Fnm|HyhU>FPUTA FFRAMYD, JOEL
A=), FSEFITA, IFAINZY .,
&%l
FRIIBE~KRBOBRXIROS BRI TH S,
#* R ZFIABWE T LE. BR~KBABOH— 1B
BETH 5.
[%hEE - DR

OAUIBRA > I WVL Y1 ) ABRSE

D <opke - HRICBET BEAEOTE>

L L BRICAL B BEIE. A N AEORENSARRIIBY |
POAYTINIOF A N ABRE DL TOBREIH LTI |
ATRHRIVWI &E2BEX. E%@ﬂi&éﬁ‘ﬁﬁﬁbﬁ:t'&g

FROFEHOVEFEBECRNT I &,

D2 I RAMOBE (EHEGER. HER, LR KHTIE |
SHRUEPERBIL THAL (MNESADORE) OF |

ZH).

L3 ARIATUABEA > T VI A L RERELUN OB |

PR EIRMIN,

D AR RERRE R (EESLANEE O |

(A% - RE]

BE, BAZBAEMYZENELTIE S Smg#1B26E. 5
A, ARBEL TEOREGT 5,

FBE. HPRBIZEBAENIIENELT., 1E2mg/kg (R4
1oy 7RIELT66.Tmg/kg) # 1 B 2@, 5HME. ARBEL
THROBZE5T D, L. 1EERABRRAEALYIENELT
5mg &5 3,

&) ER-EFFOATEAILLDERTIIE

(1)

| Cor: JLFFZIOVT IR

ILTFZIHNT IR Wlif) BE5E
Cer>30 1E75mg 1 B2H
10<Cer=30 1@ 75mg 18 1H
Cer=10 HERABIIMEIIL TN

[EFRLDEE]

1. EERS(ROEBICRMBICRET S L)

BECBBERERE (KHE - ARCHETIEH FoREE>
RU TBEELEANEE OFEMR)

LEEBNREEANEE

M FHRIFHBNOERNTH Y., BTRENMETLTWSERIK
P RENE R EBENNS DO T. ZFOBREICE
LT, JVL7F=2 007 S RABREBUR<EE - AR
KEET AR EOEBE>ICETWT, REEEZEL NS
HEIRE T2 L ([EhghE] OESR).

(DMBERERIIENA TN T oI N ABRREICEHFLED.
AINIOHREREBREIND I MH 20T, MK
PAEDBGIZI. HERAZRET IR ERYTAEZTO &
(<PEE - PDRICEET S ERA LOTE> DEBHE).

AEALg (FEALFZIENELT30m) Fic. YIVE =)L
(RBOMNBHE) M BTmgEAIhTWIO T, BEH
REAREOCRE I CRETI2HAICRERTI &,

3. BMER

AT ENROEER E TOMZE 309 FlicBWwT. altEAi. 85
Fl (27.5%) @B Shi-. ERBIERZ. B 21 4 (6.8%).
THITH (5.5%). MR 124 3.9%) HETHo/x, (KEEHF)
RS540y 7H (1~ 12 BROHNR) OFREBREE TORE 70 #1
IZHWT, BIfERAL 35/ (50.0%) K58 Shf-. TABRWER.
B 17 # (24.3%). THI 144 (20.0%) FTHo/. (FIH)
MEXTRER
NYavd. THFI45F—BER GEEFR) : > av.
7714 5F—HERBHOLNZ I MH BT, B
ETAITV, RS, Em - RIS, WWREEE. mEET
Fhsobh/tBaIciddtsedit L. BYLBEETOC L.
R (RETH)  HRORESFES TN TNBOT. B
BHEDSNABEITHXBSOREI L DEE GEFME.
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