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1. BRF%E4

(1) #4
H I TN TSI T5
HZITNORT Ay 3%

(2) F4
TAMIFLU® Capsules 75
TAMIFLU® Dry Syrup 3%

(3) AFDAEXE
Tami : JR¥4 Oseltamivir £ Y flu : Influenza £ 9
ENENES L Tmb,

2. —f&%

(1) 1% (@aE)
Tz el et (JAN)

(2) #4& (%)
Oseltamivir Phosphate (JAN)

(3) RATL
Ly ANV AHE - —vir

3. BEXARIETER

4. BFARUDF=E
4313 Ci6H2sN204 + HsPOy
yfE 1 410.40

5. L4 (mfiE XIFXE
(—)-Ethyl(8R,4R,5.9-4-acetamido-5-amino-3-(1-ethylpropoxy)cyclohex-1-ene-1-carboxylate
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M. BRSICEYT HEE

1. IRt E
(1) 48 - R
HE~BEAROMERE IO MK TH D,
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NI, TR R=FUMTIEE A ST R0,

" A 1g AT 2 VAR
ki (mL, 20°C)
7K 1.92
AR ) =) 4.64
% ) —)L (95) 28.1
NNJAFLTE T IR 101
T h=hU L 248000

(3) BTt
FISHTE 90% LA F Tl ZER D 720,

(4) B (fEm). |, BRESR
192~195°C (43fiR)

(5) BAIERARHEH
pKa=7.75

(6) DERE
Bt~ PRI CAKFRIC 0 EE Ly 7 v U PEREIE CIMARIC 0Bl 35,
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RIS D L ENE

W E S 60°C., # 7 A (K. WA
HIEE H RER B AR 145 H 3fEA
PEIR (UL &) BN 5] DR BN
IR OEF (%) 0.49 0.45 0.45
Kar (%) 0.3 0.3 0.2
R (%) 99.0 99.3 98.2

WIS R T D LENE

W E S 60°C/80%RH, # 7 A (Bi2)
HIEEH PR BR A E 1 A 238
PR (ML ) FEDHE HEOE FEDHE
SR OEF (%) <0.05 0.11 0.14
Kar (%) 0.19 0.21 0.19
EE (%) 99.8 99.8 99.5




VA
s
eSSt 20mL O T 2L T (ZH)
N 0 4 B 16 BERH
HERA HERIIARE | s 5 1x-h) | (2727 Ix-h)
PR GMEL, &) MO R HEDB R MO R
DR OETFE (%) 0.05 0.22 0.94
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(RFREERY 270 77 1x « h K ONVRITSERAM U = R L ¥ — & K T60W + h/m?2 [ZFHY)
2) HnsEER
7 40C/T5%RH &)@ N7 oth, R =F L 4%
RS (AR | RIENE A A B )
HIEE A FRBR B A5 1154 314 A 6 1% ]
BodH b
HH NN AN I7AN
Pk (GMEL. B) [ERERDYHSN [ERERDYHSN HEDOBHR B DR
SR DEE (%) 0.53 0.43 0.42 0.47
Koy (%) 0.3 0.2 0.2 0.2
8 (%) 99.1 99.5 99.4 99.3
Bl 3 vy FEHE
3) IR SR
A 25°C/60%RH &J& N T L, R =F L 4R
il (ELIRAINE . R 2 )
HIEEA SRR BR AA 3 %A 6 4 A 12 5 A 18 4 A
o o~ Hobhs HoH D = o
PEIR (UME. ) ERENRY S Ak e [ERERPY A5 S B E
SR DEE (%) 0.53 0.40 0.45 0.42 0.50
Koy (%) 0.3 0.2 0.2 0.3 0.2
a8 (%) 99.1 99.4 99.7 99.7 100.2
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o Xy v A

i AT 4 BB VIRL
%ﬂ:ﬁ Cf::m 75 _:J-
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(8) #&Ala—F

X TN (FRARERL © 7RV FR )

(4) RHE|OHHE
RN

(5) Zofth
RN

2. HEIDHERL

(1) _BEs CEERS

) DEERVHMA

HR5E4 I TIH TRV TE
1 h 7k
ANy Az Iy g 98.5mg
(AN ZIE/NE LT 75mg)
NEW: TNV r—bT o7, RERY, Z7aAB L Ar—RF
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5. iBAT BEIEEMD H 5 KHY
R064-0802 (A &L 4 I EILTENER)

6. HEADEBEATICETIRENL

PRTF 54 o A7 P TE A 5
—— 60 CRIFRMTIC 3 4 A MR
BE | 50°C KT 60°C () 1., 2, 3f&AH T35 & &, BRI SR D
MLz (8 1.2%).
_— oo S - EoE1E, | NS
WE | 40C/75%RH ak) | D2 3ET s L
(9 0.4%) ,
X Xt /o7 | B 8 If[H* A7 L
6 i H THREM N bTMITER
I 40°C/75%RH PTP ™ 1. 3. 6 A (MEEE) L, ofEmrod
PITHIM L7 (59 0.4%)
A R e 120 AT DT
R A7 R 25°C/60%RH PTP ™ N e e | BRI (R 0.2%) L7zAS, Bk
60, 84™ 96™, .
120 % ** ELINTH -7,

) RUVBEAE=AROR I =) F o2 BRSNS ETHEE T AN LR OT A IE
* o KRPREE 120 7 Ix - h R OYRIT SRS =% /L % —200W » h/m?2 LA EIZHE Y
¥y b TORBRAE R

FIACRAFRBR DR K OWERHIRAT IC & D B IR O TRIFERICHES & 10 FOABIMIBIE =
hTnd,

7. ABERVERROREN
RN

8. fiHlL DEAEI (MRILENELL)
AR L

9. A
FRBRTZIC 0.1mol/L YA 900mL % vy, /X KAEIZ LV M4y 50 [lEs CiRBRAZ1T 9 & &, K
s 20 Srfl O Q fEIX 5% Th 5,

10. &3 - A%
(1) ZRPSDELGES - K. SMEIFRGES - EKICHT 1ER
A L7

(2) a%
10 7 7%/ (PTP10 # 7t/ X1)
100 7 7/ (PTP10 77/ X 10)

(3) FPHEE
A L7
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(1) FIFnXH
NoAvmy T
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{0~ B (0, D R SIS 0 B 25 ek
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B — 72BN Th b,
S v AT — Rk
(3) #HAla—F
2L
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BARSAYA

(5) it
M L

2. A DR
(1) BB CEMRSD) OEERVHMA
k744 AITNVRTAva v 3%
1g
LR %oy A ey iR 39.4mg

(AN IE/NE LT 30mg)

Y RY v—)L, RERY, huFwasForry, TEALVLI AN
A A, o N AR, BREEKT A, 2 RS X
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A B L

(3) 8&
EARRAA
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R064-0802 (A &L I EILTEIEIR)
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6. HADERBEKTICETIREN

TRAFZAME PRI HAR iR
EHIRFRER 25°C/60%RH |fata T A 3. 6.9, 12, 18.|84 & A LI T, BEBIE O AN AN G H
(XU#) 24. 36, 48, 60.|HD AR > T=), B E- Lz, E
72, 84, 96, 108, |fFWE NFRERBHAARE & bz LCHm L 7=
120 & A VAN S S )l By it
LRSS 30°C/65%RH |#8ta 77 A 3. 6. 12, 18, [JHZWE /SRERBAAAEE & bl Lo L
(5) 24 & H Tohs, HRE AT LTz,
pIIBEEE 40°C/75%RH  |#Bta 7 7 A 1. 3. 6 & H SRR OGN 3 fHH B CHARNLEAD
(&) FIC72 o T, JEBWE DR A E & L
e LN L=y, BUg &= LTz,
R BE (60C BT A 2, 1A |[HRITER 1 HHARICERAOAL RS
(5%) T2 BREROEAN 2 HE, 1 A L LI
WAHADE LI oT, FRRWE D REFRYIC
B U7, R R Lz,
B |40°C/75%RH |18 7 Ak 2EM, 1A |[MERITEN 1 EARICAGNSERDA
(BH#2) L, NEWIT 2 BT, #<IE-T
BNV E A0 | AR LT,
HRWE ., EEMEIIRREAICEL LI
R BT LTz,
St |RFREE 120 5 |MEmRk S R R oot FRBURE** L Ll L T %
Ix+hr KO (H T A2 % — D THIE &z Uiz,
SO = x| V)
X —
445W -+ h/m?
VAR R 5C BT AR, 2, 5. 9 H  |[BEARZ(LERO RN T,
(Fo4>vm w7 (5H)
120g (Z/K 480mL % |25°C/60%RH |#8 (o 7 7 A & #45|1. 2. 5. 9 B |[HxWE " FHRER & i L Th 30
TN 2 7= S (K5%) MU 7223, Bl 2wz L,
25°C H T AR 1. 2. 5. 90 |[EEWENSFHMER &L ThT i
10001x* (KF%) WL 72y, Mk A Lz,
BA B 14 3R 5C WH 7 2R |6, 12, 18, 24, [k, AL Z I LER FEER)
36 & A BAITFRD N2 o T2,

* o RPEREER) 215 5 Ix - hr K O%R

*%

k%

PV ARA VT L 7R
D WBHEEE, AH 15g (KT 20kg OO 5 ARG OB REE) £HEMY , HE L o fRIETHEIR TR

S = % L X —58 W - h/m? [9 H#%]

N (25°C/I60%RH ) 2 10 srfElfikiE L=, ficE%E Lz,

EHIRFARBROMRICIESE 10 FOARBIMBIBE SN TN D,

REERVRREROREN

MRERE L TROKREGT 5, LEMEICOWTE TIV— 6. [FIOFHKMETIZE T D LEM] =

7.
2,

8
B R R L

9. AHM™
EMEE R L

- feFlEDEEA LKL (MEILFEHEL)
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10. &&%E - 8%
(1) FEHNDEGES - O, SNMEIRHREESR - BRICHT H1FR
RN

(2) &%
30g Offi, HoIBEHIADL)

(3) FPHREE
RN

(4) BRBOME
Mot T A/ 7V FF%x v/

1. BERBEEINLEMEE
Hrizp L

12. 20t
AR
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V. REICET SHIEH
1. FEEXIIHER
AR BRIA 7 v o A )L A FEYGYE o O O TB5

2. MEEXIIHERICEET HEE
K<BIINATEILIG-ZIITILESA420O9T3I%>

5. MRENIHRICEET HFE

CGRE)

51 ABRIUE BAIA VI NV U O A VARYE L W SN BB DORDBRIRE R DB, i A
IVAIDEEEG N ARSI BRIA 7NV 0 A )LV A EGYIE D2 T OBRF T L TIEMZETIE
RNWZ L EEEE 2 BEOREE OB L LT, AFIOMHAO BN ZEEICHRGTT S Z
Lo FRZ, SRR OEERE IZHART, ZOMOFNRTITA > 7V U FIC L DT EDRN D
LEEETDHZ L, [1.1 B3]

(PR

5.2 FHIE LT, £ 7N W0 A )V A JEYYE 2 FIE L TV 5 BE O REF IR LR AT
ThdFiLOEENGET 5, (1.1, 7.4 ]

- EinE (65 WLl L)
o B PERTIR g BB OB ME DR B RS
ﬁ%@ﬁ@@%(%ﬁﬁ )

. EX% D ,u%
(Zheed ﬁ)
5.3 AFNTAB I BE A 70 7 A )L ZRGWE LA O EYLIE I 3B B3 200, [1.1 2]
5. 4 ARENTMFEBGYEITITRNE N vy, [1.1, 8.4 ]
<>

5.1 —fIZA 7N U U A NV AEGE X ARG T 2EEATHY, BFICL-TIEA 71
T U T AN RIEGE L THREDOFRKIER T A, LU A NV AEORENLETRVGE
NEZOLND, BEOIRREIZIE U, AFOLEMZ Hofeto ETlEATRERE L,

az%%m%wé%éwﬂ%%_ow1£ﬁbto
@4/7wi/ﬁﬁ4wxﬁ%rk%Mént$%®ﬁE%%X RIAETES
QA v I NT P A )L A JRYE I TRER LT3 F%ﬁiﬁk?éT EME D i VPR R

@%éA\UVf)XﬂfﬁwéﬂilimW%‘
D@ %M LI ACK L TA I P A )L R RYEBEHEMBE O TR E LTA 7L
iyﬁﬁ4wx@%5«®%ﬁv17®%w%ﬁ&5¢é:kﬁﬂﬁf&éﬁa%%&U%
2| ),

5.3 AANT ARSI BRIA TN T A )V ADBGEY A 7 VICHIEDRERZTHD ) A T 2
A —VEHETLHZ LI iofﬁﬁ4w1%%%%ﬁ?éoLt#oT\AmXiBm4/
7wiyﬁv4wx@%ﬁu%®?4wx@%ﬁmﬁ%%ﬁﬁwoCﬂ4y7wiyﬁﬁ4
VRN, RARIOVERETHD ) A T I =2 =8N FEELRWED, AANL C RS 7T
U A VR BEGIEIZ ) L TR R @%ﬁﬁw

5.4 ARFNIHE KT DPEEMEL A S, MIEERGYEIIZNEN 20, AR E 20T 5
Z LT, MERGEA~DORIEREND Z DR WL Y EETDH I &, MERYEDOSEITI.
PUAEWECHREA G2 &5 57 ElU R 0E 2175 2 & (18, EEARANER 2M),

3. HERUHAHE
(1) RERUVHEDEDR
<A ITI7)ILATEILTE>
Cé$>
W, AN OMEE 37.5kg UL EO/NRICIZAEALZ I E LT1IE 75mg A 1 H 20, 5 H
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Nk 54%,

(FH

BN

WE., LIt LTl 75mg & 1 H 1H, 7~10 B EET 5,
{KE 37.5kg LI /N

WH, AEAZIENLELTLET5mg % 1 H 1[E, 10 BEEOEET 5,

<HAITLESA420yT3%>

CGRE)
BN
WE, AL ZIENELT1E7Smg 2 1 H 21/, 5 I, ARFEE L CROES5T 5,
AN

W, AL Z I E LTUTO 1 RAREZ 1 H 20, 5 B, AREEL CROEET D,
=L, 1EEEHEIAELZ I e LT 75mg & 1%,

PUNROBA : 2mglkg (K74 v v 7AlE LT 66.7mg/kg)

AR, JLROHE  83mgkg (K74 v v v 7Al& LT 100mg/kg)

FB
[HIN
W, AL Z Il LT1E 75mg % 1 H 1R, 7~10 HE., AREE L GROEE7T 5,
/NR

WE.AEAZIELE LTUTO 1 EMHEEZ 1 H 110, 10 A, ARSEB L GROK5T 5,
=L, 1EEEARIIAELZ I L E LT 75mg &7 5,
PNROYEE  2mglkg (K7 A v v v 7 AL LT 66.Tmg/kg)

(2) BERUVHEENRTERE - 1R
[V—5 (3) HEMKGRERER] 21

4. AERVHEZEICEEYT 5FE
<BIIINATEILI>

1. BERUAEICHET SEE

B

11 A TN PRIER OB S 2 HLNICR G- 280695 2 L, IERFEEN S 48 FRRaE
BTG A2 G LTZBEICB T 282 BT 57 —Z IG5 TH2RN,

&4

1.2 A TNy A )L AEYIE BT L 2 A USR5 26T 5 2 &, Btk 48 IRffH
PRI G- 2 B L2 BB D AL BT 27 — 213G o TWh72Ruy,

1.3 A 7N A VAEGEIT T D TRIRIE, ARF & L CTARA L T2 HifE o A
Fre 4 5,

(heES @)

1.4 RN OBFEREREE A T, AT RENHEMT 2 DT, BEIEOK IS LT, RDOXD
G EELETHZE GMNEANCBIT AREEIZE D), [8.2, 9.2.1, 16.6.2 BHH]

IVTF= I VT TR 515
(mL/%73) s TBi
Cer>30 1[5 75mg 1 H 2 [A] 1[E 75mg 1 H 1A
10<Ccr=30 1A 75mg 1 H 1A 1[A] 75mg @ H
Cer=10 HESEFH & 13N L Tu7eun
Cer: 7 V7 F=0VT TR
SR>

71 —EICA TN T AV ZTEERFEEL D 24 WRERART O AR 2 L, SERTHI% 48 I
MLAPNICERL « HIEDO B — 7 IZETDH B2 bND, AAIZIZ LD, BUEREM H THE/ bt
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A VTN T AN ABN A IR BRI R 2 AT D 72012, BEVE L S RE LD
WA R TS BifL . FIRBZR (R D BN G L, U A VA DOHIEZ G 2 0B R H D, L7eH
ST, A 7N U PRREROFREEN G 2 BUNICERET 5 Z &,

72 K ONT.3 —RIZA 7N A VR TIERFEBLOD 24 IERETRT2 D E0EIZHIN L, SRR B
% A8 BEEILINICHERL - B B — 7 IZ#ET D EEZbND, LEEB> T, A7 Hy
A IV AJEGLIE BB TS TX DTN AF 2 IRAT 5 2 &1k, AL RDOHEE
BT EMTE D, LnL, THEGEMEBRINOHLY A NV AZh RN HEELT 25 3EA R
\ZEET D E TOMIC, BEICHIFEA v 7N U4 NV ABGYEEENORE L TWDEHEAED
HY . ZOLXDRGHEICIFARFNOTFIIRITIHFTE 20, TR GHG®RICA 71z
PIRER B L7581, MBS CRINCIREIRIEICOI DV 22 2 L e et b 2 &,
A TN T AV A EGE B (Sl t: 48 WEREIRGEML ICIRA L 7c G OB 9 & J 4t
T 57 =213, £, AFIOTEIhEIE, Mt L TIRH L T\ 28I oA F 45, A
VIV AL R RYIEBRE DB T A LA E R LT A RISk L CIRT S =
& (T6. IIELRUOHE] 28),

7.4 AFNIBHHMTIEKNCTH Y | B ¥ I EATEMEROSEYBIRE L. B O BHRE | EHE
BT EDRHERINTVWD, EEEEERERE (10<Cer=30mL/%7) TITHAEROH
BOPFENLETHD, @EBEERERE (10<Ccr=30mL/%}) ([2IX, #5EEZSBO )
Z. BEE+DIATo CHEICERGT 52 L,

BRICHWDEAICE, SEBAEREEERE (10<Ccr=30mL/45r) TiE, 1[FH 75mg % 1
H 15 ARBEGNERE RS, THIZHWASEEICIE, AEBHERERSE (10<Cer=
30mL/4y) TiE. 1[E 75mg %@ H TR 5,

BIRICHOW DA & THICHOW D SA TIIHEROHER R > TV A RICEET L Z L,

<AZIITNLEKRSA409T3%>

1. BERUVAZICEEY 3EE

CGARE)

11 A TN PRIER OIS 2 HLNICR G- 280695 2 L, IERFEIN S 48 FRRaE
BTG A2 LTZBEICB T 282 BT 57 —Z 3B 5TV RN,

&4

1.2 A TNy A )L AEYSERBIT I THEL 2 A USR5 26T 5 2 &, Btk 48 IRFfH
PRI G- 2 B L2 GBI BT D AL BT 27 — 213G o TV72Ruy,

1.3 A 7N A VAEGEIZTT D TRIRIET, ARF & L CARA L T2 #if o Z
Frgid 5

(hEES @)

1.4 RN OBFEREREE A T, AT RENHEMT 2 DT, BEEOK IS LT, RDOXD
G EERLETHZE UMEANCBIT AREEIZE D), [8.2, 9.2.1, 16.6.3 BHH]

IVTF= VT TR 514
(mL/%73) 1R TBh
Cer>30 1[5 756mg 1 H 2 [A] 1A 75mg 1 H 1A
1[A] 75mg @ H
10<Ccr=30 1[F 75mg 1 H 1[A] XX
18] 30mg 1 H 1 [A]
Cer=10 HERE A B ITRE S L Q720

Cer: 7 V7 F=r27UT7 A

(BE) EHTIE, INRICBTAERKIOZ V75 22 &E L. UL TR T REREIEE
AENHWSLIL TS, [16.6.1 4]

IR [ 7 )
15kg LI'F 1 [5] 30mg
15kg =i 2 23kg LI 1 [A] 45mg
23kg Z# % 40kg LLT 1 [F] 60mg
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| 40kg #i#E 2% \ 1 [5] 75mg
) HE (mg) 34 ZIends LT
TRIRICHWDEAIT 1 H 20, PRHICAVWDEAIE LA 1E

<PERD
71, 7.2 %1 7.3 [V—3. HELAOQHE <ZIT7LVh 7B 75> JEHi>| 2oz L,
7.4 AFNTBHEMAERAITH Y . A ¥ I EVEHRROIERYEIRE L, B OBEARICE A

EEZTHZEDBHERINTND, @mEBKERERR (10<Cer=30mL/45y) TIHHEKOH
BOWENLETH S, &EBHERERE (10<Ccr=30mL/%y) (X, BHEEEZZEO )
Z. BEE AT CHBICRGTDHZ L,

BRIV D GAITIE, @EBHEREERSE (10<Cer=30mL/%y) TiE, 1M\ 75mg % 1
H 1A 5 HEGNAZE RS, FPHICHWAHBAICIT., SEBMEREERYE (10<Cer=
30mL/%y) TiE, 118 75mg ZFEH X% 18] 30mg 2 1 H 1 [HRAT %,

BRIV S ETFRHICAWSHE CIIAELROHENR R > TV A RICEET S Z &,
<HBE>

R A vy ZHEIOLYNICKT 5 AR ENT-ZHEZAELZ I ELE LT 1 A 2mg/kg T
B D0, AT NE TOERYBREDM D FEMERD 7 U T Z v ZEEMEERIE TEL |
ERICEVED T 2 2B E 2. BELTAEMEERORBREAG L2, FEfICHET S
REZEEL U REMEEHENRESN TS, VI—1 (2) BERRBR CHRINT
MmAFEE) 22ROz L,

5. ERPRALIR

(1)

(2)

BERT—R /Ny r—
PSRN

B PR I EER

<BZII)ILATEILTH>

BEBAIZE T2 I 7)LAT)BEROKREROREERUVEYERORKRE (BRNE 1 E

BEPREXER - JP15734) V

*F B 20~35 IO A B T

JE Il % 18] (7 0 AF—"— « FHA LD DIE 36 )
(4 MERER 9BIT, HEET T 1R 24, AKHIESE 76 Z2ETe),

RO © 7 0 24— "— " EHEHRAR

554 #2770 37.5mg. Thmg, 150mg., 300mg* 721377 v R%, AiH Y BH%ITHER
EL. HORRCROKEET 5,

LAAMORER « ARIER - MRFT I W TIE, 7omg BED 1 FlIZERE OIRK A, 1 FITERED
FABEDRD bz (KH E OREBHRIZEE TE R, A Z A 2 K OE
HE 12 FHELEMICEWN T, FRL T NS BT o7z,
BRIV Cid, FRYERPH 2 0l L 7B bR b=, BE TH Y AHC
R % &b s BEENI/R < AN OHEPAN &5 2 b,

PLEOFER X Y, 300mg £ TOREMIVREINT-,

CANESPNINb STy R=Y7 7 5y

BERANCBITE22I LA T REROREHOLREERUVENEIREOKRET (WP15525) 2

ko B 18~55 I DREFERRA S T 321 L BES I (X I 764, F7EAR2H4]) T4 HER

REROMME : 77 R Zx R E L EEABC L 2 —HERAR

¥ 5515 # 2 70 50mg, 100mg. 200mg., 500mg*£7-13 77t R%, 7T BMRO#%ET 5,
6 HEETIIFA® 21, 7 HEIZHOAOEE L L, 1, 7T HEOHIXATHY &
BObHAE L TRE5T 5,

ZEVEORER TR TCOHE CTHEELRAEFRIIRAT T, ¥ 2 7L 500mg F TOARFMEN
RO LI, b EMEICRE LA EFRITERELER, EETHho72, 500mg
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T 6Bt 4 FUIIESAFEI L, £ D 4 6t 2 FITIEIED RO e, Zbid, 4
TN E OREREISRIE TBEEMESH Y | LHIE ST, A ZTA v BRRRA KR
OLERIZEW T, R~ 2T bhpinoT,

<AZITILESA42BYT3%>

GENIC BT D i)

BENRIZCBITSA22I LS540y JHEROREHROZEMRUVEYEEDKRE

(NP15826) 2

w0 G EEBIEE O 18 61 (5-8 i, 9-12 m%. 13-18 i, &HE 6 fl)

RER O - WA — 7 3Bk

hEFHE AL Z I d LT 2mgkg ZHEREOEET 5,

LRVEORER BRI 7 6] 8 OFEEFROBIZBHIZL OO, 55 6 134 R OFRIMmIZ
tEoMETH -T2, AHIE DR BEERIINVTNOFEEL LG ES N, -, &
PREGICE K LW SN D BEEBRAERE N O Zd A O REITHE ST, KK
DRFMETIRFTH D L STz,

CINEEPNISSIY RN )

BENEEZXRE LEXETRESEL FEREOEREEZAVZII IS0 TD

ZEMHRUVEYEEDKRET (PP16351) ¥

®F S B IR RO 24 1 (1 DAk 3 AR 5 12 6, 3 LAk 6 AT 5 12 )

ABROFEIE « A — 7 BT K D HRRE R

B EHE 1L 3R (e Z I e e LT 30me™) . 3Ll 6mAll (ks
L LT 45mg™) I LTH I TN RTI A vmy PRl RARERET 5,

LEMDOFER 2 I 7 NVEERRGNOHRERT 2 B £ T2 1Ll E 3 Mok (30mg HiR[#
HRE) T36 4t 3kLlE 6 kARl (4bmg B ERE) T34 7T hOFEHES
DG, BBEENRbEHEEICHRE SN, Zhb & I 70 ORREBEGR
1% 30mg HEEERET (%550 ). 45mg BEHGRET IHETE R0 b LI
NZEAERN] B2 ONE, AEFROBEIIRE~TEEThH -T2, £,
RBRPICEERAEFLORBL ORFEFRRICL D ILBIE 2 o7z, BKRICE
KIGEEARREM R VAL Z VYA OEEBIBIE ST, ¥ I 7 V2 RELR U
ICRET DHENMNHEE L TEREG LIREO/NNRICB T 2 AR MIXBH CTH 5 &
hiz,

GENICBT D )

INEDABBRUBEAS VINI VYIS ILAREEICEFTSE2ITILESAo0y TOREM.

EMFHERUR VA IIVRFEICHT 2AERIGOKRET W15731) ¥

0 B 1120 ARE O BRA T A L R EEYMERIR 10 ] (1mglkg 4 i,
2mg/kg 3 . 3mg/kg 3 )

B O - i (1~57%. 6~125%) TR L 72 EEARIFIC L 5 ZH 5l

5515 AL e b LT Imglkg, 2mg/kg, 3mg/kg (K 150mg/[Al) *4 1 H 2 [A]5)] -
A 5 AN EET 5,

R WThoBRERICEBWTHDHBIO - Dy BNREICBIT 2 T, AT 58
RN TN R o T, BV L XA EES) 1mgkg %58 3 4
10 7F. 2mg/kg B 5-8% 3 51 10 1, 3mg/kg #5583 B S tFiZBHHIL, D HHH
IEREEE DY 5 B 8 HHICHE Slc, AFEFEROREIT 4 61 9 MF3 PSR &M S iz
LOD, ZOMFNTREBETHo72, o, BESNIAEEL 281 17 1
TX I 7NV EDRERENRRL, LTI EA LW E TSN, ¥I 7LV ET
Ay 7Hl1~3 mgkg 1 H 2015 H G- O ZFEMECRIEIZ 20 O &
iz,

) W TELFEBRICANSES. RARUKE 37.5kg L ED/PRIZH LTERBSW-AERUVAZIL, 4
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t;l/;t SENELTIETSmgZE 1R 2M0E, 5 BMEETHS, FHICALSIESE. RAICRHLTERSh
AERUVHESE. A2 IELELTIE5ng 21 B 1E., 7~10 B, {KZ 37. 5kg LLED/PNRITSE
l,'cﬁ&;bént ERUVAZEE. 1@ mg 1B 1E, 10 BFEETH5,
KS4 ooy JRIZABRICAWVSEE. BRAICKHLTRBEINE-RAERVAZER. AEILE23ELELTI
[ 75mg 1 B 2@, 5 A, $I/MRICH L TCRBEN-FHEZRUVHAZIX, 18 2ng/kg % 1 B 2E. 5 A/
BETHD, HFER, RIS L TERBSN-AERUVAZE. 1B 3mg/kegZ 1B 2MH., 5 BERETH
%, FHIZCAWSHE, BAICH L TERREIN-HEZRUVBEEIX. A E/L2IELELTIE Mg Z 1R
1@, 7~10 BfE. $H/NRISH L TRESN-RERVAZEIE, 1@ 2ng/kg 2 1B 1[0, 10 BREERETH
B

(3) RERIERAR

<%

SITNLATEILIS>

(CANESUNIGSTH Y% -y,
ABAL DTN UFIAINABRIEICHT 2L AFHMRR VR LMD (GS97-801) ©

*f

G 18 i~ 40 DO AR T 7 4 7 80 4

BT . A/Texas/36/91 (HIN1) BlA > 7 HF A L& 106 (TCIDso) % f%&0\CHfE
REBOMEE . 77 R ExRE LBELBIMIC X 2 —HERAR
PG5 H50E © T A L A4EFER 28 BRI 6 Z S 7L 7L 1A 20mg, 100mg, 200mg*% 1 H

2EF7-1%£ 111 200mg # 1 H 1[5 5 HEREO&RET 5,

M E © A VALt (B GR T B, SRENTRITIRR A IS Sis v A v A T )

it

A VAR GRERIERE 50> D NFR D B 7R < 7e D F TORERH)
AN YRR L ARIEIRA =27 o AUC -
BEITEN, AR L 14 OFERICOWVWTEN S ORERZ 1 (), 2 (hEE), 3
(FE) TRigk L., ERAX v 70BN T OOMER (B, FH%E. B8, MEOR A, %,
PR, BIEIR) 1A, Sk L., =R b & AUC (BFE) TF7,

KA ITNAVEHBEHLOT 7B REEGHICB T 58500 A VAR & BERDFITZLLT O

WY THoT,
fige R 2h S 237 75 R
20 mg 100 mg 200 mg 200 mg Az
1Rem | 1A2E | 1Rem | 1A1E | oo | 1HZE piE
YR 15 14 14 13 56 13 NA
A L A HH 51 54 85 143 80 273 0.02
= (i) * (16-162) | (8-105) | (48-128) | (39-160) | (23-151) | (79-306) ’
YA L K 58 47 58 59 58 107 0.003
R (h) (23-83) | (34-59) | (385-59) | (35-83) | (35-59) | (83-131) ’
WIER A a7 231 232 209 235 225 400 0.05
(AUC) (72-332) | (99-354) | (106-354) | (63-318) | (97-349) | (189-645) ’
S 9 9 8 9 9 20
AITER (9 (7-13) | (512) | (6-10) | (6-17) | (6-13) | (9-29) 0.02
2 2 1 3 8 4
EFIRE (%
ERPIZ %) (13) (14) (7 (23) (14) (31) NA
*logio (22, ARG EE ., BEHZE mL Hofi 1% el

p X7 I B RBEC T DA BN F I AR EREEE & DH

(Wilcoxon runk-sum test, generalized Wilcoxon-Gehan test)

) RERICAVSEES. BARWAE 37 bkg LED/NEICH L TRRBEN-AERUVHAER. #ELZ2IEL

ELTIE75mg 2 1 H2E., 5 HERETH D,
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<AZITILERESA4AYT3%>

INED A BRUY B BAUIILNI VYIS JAREPEIZHTEE2ITILESAoOy T 11 @

2mg/kg 1 H2[E5 Bl REFOZEMERUVEDMEDRET (JV16284)

* 0 R I~N2BOBAARNNEO AL OBALL T T A L ARGYE BRI 70 1)

AER O - hjusdE I L B SRR A — 7 iR

BeHGE  AEALZ I e E LT 2mgkg (kK 75mg/lal) 2 1 H 2 81§ - 4 5 HER O &5
T 5,

FEFHMEER  AEER

ZOMOFAMIAE - FEFFo R, AR, 4 > 7 UWRERIE, o= TRk
JEM, A TN A V2 S, K EhRE (2 AR A NERIM)

i R IV=5 (7) 2ofty 2RO Z L,

AVEOFER: . FEIMIEE CThAFEHLITOWNT, JBEBMEH OB EGHKT 2 HE E TOX
BB (XA CIRBREE N B G- S = 2ER 70 Bl 47 B (67.1%) 78 4 TH Y |
ZD Y bAKEDRBEERNGE TE RV E SNT-AEFSIT 35 41 (50.0%) 45 1
Tholz, L2L, WThOAEHRSZLZORETREDL LIIFEEDOFRTH
D, AL OBHENEEDN DA EESRICL D P IEFNIRBR AN 28 L CTliE S
Mol WESNTEHEFLE, EELXO TR EOFBEENSL -T2, Ll
BB, I OERIIIEEAINCBILE SN, F DL  ITHALE I TARFIkGEH 12
W R U7z, F72, BBEEOTEELT 1§ (PEE) 2R HEYEMIZEY
A% OIEENC K2 LIET S O TR0V Ll sz, EERAEEFZIIRBR T IZ 3
Bl SN2 b DD, WTHORER S AHF & OREBERITIEE ST, O,
RARAL R OV A Z VA AZERRIIC R & 70 5 B AEIIBlE ST, BHARAN
B A mE~125%) 1280V TH, AFIOERFETFRO LD O L&,

(4) HREERIERER
1) BRI
OFEMEALLEITHE RIGHER
<BZZTI7)LATEILTE>
GEENIC BT D k)
ABRIEBEAS VINI VDAL AREEICHT DEBERDR. VM IILRAEZHNHR. REHRY
ERERHEZ A DMRET (W15671) @
x5t 38 CLL EDOFEEVERE ae R iR (RREITA] 36 RFMILIN) 12Nz T, 1 FEELL EOREkas
JEAREY L REREIRTY 22N ENET 5 PRI Z 5 TR0 18~65 s Dk A
1) %, MEOREA, M TE2) S, PR, SRR, JEITAELE AR
JE B B 62764 (F7&R ;208 %1, 75mg1 H 28] ; 210 #, 150mg 1 H 2 [=] ; 209 #1)
RO : 77 v R 2% R E LI-EEAEIMNIC L2 EEHRAR
5715 X 27k 7R 118 Thmg, 150mg* % 1 H 2 (8], £ 12 FBfEfmIC 5 B R &5
T 5,
M STVE - AREDOFMIIE B X, A > 7 PR R S AVIEBREE N R B S T ER 0
FHZ W TR S 17z,
FHIIEE - A A ORI (T T o PER O SGERIRE])
AW TIER (P MEOFE A, %, B, O, SR, FEEY b
ZOEIEE (72 L=0, =1, PEE=2 FE=3) Z 1 H 2 [T — NITFLi,
BIERDO AT RN 1LLUT L7220 o2 OIREEN 24 B 254, BSER A 2
TN L TIC /o 2R E TR HmiIif &9 5,
A 7N PRER A a7 O AUC (GEJR O EHERE)
IR OEEHIR - SFE (87.2°C) IZ[IET 5 £ TORR
A TNV PEOHE - RE K, PER, Mk, BlSPER DT
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v £
(1) JER O FESEFE K ORI LA T OB Y Th -7,

A VTN PR R
7T R 2T
10 2[m 75mg 1 H 2 [
(n=129) (n=124)
I (h) 103.3 71.5
(95% 1EHEX M) (92.6-118.7) (60.0-83.2)
p fE(Weighted Mantel-Haenszel test) <0.0001
BHAEE (ERA =27 AUC) 963 597
(L) (0-4360) (60-2822)
p fE(Extended Wilcoxon rank sum test) <0.0001
R BB~ D EIEER] (h) 178 132
(95% 1EFEX M) (156-273) (123-152)
p 1l (Weighted Mantel-Haenszel test) <0.001
T RHEEME ~ o RIERRE (h) 225 157
(95% 154HIX M) (175-276) (151-198)
p 1l (Weighted Mantel-Haenszel test) 0.02
BB IE ST
©2) 4 7T Y REGBRE O EIR O FFpt R & OVEAEEIILL T OEY Th o7,
7T R I T
1H 2]A 75mg 1 H 2 [A]
(n=129) (n=124)
% Froe M (h) 55 (36-73) 31 (24-42)
HEE (Ra 7 - KD 110 (0-844) 67 (0-400)
77 PO Froe I (h) 28 (24-36) 16 (10-20)
HEE (A7 - ) 62 (0-288) 33 (0-369)
b Freiim (h) 43 (31-64) 33 (25-43)
HEE (A7 - ) 80 (0-873) 60 (0-540)
MEOWEA  Frgeii () 21 (8-29) 10 (4-19)
EERE (A7 - Kf) 29 (0-548) 20 (413)
FABR R (h) 41 (26-50) 24 (19-34)
HERE (A7 - KEf) 89 (0-917) 54 (0-1178)
SR Feedif (h) 14 (8-23) 8 (6-15)
EEE (A7 - K 34 (0-278) 16 (0-611)
FEEL Feedif (h) 23 (16-29) 10 (8-14)
EERE (227 - K 49 (0-314) 21 (0-232)
EREE ITER A 27 }FER ORI ©FR Lz, FrechEf (95%E4EIXH) . HEEE (L) THRfEic
THERRL,
B) A 7N U PRRABIZE D A DHE 2 0F 38 U 72 B B ORI LR o 51 A #1148
FIILL T oY ThoTe,
7Z 2R I 7))L
1H 2[H 75mg 1 H 2 [A]
(n=129) (n = 124)
& |hE% 1 0
ff A 1 6
e [ 8 5
He |k 1 0
B OHERIEREL (%) 19 (15) 1 (9) *
AR HIEFIER (%) 14 (11) 8 (8) #

* p=0.03, # p=0.05
(Fishers exact test)

P EIE T T B AR T D X I I ARG & Dk

LA L T T ARR IR S AR TR TR b S WS SN AEFRIIRG, Wik, T
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R EOBBEETH ST, WKL T T ERBEGEET 154 (7.4%). 75mg 1 H 2 [F#
HRET 354 (17.0%). 150mg 1 H 2 [FI#G-HET 39 £ (19.0%) 2 Iz, I
Z<MESINTAEFERZTIELETHY, IR KERTTH (3.4%), 75mg 1 H 2
BB GRET 274 (183.1%), 150mg 1 H 2 R GHET 31 4 (15.1%) 23 S 7=,

) RERICAVSIEES, BARWAE 37 5kg LED/NRICH L TRRBEN-AERUVHAER. A ELZ2IEL

&L T1[E 75mg "é1 B2[E., 5 AFKRETH S,

QLE B ER
i) AEARAE
<BZII)ILATEILI>

ABRIRIEBREA >7)bI/4fr7’f)bZ£i¥%r*(’*T?'é’ BHR (JV15823) ¥

o)
DI

A TN WG T A VAR %x¢#m&m
g8 AKIEN 38°CLJLT4’ V7 NVE IR (SER,
AU EVR E TR 7

LT, %EIE % 36 FFFEILIN D 16 Ll B H AR NEE,
REROFEE : 7T v AR AR E UL EELEIMIC X 5 B S MR
W5 HE TR IIZ I 7T/ 1E T5mg 2 1 H 21015 HE., #4 &% ICRO#&E

KVHE L,

MeDIR A, %, A E 7= I3RS &
&, BEE. BEFIIRIT) To0H9H 2 O EER

15,
BEE 7R B3 7 LRE
SEGIE (FB/&k) 130 (69/61) 122 (47/75)
Fin (R JfE) 30.0 30.5
(HF k) 16.0-80.0 18.0-79.0
FEAM G - AMEORHMEE B I, A v 7V IR YEN RS S VBB N B G S T ER O
IZBW TGRS v,
fEo R
(1) AHE B OFERIZHOWTELL TOEY Th o7,
AT NT PR
75BN 23T p i
(n=130) (n=122)
FRHIRY P (h) 93.3 70.0 0.0216
(95% {EHEXM) (73.2-106.2) (53.8-85.9) (b7 4 V3 U HRTE)
MOEIR A a7 o AUC (BIEE) *2 FE 750.8 551.0 0.0056
/b —K) (29.3-5203.0) (0-3174.0) |(7 4 vz 2 Y L ONENFIIE)
R OEE £ TORR f el (h) 60.5 33.1 <0.0001
(95% 1EFEX M) (50.3-65.0) (29.5-37.8) (AT 4 V37 ) U RRE)
7 ANV AZ Il DAL (log10TCIDso/mL) 1.13 0.63 0.0009
(95% 1ZFEX[H) (0.93-1.33) (0.43-0.84) (L5 #5HT)

*1)
*2)

A TNEYD T ODFERNTRTREIET S E TOHIR
BENTODEREZTOREL 4 BET1LH 2ED—
*3) & E1HEKOP3HEOUA VAT MA (%5 3 HE DDA VARRAEFNMAIZ XL 0%

MG L7e, U A VA TGO EOHEE VEIE (logroTCIDso/mL)

TCIDso (Tissue Culture Infectious Dose:&4uffi) :

WE . 4 NOERMICE —BERFIR U2 T A VAR ETRIN L, 50%DHIEA 7 A b A JEYe % 7R3 7 RS 5%
E0WH, FRELY, bEOUA N AR ImL PICEENDEGEEOH L VA VAR E LTERT,

Q) A 7N WIERO[EIE £ TORR (%)

A TN YPIEROZNENOEIEE TORFMIZLLTOMEY Th-o 7z,

RIZFigk L2 b D& b & IR

s RSB

T2l (h) PR (h)
A X% T AR . RN IL .
. 5 : fis 3 %
s | e | o0 ST SRR | RO %
TR 25.5 30.5 26.8 24.4 56.0 29.5 63.5
X I 7)) 14.7 23.5 21.6 11.1 40.7 20.4 50.0
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<BIITILESA420YT3%>

CNEPNISSIyRYE )

PRIZETDABRUBEAVILIVHF I INARREICHT 2BHMME. REMRUVEDS

BEDIRET (WV15758) 10

B I~NI2EEOA T AT U T A LV A RYE R 695 B (# 2 7 AR 344 i,
7 B REERE 351 1)

AHEBROFESE « 77 AR E R E U mES BT T X 5 ZH 5 ialR

$5HE AR s e E LT 2mglkg UK 100mg/iFl) 1 A 2 [ - 4 5 AR O#% 535,

FHEIMIER ;A > 7 YRR

BIKHFEITE H : o > 7 b= PRI, SRR B, SERO TR, TEE, 70
T W TRGENR

LAFa— RS 7 TENTI ) Tz

I
(1) AR TE H o5k 2 s 5

AREEHIEG . (ITTTY) : 452 6] (¥ X 7 V58 217 ), 7 7 & A 5-RE 235 f5)

- ARt it 23 7V

ITT1 AT SR (n=235) (n=217)
A 27N P REFIIE D i (h) 137.0 101.3
95% 15 FE X [H 124.5-149.6 88.8-118.3
p fE(Weighted Mantel-Haenszel test) NA <0.0001
A 7N P EE B2 (h) 111.7 67.1
95% 5 FE X [H 99.2-118.5 60.5-80.6
p fE(Weighted Mantel-Haenszel test) NA <0.0001
SERFEHIME D (h) 99.6 63.4
95% 5 FE X [H 80.3-110.0 50.4-74.1
p fE(Weighted Mantel-Haenszel test) NA <0.0001
JERDOEREL*D (237 - h) 1358.3 960.4
/N =R 0.0-18824 0.0-7078.2
p fE(Wilcoxon rank sum test) NA 0.0015
AR (h) 68.0 43.4
95% 5 FE X [H 55.3-77.6 39.5-47.1
p fE(Weighted Mantel-Haenszel test) NA <0.0001

*1) A2 7T TREER

TRIEBRLAD BRI OB & T2 A4 U 7 V= U REHRHIM & UCHMEE Lz, 2k, R o
PHAGIFIRIIZ TREDESR (a~c) 28T N Tli7z S4L. D02 OIRAEAS 21.5 Refifiikfee L 72 556 OAEIR BT

BARIE & B2 L7z,

a.CARIFS 2 a7 |28 5, MEOEIERO 250k HERZR L) & Lk TiRE)
b. THREFIFA 7NV o FRER & FROBE OIFEMREETT N ? ) LOA TN bORIE

W BT NEv 23R
c. BN/ OPEEMRE =37.2°C

B B :

CARIFS X7 (Canadian Acute Respiratory Illness and Flu Scale)
DIFo 18 A CGiEtk, BEREX OISR O 3 fHik) THERT 2 RPEN#39 F 0D TEIE HE ) i
YeTH O, TERZR L) TR TR T B ) TRB S L <UFEEN W31 0 5 BB CTRIMT 5,

BEB7V, BKROLR2ND WHND - BD 1T - BES, K[ En, RIES) - S5, BlE
e, @ LY RN, B KO HEERLE, &bV oL BUR, MO A, R, FEE
. gt P WERE, B Z o TG T EABIRATRE A, BIRAHEE ERen

Jacobs B, et al. J Clin Epidemiol. 2000;53(8):793-9.

*92) A 7N FRIEHM

BN A 7 oY EE £ TORMZ A 7 v oY EIESR E LML=, 2B, 1
T o RIEEREIE, AR AR EZR O b AT S, o OAREEN 21.5 KRR DL Mk L 7245

B OEIEFAARH & EE LT,
*3) AERFEBUHIH

TBIRBRARN D A > 7 L YRR TGS £ CORM ZERFE B & U TR L 72, Zads, MERFEH
iE, 1GPRBAAD D4 CARIFS X =778 DEERZe L) b L<id MR LRidish, o2 DIREEDR
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21.5 RERALL_fk#E U 7= 3 & ORI B G IR & 2% LT,
% 4) JEROEIEE (CARIFS 2 =7 ¢ AUC) :
DERFEELHAM ) 1210 58 CARIFS X 27 Z#fEfb (MR L;0, RS, FEAL2, EEG3) L.
AUC & L CHMH LR L7,
*5) AEARM
TRIEBAMED SRR T (37.2°CLLTF) (2725 £ TOR (ZOIRREN 21.5 BERILL_EAkT) .

@ A > T LT F RIERORIE (55)

I TN 3 HBLURBRICEE L, SUEANCLDIRFEEZZE LA > 7 v ek (F)
|, TRIER, PHEHE, [UESR, iR BELRZILTO®@EY Tholz,

TS RBERICH L Z I IAEERETA V7N P TRIEREEREBIMET L, &b
BEEIZRBO ble A 7NV o ZRIERIZF ER T, 77 2R EERETEED 21% (50
B, # I 7N EHETEERD 12% (26 F) OFERITHRIEL 72,

ITTI fRTER -

A ¥ TN YA 7T e REEGEE (%) 53 7GR (%)
n=235 n=217

R 50 (21) 26 (12)

JitiJ 4 (2 3 (1)

B 9 (4) 7 (3)

A 7N TRIEROAFE 65 (28) 36 (17)

- NA 11.1

=D 95%13 HH X [H NA 35186

D~ NA 0.0048

1) A 7 NT W IRIER OB O 7

NA=FZ4E§

(3) THEDEHE (55)

2) Fishers two-tailed test (i{H])

TREBRAAIF ISP B R OB D03 e o172 383 fiil (77 - ARE 58 200 fil, % I 7 57 183
) (ZBT D, {RERLE DB T QRERLED 28 HRE) KE TOFHROREE
RZLUTO®EY Tholz,

HERORBUCKT DX I 7K GHEOFR ) A7 1377 v A5 L el LT, 1REBRA
M5 10 HEE T2 0.59 (EHEIXM:0.36-0.95) . 1RWEBIMG LB T £ T2 0.60 (1F

FHX[#:0.40-0.90) &, FHEEIFIZRD LTSV A7 X1 U TER LT,

ITTI fREHE -

) T vREERE (%) 2 IT7NEEHE (%)
hER n=200 n=183
1REBAA~10 H B
FEBLB S 41 (21%) 22 (12%)
LEEIR 7Y 0.59
EHEX M 0.36-0.95
TR A ~RBRAE T
FEEGIEL 53 (27%) 29 (16%)
Hxt) 227 D 0.60
fEHEX M 0.40-0.90

1) #Hxf VU A 7% Cochran-Mantel-Haenszel method % Vv 7z,

@ 7T 7 ERRI

A ITNEPICLDREEEMT DDA LEEL (T T 7)) O
FEROMEFHEIZLL T o) Tho7-,
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ITTI™ fRATEEE -

7T R R I TR R

n=235 n=217
HAAKY (/)
L 2.0 1.0
fEHE (mg/kg)
L 58.5 40.3
/IR 0.0-860.6 0.0-484.8
fEAHED AUC (mg/kg- RFfH)
% 221 208
L 667.8 465.9
/IR 0.0-9659.3 0.0-5106.9

1) AR, BEBREIRICEIT S 12EMERETOT® N7 S ) 72 O A2 0.5 & LEEF LT,

REBHRFIZT7 2 b7 720 22 RA L TORWEFOEI &L, 7T 2R EGEICHT
LS I TINARERICE ol (T BREGHE; 8%, # I 7 VEEHE; 12%), &E5HIC
TR N7V =% 200mgkg AL TR LIZEBIROEIGIE. 77 R R5H TIE 8%
EXITNEEGEED 4% D 25 ThoTo, ¥ITINFEHGRICBITAT® NI ) 72 A
B0 AUC (HHfE) 1%, HAIOER R DR DOEHER DN ERRRS L7
W 2 X 7B ERETIE 465.9mglkg- R, 7T £ R B 5Tl 667.8mglkg - B Th -
7=,

(5) Ze etk
ZARVEMNTEER 695 BIZH T 5. GBI OREKT 2 B £ TICRB LA EFERITL.
7T AR GEET 353 Bl 185 B (52.4%) 1T 306 1, ¥ I 7GR T 342 B 168 4
(49.1%) T 270 s STz, 2D 5 BAKI L DRERBMRNGE TE RWAFEFROIEHL
RO TIERIL, ¥ I 7 VERGEE TT 5] (22.6%) . 77 R &5 73 #i (20.7%) TH -7,
MEC BV THE SNCAEFE T, BBEENRbEEE (77 AR5 24.6%, ¥
ITNEERE 26.0%) ThHoto, Wi, WY I 7 REEET 49 1 (14.3%) &b
ZLHESINTZN, TTBREGEIIBWTY 3014 (8.5%) W& i,
HEFERIZEDTIEBNL, 778 REE5HET 40 GEERE., PER, I, w4 1410,
& I T NARGREET 6 B (FERZ 131, Mgk 2 1, gk 2 B, g OV FEEEE 1 61]) TH D |
HIFEEIZERT A2 ILFIE Y I 7AEGRES I, T BRE G20 Ch o7, ok, &
NODFERT, WTNHRERE T, PILICLVEEEZZE DT,

*) ITTI (Intent To Treat Infected Population) : A > 7 /L WEYL M FERE S AL, IEBRFED B

H i e

i) FRrEAERAHE
GMENICEB T D FiE)
AVIIVIUYHREREZTRIVREE (FIJILICTERAR) COEMRICKREL-IGEDE
DHERUVREMEO®RET W15799) ™
X G AT UTRRER (D LB RIER, %) ZoR TR EE LA UBRBEICEE
T 5, RGO fERMED Y 13 5k BL B O#RERE 955 15
HKEBOFE : 77 R ExE L, FhED L ICEIELEI 21T - 7= _E 5 Rk
b5k X7 b7/ T mg &2 1 H 18l 7 BRERRO&E S35,
FEM TS - ARED EEMATIX. T A NV ARSI HER S NI RE L L, O RN—R T
A VBFIZ T A VARG L D7 WEBOEIZ B W TIT - 72,
FEFMEE - BRI A v 7L T o L RSRYE BB DFEIER
WY SN S (o @iy s <3
CPURSUT T A VAR L D BESHER STV D (BHIER WD ¥
AIVADLEEN, BERME 2 B 8 HOMIZIRD biv=2, Xit#&5 8 H
H7>21 HEH®O HAIPUAEDRRX—Z T A 206 4 fEL EER L TWS),
< ARIEA 37.2CLL ETH D,
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@%%%ﬁ%(“ MEDIE A, SIEROWT D) KOs RIER (BRI
Hi. R, R, EIEEIT OV 35407 E S 1 OLLERFE

HHND,
BRIMEDFRER  BRIKHA 7NV P A ) RRGYEBRE ORERIILLTOEY Th o7,
7 TR I 7))
n =200 n =205
FEAEAE 1] 176( 88.0%) 203( 99.0%)
FEIE 24(12.0%) 2( 1.0%)

EVEORER  AEFELRIL, 77 B REEREN 101/461 ] (21.9%) 138 {f, # I 7 VRN
124/494 5] (25.1%) 172 1ETH Y | HERIIAR|E GRETOSCE N o T2, I b
NEh-o - BIBEEICBW T, IBAIL 7 7 B REERET2.6% (121#), ¥ I 714%
HRET5.5% (271) OIEGNIIHE i,

GMELNIZEB T 2 HE)
AVIIVIUYHRERERIVREE (22 J7ILICTHRER) LOEMERICIKRSELE-SEDORKRE
DLEMNY RUEEDOHRET (W16193) 12
*t R AT N UTRER GEEKL OV b EIEIR, MEAT D) BT HIRES
&ﬁu%ﬁm%&?%?4»2@%®ﬁ@@ﬁ%w§ﬁ
RER DTS « FhE Z L ICIIEA BN 21T - 70 IE 5 e [ L iga R
5 4/7wx/%%r%%rfm%$% HCNMIARFN OB G- Z1T\V, EDFEEND
P I3 IE Z LU T O 2 BRI T T2,
- FETRHRE (#&ﬁj‘i%‘&i% 7T ‘/ﬁ%ﬁﬂdwmfﬁf‘ﬁ\ IS ©TAHK] 30~75mg
Z1H 2[R, 5 HREEE)
- TRIEE (BEfRE 130 AR I U CAAI 30~75mg % 1 H 18], 10 HR#ES)
ST AR FEMEATIE, A VTV O PRRER AR L. 0 U A VAR HER SN
T- W3R & ik L 7= 2 T oML IZB W T T2 7,
T DOFEF GRS LT I BT IETBAEETIE 89/139 A 23, TBA#E Tld 84/138
RS FEMEATER & L CRMl S 7=,
FEFHGEEH - PPREFDIRRGE 10 HORIZ, 272 &b — ANDERRIA 7oy
4’/&2%9‘5*7& B T A DI AR
LU OS5 & 2T - 9ER
< FEEND 2 H LN ESMHTEN UKD D T A IV ADSTEENTRD B LT,
— A4 05 30 A ORI HAL Hiik iy 4 {500 F EF- L Tn5,
< RIEN 37.8°CLLETH B,
- %, SIEROWT DO HILb,
BHRIMEDORER: BRI A o 7L T A )L R JEYLE B OHE R ARIILL T OMm@Y Th o7,

gt | 0 o
JEY 7 LAY 66( 74%) 75( 89%)
JEYe > 0 AT 23(26%) 9(11%)

PPEORER  HEFSRIL. TEHEET 181/399 il (45.4%) DIEFNIHE STz, TBEHREZE
D ERFEFELRITIEIER 44 ] (11%). RS 33 1] (8.3%). Ha%E 31 f5] (7.8%).
1% 29 il (7.3%) T o7,
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eF. T OEWNEMAEKRRR (JV15824) 13 & Z 1UICHHIG T 5 K [E 4 A8 B IR 3 5k
(WV15673/697) W2 XV MBS 2 4MErTRE & L7z,

B> FEAE POE 571k
JV15824 16 LA EOBEEERL A 308 1 ZI7)NH SR T5mg & 1 A 1[H],
(TR ERRE LI EESE 42 H RO BS-
Pz & 5 T EERRER)
WV15673/697 18~65 %k DEEFERLA 1,559 f ZITNH TR T5mg & 1 H 1H
(TR EMRE LI EESE FiF 2 M, 42 AFERORY
i X 5 T EERRER)

2) RemHR
TEILZZELY VEBEOBERABFEXIRE LEERICEAT 2EERTEHERAR
(JV21361)
*t B 205~ 24 IO A S T 31 4
RO« 77 AR 2R E L ZEHERBEAEIS 7 0 24— "—|2 1 % R 53R
BHFE AL I VR (FEAZ I E LT LR T5mg) XiX77®AR%E1H2
B, EHMITA L2 I UERE 3 B, 77 ®AR 5 A& LT FRtEE T
Bh5 L7,
B2 HHICZ7vR&E 1 H20, B3 BHICT7vRE# 1A, ArxIE
WY UEEXIT T TR AR 1A, R4 BEICA®BA X I EAY VBRI IET T
tAREZ1H2E, REBEIHAH IR 1H2H, BB 10 HHIZ 7R %2 1
B, 7R XIIABAZ I L) VAR 1R, KB 11 HEBICY 78R X34
A IENY UEREA 1 H 2 B S Uiz, BEIRIR N RBR SEM R X e &
L.iABR 12 HHIZIEEMRTA AL Z I e Y VA5 U 3R EhEe 2 3740 L 7=,
FEFHEER ;1) EVER 72 AR 2 5 I O fERE
2) KMAKHENRA Y 77 7RAic L A0, IRERGES), EEAMER. AilsE S
B, DEXASDRE
3) TR 7 AR IR T MR R BB E & & T MEIR I A TEI O/, KOV Z
D DIRPL T THR wam5E@Mﬁm&mﬁ £ % EEG At RIZ OV TOFH
BIREHMIER 1) A% I B e O RRSERE D22 M O e
2) FEMEhRE DM
R MERRAEERERIC LK KIERFRY 77 7REORKER., ALz Ienrl g
IC K DMEIR X T A — & ~DEFIR BRI & 72 2 BITRO Hivie o Tz,
ik\wﬁiwﬁﬁ&%ﬁ TRO LT, K OMEIRBLE D4 %ﬁ BWT,
BE LB ONDITENX @%h&#otoﬁﬁﬁwﬁﬂﬁ%u 2B T
%\ﬁﬂw&ifwv/&f L DHEITRD N o T,
ﬁﬁ\ﬁtw&‘EWJVM@&U%iW@%E%@@%%%%N§%%§H
INETIZELN TV D ENEERR A S T CORGME & [AEROR R TH - 7o,

2

AELZIELY DBIEOBERABFEXRE LE-REOLERICET 5 & ERFEHREERS

BR (JV21490)

® o B 20 ~51 OB AT T 12 4

RO : 77 R Z2x R E L ZHERBIEAEIS 7 0 24— —|2 X % KB B HRR

P55 A2 I e Vst (FEAaZ I el LT 1E Thmg) XX 7 8ARE 1 H 2
[\, G4 L Z I LY VR 3 BB, 77 %R 3 HEE LT Fi2fE T
5 L7,
R 2 HEICABAZ I EAL) VBRI XIZ7 7R E2/K 10, B3 HEAO4 H
BizAtvrZIen) Ut 37 78R4 1 H 20, &9 HEIZT T BARXX
LI UEEtEER 1A, 3R 10 BALKO 11 BEICZ 7R XA
I UEREAE 1B 2R LT,

FEFHETE A : Fridericia |2 X A 4f1E QTcF, Bazett (2 L 24 iE QTcB

RIRFHEEEE - RR [k, PR &, QRS Mk, QT Mk (WiEF ). LR, LEES
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(5)

(6)
1)

&
%

S
/A

&

~

WA, MAE A ARZEAGAR R OTEME R EE | A R ZE AR S ONE MR 0 Sy Bl g
R A=K FAnH I eI R RRIRRE O 2 M DO ERE

2 QTcF. QTcB. RR [#F&. PR [HFE. QRS [, QT Mk (WHEF )., L=
. ODEMEHISMAEIC OV T, A X I e VERIZ KD EITRRD D
ipinoiz,
BN RRIL Z AL E TITE BTV D ENREFERA B - T ORUE & AR OFESR T
HY., Eo, LEMANTA—F LEYBRBIZBERITRD bR oTz,
12 FEANL S — DEMREICE W TRERIULIGEO b, £le, 7788
BHEH LT, A Z I e ) VERIER IRV T, AEFRIEAED
U A7 DR ORBD HNRP- T,

& - AERIGEER

LB L

RAIERA
RBMERE (—RERARERE. BEERARERE. GRARBLEERR) . RHERTERT —4
—RARE. BEERTRERAEBROAR

ABRIEBEAVITILITUOH YA L RBRELESE

f&
i
5.
it

RARERE (H TILAED

AERBTICB T 2HHHFESG, BWERSRBLRIL., RMOBIER., eI OEIEICH RS
25 LEEZONDEROIEZLZ HAYE LT 2001 4 2 ~2002 4£ 5 H £ T A ERA %2 3£
L7,

Ak

LRMERENT R SER] 3,286 BlZ 31T 2 BIEHFSBUERI 21T 1.83% (60/8,286 i) TH Y, &
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TTRR4T%TH-o7-10 FEAT—H),

AFNEGREO R EBE NG E TEX WA ERSIT 170 B 45 1 (26.5%) (TR0 Hiv, W@t

22 5 (12.9%). T#HI 761 (4.1%). & 6 fl (3.5%) HFETh-oTz,

ENFEMERER (FRHER)

7T R E LB IR RBR(IV15824) D 42 HEEEXICBIT 5 A o 7= Pk
E DFEFENHIZD R 2 LR T, ARBRIT 2 & e B A 308 5l (77 &4 ; 19 1%-83
. ) 34.0 5%, 65 Ll LR IX 10 1], AHK ;18 mk-T7 k. FH 34.2 5%, 65 kLA oD
I 116 Zxigel LT,

EN EEREERBRICBWT, v 7V U PRYYERIERIT T T ¥ REE 8.5%., AH|# 51
1.3% Tdh o712 13,

AV INI VY RPERED (REE)

75 ¥R T I Y p=0.0032
POE R 153 155 (95%(EHEIX[E] : 2.4%-12.0%)
ERYSEFIER] (R) *2 13 (8.5%) 2 (1.3%) (Fishers exact test)

ED Ay Ien) VEBREORMEROCRAE A2 et LT 1 Tomg 2 1 A 111
11 2) BB OYERD 2 DLLEFR® Hav, U A /L ASBEXITHURM O _EFAT LY ERR S 7o E

ARG REORBIVER X 155 il 34 B (21.9%) Zedd b, ISR 8 il (5.2%). il 7
(4.5%) FEThoT,
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BNFEMMAEGER (PR

KENZIWTHEM Sz @FEM A (18 MLl L) Zxg e Lie 7T & s IS AR R R

(WV15673/697) @ 42 HE#E* T

B

B DA 7 Y IEGYE OFIEMHI R & UL FIoRd,

KECHEERIEBRICBW T, A V7T PRRYMEFRIERIT T T £ R 4.8%, AHIH G
12%Th-o7= W VrEAT—4),
A VIV UFRBRPERES (REE) FEHMFIHHR
7R A I Y YD 0.0006
K 519 520 op e T - 1 R0 o
BAHERIED (F) 7 | 25 (4.8%) 6 (1.2%) R
il (%) CFEA) 18-64 (35.0) 18-65 (34.4)

ED AvAZIen ) UBEOREROHTE : A2 X2 I LC1LE 75mg % 1 H 1[0

1 2) FERL OSSR,

BHRIERNE 1 DL EEO S, U A NV AGEEOIHURME O EFIC L VRSN

7= S 45

AFNEGHEO R FBUR DG E TE RUWAEFSLRIT 520 il 250 B (48.1%) (TR Hiv, HAE
124 1 (23.8%). W&5. 50 B (9.6%). 57 32 il (6.2%) & TH -7z,

BN ENHEGER (PHRARER. SEE)

ERE E R E L7 7 AR T E ekt (WV15825, 42 HEHEX) 2B 5 1~

TV W RGMERIE R ILIE T IIRE 4.4%.

T F AR

%W&QHOWK%OKW(%IAT X)), B

WA LU TR,

EHFRAEER

= o WV15825
RS =548
POES g (65wl ) Y
_ 7R TN H I e R
Al n=272 n=276
s (%) 64-96 65-96

(SE5) (81.8) (80.5)

E 1) % 80%D@EipE N Y 7 F o #fEE T, K 14%0 &l 32 P ZE

TN tw)/%ﬁ§5ﬁ04%f%ok07

i64/7wm/ﬁmmﬁ%54i TR EES0%, AEALZIENLY

PEXGER B ZADFL TV,

AFN e 5-RED R RBAR
] (1.8%) .

ETERVAESRESLIL 276 Hld 40 ] (14.5%) |
A TN W5 (1.8%) . RS 4 6 (1.4%) ZEThoT-,

IR B, JRTT 5

BAFENARR (BEEMEZ TR

A TNV PRRYUE BE MR O 7 T AR IR E 5l (WV15799, 7 HIE#5)
2B DA 7N PREIYERIERITIE TR 12.0%, 4212 I e U UERERG#E 1.0%
Thot=1 WMEANT—H), BEEREZLITIORT,

BE MR IR
PO IR
- PN A s e R
ik n=461 n=494
Tl (%) 12-85 13-82
(%) (33.8) (33.2)

AR EREDOG ERELT 494 T 124 #] (25.1%) |
] (2.4%). EREEIRE 96 (1.8%) ZThH o7,

IZERD B, EE 27 il (5.5%) . 9 12

34



ENFEIARR (BEEMEZ TR

A 2T v WRYGYE BB HE R O T RARE L FE T RO A — 7 il (WV16193, 10 H ]
Bh) 2B v 7 o PEYYERIERIZIETEE 11.3%., AL ¥ I e Uik
FE1.8%ThH-o7212 WNEANT—%), BEYREZLITFIORT,

BEEMEZ FIHAER
A W;’:lfolg’?’
PSS 1wl bk
- FETBARE TRHEE
Al n=392 n=416
Fln (k) 1-83 1-80
€z5) (26.2) (27.7)

Fo, KRR TIE 1~12 O/NEREENTE Y, ZOEMICIIAE KT A4 > a v FHIDER
BIE E & TR G ST, FIEMHIZRIZ SN T, /NI 54 v 7T o Y RGYERIE R
IIFETFIARET 21.4%. THARET 4.3% CTh o7z,

A VNI U FRBRPERES (REER)

HETBRE TR p=0.0206
PSR 70 47 (95%IEHEXE : 22.0%- 94.9%)
JRYSERIER] (R) * 15 (21.4%) 2 (4.3%) (Fishers exact test)

1) BB O, BFERPRD BV, A NVAGEEUTHURM O LRI X0 RS L RE B

XHhTEILE|

AEERE  RARUIKRE 37.5kg IED/NMRICH L TRBESNFAERUVAZE. 1E5mg 21 82E., 58
M5 TH D,

FHES BAICHLTERBEN-FERVCHEZEEX. 1B 75mg 21 B 1E.7~10 BEEE5ETH S KE 37. bkg
UEDNMRIZH L TERBEIN-HAERVAZE. 1E75mg % 1B 1E., 10 HEERETHS,

KSq 2oy JTHl

AEES  RAISRH L TRRBEINE-AZRVAEE. 1B 7mg % 1 H2E., 5 AR5 THS. $/hREI
LTHRRBIN-AZERVAZIE. 1B 2mg/kg 21 B 2E. 5 BREERETHD. FHER. FIRI
LTEBESNE-BERVAEF. 1B 3ng/kex 1B 2E., 5 BREESETH B,

FHRE  BAICRH L TERESAE-RERVAZE. 1@ 5ng 2 1B 1E, 7~10 HREHRE5ETH S, H/DR
X L TCRBSN-RERVAZE, 1E 2ng/kg = 1 H1E., 10 BREETH S,

X

X

g
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VI. E3hFEE(ICEH T SIEH

1.

EIRMCREEH S L EMRITLEMEE
P IR, T=FIENAT X U AT IVKRIIY, T I ELKFIY
HE  BEOH 2{LEM DI - IRFIX, BT OWMNLEELSZHT L L,

2. FEIBER

(1) YEREML - EAKE
A TN TANAPEEME~NRAT L, EF VA NARBEAE TH L~V LT
= (HA) LWRAXGEMIREICH 5T VBB ET 5, fia LicvA LA THaNIcT
Y=L ELTHYDIAEN, =0 FY —AHE VA LA FEERAE L, Mg RNP (U R
YR IBEBAEE) 2T 5, vA VXA RNA#EHE S L2 mRNA SRAMTHIL, VA VAL
NIEMELND, BRINTCUA NV IIE MRS L, EEET 2, U A L AN

BB VANARBEARCHD /A7 I=4—¥ (NA) BT ABEMET 5 LIckY,
A N ADHFEET 5,

ZIT7N (FeAFIEN) V) X7 e Ry 7 ThY ., R L0 A Z I eLiEk
& (Ro64-0802) |[ZEHAEN D, ZDIEMEAN NA IGBIRAICHEEST D Z LIcky, 2oz
EHETS, /A7 I=F—BEHEINTZ VAN A TR HEECE T, hovA L
ARENRBEWCEELTLEY., U EOBEEN I S5,

ST IVEE

RN (™

,//o LVTNIVPH9LILR
o—| - gﬂﬂb1 BA~ HA

A o
B % o
— W
~o
ol e AN AEBEE N

(HA. NA, M2)
I““Ill B
\ #t»ﬁfﬂﬁﬁ#@ﬁﬁ

iﬂmtﬁm

YAIILAEEE i
(NP. 1y 25—4) VRNA
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(2) ENFEENMITHHBRBAE
1) ABBRUBEAVINLNI VY IAILAD/ A5 —EBEER (in vitro) "
iz DA TN P T A VAR TS NA BHEERZRD 7012, FEBREE K OERR Y
Btk 2 V. A 7 2 =2 —BREEMEZHIE L7z, Ro64-0802 1T ICso 2y 3.0nM LLF (A
fil:0.1~2nM, B7%:0.8~3.0nM) TH Y. #HIZ NAFEALE L=,

ABRUBEDAINAD/ A4S =F—CBEER (/n vitro

Ro64-0802 I e
vANA ICs0 (ng/mL) 2 | ICso (nM) ICs0 (nM)

g R o BBIERR P
A/Texas/36/91 (HIN1) -like 0.14 0.5 0.3
A/Taiwan/1/86 (HIN1) -like 0.37 1.3 0.5
A/Victoria/2/87 (H3N2) -like 0.20 0.7 2.6
A/Virginia/305/95 (H3N2) 0.03 0.1 0.6
A/Shangdong/9/93 (H3N2) -like 0.06 0.2 0.7
B/Beijing/184/93-like 0.74 2.6 1.2
B/Victoria/2/87-like 0.74 2.6 1.4

FERERE ¢
A/WS/33 (HIN1) 0.28 1.0 0.7
A/Texas/36/91 (H1N1) 0.11 0.4 0.5
A/Victoria/3/75 (H3N2) 0.14 0.5 1.7
A/Port Chalmers/1/78 (H3N2) 0.09 0.3 1.1
A/Johannesburg/33/94 (H3N2) 0.23 0.8 4.6
A/NWS/G70Ce 0.09 0.3 0.9
A/NWS-G70Ce 0.11 0.4 1.0
A/NWS/G70Ce: e 0.57 2.0 2.0
B/Mass/2/66 0.23 0.8 1.7
B/Hong Kong/5/72 0.48 1.7 1.0
B/Harbin/07/94 0.57 2.0 2.1
B/Lee/40 0.85 3.0 /

a: /AT I=F—EELY 50%MET HRE (MUNANA REIZ 500 M), 272<ed 2 [H
DIEBROFY,

b : SBEEIS NI DA L ATHUNIE & D ROGHE % BT [RE, B IR 53 BERR 13 3 L g0 28 T i i =
7213 MDCK #ifia T 1~2 [EIfk,

c: FEBEMIZ MDCK M & 72 135 B FRINC THAUT 7= 1 AL,

d : MUNANA 2 £1% 200 2 M,

e: ERNAUVINZUTF DA NLRALE NIA VTNV F UL N ADOBRTEEOHESKE

(reassortant virus)

f: MUNANA EE/E 50 M

[ FEhEET

MUNANA (2= (4-methylumbelliferyl) -« -D-N-acetylneuraminic acid) :
A4 F = —BIEMEARET HEICH W w A E,
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Mz T OFE(NI~N9) D bV A > 7L PITk 5 NABLEMEH 2372 & Z 5. Ro64-0802
IRV A TN T ARTANLZD QFED ) 4TI =4 —F (N1~N9) & TIox L THE
Ve %z~ L. ICs501% 0.8~100nM T -7~

R)AVIILNTI Y ) A4S A —EBEER (/n vitro)

FUA T Y figgit] ICs50 (nM)
Duck/Alberta/37/76 A/HIN1 32
FPV/Rostock/34 A/H7N1 50
Turk/Minnesota/166/81 A/HIN1 67
Duck/Memphis/1070/74 A/H6N1 48
Chick/Washington/135008/80 A/H1IN1 40
Chick/China/27402/97 A/H5N1 45
Chick/China/27403/97 A/H5N1 24
Mallard/New York/6750 A/H2N2 7.3
Chick/Mexico/15408/97 A/H5N2 2.3
Chick/Korea/96 A/HIN2 26
Ruddy/Turnstone/Delaware/81/9 A/H3N2 2.7
Duck/Alberta/48/76 A/H7N3 0.8
Turkey/England/6 A/H7N3 1.3
Widgeon/Alberta/28477 A/H7N3 1.4
Chick/New York/28263/89 A/H6N3 1.3
Turkey/Ontario/6118/68 A/H8N4 16
Shorebird/Delaware/236/97 A/H2N4 85
Duck/Mallard/Alberta/58/89 A/H6N4 100
Mallard/Alberta/194/92 A/H8N4 32.5
Shearwater/Australia/73 A/H6N5 18
Mallard/Alberta/238/96 A/H12N5 24
Shorebird/Delaware/274/94 A/H7N5 32
BW Teal/Alberta/67/90 A/H4N5 8
Shorebird/Delaware/222/97 A/H3N6 1.5
Gull/New Jersey/223/92 A/H7NG6 1.5
Mallared/Alberta/296/96 A/H4N6 2.8
Duck/England/56 A/H11N6 1
Chick/Victoria/1/85 A/HTN7 5
Chick/Germany/49 A/H10N7 21.6
Mallard/Alberta/196/96 A/H10N7 3.1
Duck/Memphis/928/74 A/H3N8 29
Herring/Gull/Delaware/677/81 A/H2N8 35
Mallard/Edmonton/220/90 A/H3N8 24
Duck/Mallard/New York/158/82 A/H4NS 15
Duck/GDR/72 A/H2N9 4.3
Shorebird/Delaware/288/96 A/H10N9 7
RT/Delaware/131/96 A/H3N9 6.3
Mallard/New York/180/86 A/H4N9 10

ICso: /AZI=HA—EFEMENBHOMETHET IRE, BIBEFDECED
2 B DORERDFHE
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2) MOAIWARER (ROR, ZzLy bk, =T K1)

ARUBEE Y INIUOHFIAIIAEEITHIRETILY

VURIZE MM UV T ANV AL BENEERE L, B 4 AT L0 A2 I e v
Weti 0.1~100mglkg 2 1 H 2 [8] 5 AR A5 L, £, PRAEFNIR R OMiR OERE S L
TERMEEE AR (SaO2) ZMFtL7c, MBI N U7 v P A L ZADORERIZ LD
Jiti g 2 F8E Ui WBBEFRE Z R L7c DR L, AREEGHECIIHEITRFE LTRSS L,
I OIEE RO b, £, SaO2 [T FRRD S, AL 51 K 2 ki ik
D AV Z IO D3FE D BTz,

A BORE | | TEEGERM | T Sa0p v?ffjmc
(7 A NV AFERE ) (mg/kg/H) (/) (%)
(logio/g)

10 8/8* >1## 86.4%# 4.6#

A/NWS/33  (HIN1) 1 7/8" 14.0% 86.3%# 5.1#

(LDgo) 0.1 2/8 11.1# 83.0% 5.8
0 2/16 9.6 77.8 6.5

10 8/8** >21## 86.4## 5.7

A/Victoria/3/75 (H3N2) 1 5/8 10.0 83.3 6.3
(LD75) 0.1 3/8 8.0 78.6 5.3
0 5/16 9.7 80.8 6.0

100 10/10* >21## 86.5% 5.0%

A/Shangdong/09/93 (H3N2) 10 9/10** 10.0 85.5% 5.8
(LD100) 1 3/10* 12.2# 847 5.3
0/20 10.4 77.7 6.0

10 8/9* 11.0 86.9% 3.5%

B/Hong Kong/5/72 3.2 9/10™ 10.0 85.3%* nd
(LDgo) 1 1/10 11.1 80.9 nd
0 2/18 10.5 78.4 4.8

a: 21 AREOBIEME PRI T L8O AGFHM O, b SaO2id v /LAY 10 B HICHIE,
c: UAIVATMIE MDCK #ifldz H\ 7= CPE $EIC T, @¥% 6 B BICHIE, BUEIXFEE~T,
*<0.05. **<0.01 (Yates’DHilEZ - x ZFME) #: p<0.05, ##: p<0.01 tH#HE) nd: @TET
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ARERAVILNI YDA INRARET LY FETILD

7zl vy hMZb b7 H A LA (A/England/939/69 [Rlclone7a) % ELJFEPNEERE L |
A el gt 5 mglkg 7213 25mglkg & 1 H 2 [8] 3 H IR & 5% edhy <o
JER, EAENPEIEHE T O RIERIIE R N7 A VA2 ST A2 R AT L& 2 A, AR
BT BRI NIEEMEOIR T IRIZ & A LR LT, SiEdk B QUG 5 (RIR 51X
ARG R EIC AL Tfl sz (K1), SPERNBEAHE T O SRIEMBE & O A L 2 )i b
PONHED Nl a5 R B

—+—Untreated
—m— R064-0796 (5 mg/kg)
—— R064-0796 (25 mg/kg)

2.5 4

RIEDZEAL (C)

7 A VAR DFF

K1. 41 VTIVI oA )L RARBREIZESIHFEEROIMFINER
IS AR LT ORI 2 R— A T A v b LT b, EITERE 4 JCOEWE R EE R~
& : GTHERE (untreated) W A Z I LY UEetE (Ro64-0796) 5mglkg
AL FIeY Uit (Ro64-0796) 25mglkg

—DhYREETILY

RIRMEE A L 2HEICERT LI NI A 7P oA A (HPAI) Th D
A/Chick/Victoria/1/85 (H7TN7) Z="U k1 (3~5 @im. 1 # 5 ) 12, 3B 1 TiZ LD1oo (100%
HFEE) T, FEBr 2 TIE LDso (50%ESERE) T, |PENER LIz, U AL AEHE 24 KRl Fi12>
SAEALZ I UEEEA 10 £721% 100mg/kg, 1 H 2[H 5 B OES LT in vivohiV
A NVATEME 2T, REREECITBIEIM Ic 2fn T Loz L, A2 Ieny v
Fei 10mg/kg #% 58 Tl 20%, 100mg/kg £ 5-8E Tl 60% & A7 O EFAPBO b, £,
BEERETIFECHNCB N T, SHRBECEE R A OIEE R A 5172, 100mglkg B G-RED
1 B CIEBE I 58 RO EE T A L 2 Il R332 < . 10mgkg B 5-RECHNT
b IRYLE) O RS N OS2 BIT D 7 A NV ADBEFE &2 AT Lo = b 0D, A
IV AR B 3 A B AT, 100mg/kg B 5-HETIL D A /L ARG B L 72 SR B ZE O B
NI T2l b A b,
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3)

(3)

o4 ILR

EIAIIADEREE (XRHRX, ZzLy k) ?

Ro64-0802 =5t UIKIEZ M2 7R L7277 A /L A % Ro64-0802 1F1E F CEMIMIEZ LU A LA
RLENA TORFN ORIV TRD DN TAREZE T A VA TR, Bis AU BN
D HiL, E2HOIFANL #RO H274Y T4 FEHDOC ZATF VU NF v o ) BH | AIN2
A D R292K (292 ZHH DT X =0 N Do) ZBREELIIV (119 FHD 7L Z
VERDINY NAEHR) BRTH T,

n vivo lZBWT, ZNEDMHMEDT A /L ADEGME R OIEEEE~ T AR T = by MNERGEET
VICTIRRR E Bl LT & 2 AL T 7 A L Z RGBT, TR GLEN I Ee N, e
WD 7 A VATl R OJIEAMIE S D . (IR LT 0l Ze EAF80 Hiv, G & O RN
EBITHERRICEEMET L TWD Z R &Nz,

HFIENLEDXRXME (in vitro) %

R064-0802 |Z%} 3 D itE ™Y A LA (H274Y 2254k, R292K £ Hpk L TN E119V £ Fkk) o
BT AR AT X, Ro64-0802 & )3 t“/vmﬁﬂﬁﬁﬂ IZDOWTRRGET L7,

R292K 2 BAE Tl Ro64-0802 (237 DN T 0D 1 IZIK T L, I eicxtd 5
ZPEIER 125 1K R L7, 72, E119V Z5EE Tk Ro64- 0802 ZxPT B B MEDK 1/30 12K
T UL, B I Ecx 3 2 I bT A b o Tz, H274Y ZEEED Ro64-0802
(s p APV % L 1/300~1/750 KT L7, P Iemicxt L TEREDIKR T (1/2~1/4)
Tholz, ZTDOXHIZ, 3FED Ro64-0802 M7 A /L AD 5 H H274Y KT E119V Z8 BER 1X
FIEMZ ﬁ#ém%é%ﬁbfkb INHDTANATEY T I B EDORXMEIX AW
LEZ BN, R292K IV T I E/L & WA X2 R LT,

Ve RAFIREERE - RS
P -L A
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VI. EMENEICET HIEE

1. MAPEEDHR

(1) BELEDLGOLPEE
MR L (RIS KB Mg T b T 7EE LT, AANI K Dz M o R BR PR
B/Memphis 7 A /L 2D ICes fE (100ng/mL) Z#EHEE L7=,)

(2) RSB THRE SN -MFRE

EEES

E NI A B 28 il 2512, % 2 7V h 7 &L 37.5, 75, 150 K TF 300mg™ % 22 i i |2
EIREOHE LzE 2 A, Ro64-0802 D ffEH 2 T H &FIICHEEIM L, 4.1~4.3 FEfli CThE
AR RSB L=, 0 5.1~7.0 BRI CIEL L7z, £72. AUCint XN Cmax (21X HE

FHEEMERED BN (K1, # 1),

= _
£ 1500
Eo —a— 37.5mg
ﬂ —8— 75mg
5‘_ —— 150mg
1000 | —>%— 300mg
I
=
&
3=
[aN]
% L
< 500
<
©
o
(o=
F
0
0 12 24 36 48
Ef] (h)
1. Ro64-0802 MiFh;EEDHEFE
5= 1. Ro64-0802 MEMEFNRE/NS A —4
&’5‘% AUCinf Cmax Tmax tie
(mg) (ng*h/mL) (ng/mL) (h) (hr)
37.5 1,652+ 203 150%= 35 4.3+0.8 7.0t2.4
75 3,152 702 360* 85 4.1+1.2 6.4%x3.7
150 7,235+ 515 662165 4.3*1.1 6.6+1.5
300 12,918+1,564 1,377+153 4.3+=1.0 5.1=0.4
M+ SD
RS

GMHELNT R T D iE)

[EFMEERRE Al A B 1 32 Bl & XF 512,
7T AMRAE®R S L= AL 2 vl 1 Ro64-0802 D AUC int 2 T8 Cmax (3 EELHI T H
ST, MAEFEE RS 7LD AL X I EA KT R064-0802 1 1 H 2 A 5128V T 3 H
DINICEFIRBEIZE L, KEREGICL Y PHTERWIERAIOERIIA DN ho T, F12, &
5% 7 A1 TEEF 62~T0%75 R P e S 7,

& 7077k 11E] 50, 100, 200, 500mg*% 1 H 2 [H]

BARANEBATORERSHR (EMBBEEZLERER) (B ; JP15735) 2
A O EARANSE 14 BIORBERA 255 & Lz KR GRBRE REICTEB-L, ¥ 70h
L 18] 7Tomg F£ 7213 150mg™®1 H 2 [A1% 7 HFEEE (B%EE) L-REoIEYEREIZ D
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WTTRRRT L7,

R064-0802 D¢ 5-7 H H D AUCo-12 & ¥ Cmax & B 108/ T7 A — X [ ZWT OG- EIZBWNTH

ANFERNZB T 22T bNn otz (3 2), £z, RPFEIZOWTH AFEZEITRD ST,

BeHBAME 7 B BB DRPPEIERIT, 4B Z I B KO Ro64-0802 DAFHT, 7omg 5

FETIL 87.89% (HAN), 86.38% (HA) KON 150mg $5-#£TiX 100.45% (HAN), 87.50%
(AAN) ThHoTz,

MAEFPRE N7 7EOHRE (F 3) ITBWTEEHIAE 3 AUNICEFRIREIZEZEL WD D

DEEZ BT,

AGREROFERDNG | El)\&zﬁﬁzls)\ IBWTH I 7L 75mg LY 150mg % 1 H 2 [BI S E R 1 #%

’%7‘ L7=& %—:‘ @%%@ﬁﬁélﬁ%# o D 6%&7%0 72_0

%2 %B57HBIZHEITS Ro64-0802 DEMENRE/INS A —4
= 75 mg PGB 150 mg #% 5-Ff p-fE  (ANOVA)

5 A A TN ZIN AAA ZIN N BTN

H n=6 n=6 n=6 n=6 H=
o T e0) (299 (96.6) (oo 0236 0222 0272
Seanwmy) T Gy sn  (oey w08 03z oom
Tax () 7 (ﬁg) (04.55187) (04.54127) (04.'75713) 0.691 0995 0.850
tue* (h) 7 <3é§> <§%g> (52?2) (?33) 0.065 0.088  0.221
DR (%) T (6o 170 (6.3 (543 0305 0316 0354

* : tue effective  (GEREIRFOHEE VH - I80H)
KT A—H T THIE (BEHERZE) CHER HEHFNEEZ p<0.05

&3 ®5H3. 5, 6 R T HEIZHEIFH Ro64-0802 MIFHIRE ~ 5 J1E

MAEFHEE - T 7ME (ng/mL) . T (FRYERZE)

B 75 mg Ft i 150 mg B 5HE
(e 52> 5 ORI R H AN e ZPN H AN o =N
n=6 n=6 n=6 n=6
3 (48 h) 162 (44.5) 158 (39.4) 301 (116 ) 289 (87.8)
5 (96 h) 163  (50.9) 153 (49.5) 325 (107 ) 360 (73.8)
6 (120h) 168 (58.6) 185 (30.1) 344 (85.5) 324 (82.5)
7 (144 h) 163 (27.2) 144 (35.7) 326 (84.7) 287 (56.7)
p-fill  (ANOVA) 0.856 0.749 0.211 0.956
(3) HhEE
LR L

(4) BE - HRAEDOEE

1) BEICKSZEEY
BHEROMBIZOWTIE, @HERAET 10 fillcX 2 7 h 7L 150mg Of&E (HE]) *CTHg
R & BILD Y 0 A4 — "—1kZE AW TRE LTERER, £37 A= ILLTFTOlY Thoto (FF4),

& 4. Ro64-0802 DEMBEE/ S A -8 BEOZE

5.8 150mg
IRTA—H fLasiss ' #%
10 #l 10 #l
AUCin¢ (ng-h/mL) 6956.8411282.91 5915.80+1111.14
Cmax (ng/mL) 719.40+106.72 527.10+62.28
tiz (h) 5.76+1.14 6.38+1.10
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5.8 150mg
RTRA—H jiakedilg B’ %
10 {5 10 {5
Tmax  (h) 3.90+0.88 5.00+£0.47

2) GHRABOEYBE
GENIZBIT D )

ORFE®EE—N (T IT I 7)) PERARROIRYERE 27
TEFERR NIZ I W TIREAS & LTI EN A T8 X E— V2 LIz, ¥ X707 20 1
[l 200mg 1 H 2 [* L OFFHIC L 0 8T8 ZE—LD AUC A E TIZARW DN D TNITHED L
7= (£ 5),
— 5T, BRI L D ER SRR LY T X E—/L 500mg OOFHOFEIZESD 5 TR
PR PE R O 7 U 7 T o A &R & Ro64-0802 DIKMENEE /X T A — X I RHER I A B4
2otz (K2), UEDRERNS, X FT— N X I 7N EFALTCHRMEE RS XD
A EAERITRD b o T,

x5 NTEIE—IIDEYFHENFA—FADFZITILDEE

W) (MR E)
INTG A—H W5 A M5B : p-fE L5 BIA b 90%
(NRNFEHZE—/L) HAF 237 VP (G sy #T) (%) EHE X
(n=6) (n=6)

AUC (pg-h/mL) 23.2 (6.41) 20.2 (3.60) 0.160 87.3 72.6 - 102.0
Cmax (pg/mL) 7.16 (1.45) 6.51 (1.01) 0.167 91.0 79.6 - 102.4
Tmax (h) 0.750 (0.418) 0.583 (0.204) 0.374 77.8 30.4-125.2
tiz (h) 4.42 (1.86) 4.41 (1.18) 0.982 99.7 69.4 - 129.9
Peib=R (%) 1.86 (0.693) 1.77 (0.599) 0.795 95.2 57.8 - 132.5
B2 V77 (Lh) 0.418 (0.0911) | 0.454 (0.103) 0.548 108.5 80.8 - 136.3

—o XI T + NI HE—) FHEE

0~ X7 BEERE

g/mL)

Ln (i 38 R L |

R fi] (h)
X 2. Ro64-0802 M F oM iEdREHTS
QOBHPEHAIIEK] (L AFVr, TRy R) & OEWFEEER 29
BRI TH LV AT VU ROT rAx Y FEDOHRIZ L D5 I 7 V0 7L 0Ky EiE
~OEBEEINENR LT (%6),
VAFUUEORIEZ I TN TN OEYEIREICEE 5 X e oTn, TDOZEFFIT
IV H TR ONEVER Ro64-0802 1%, 1 F A L M SRANE S il AR 12 B 5.3 2 3555 & oI
X0, BANEMRAERIAE LN EE2RL TS, £, YAF VLD EN pH @
EHY, I TNV D T RNORIUCE B 5 2 7272,
TuRRY REOHHICE Y, Z I 70 7BV EME G2 LT Ro64-0802 D& V7
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Y AD) 50%IE T L. Cmax i 1.9 5. AUCinlZ 2.5 128N L7-, ZDZ 525 Ro64-0802
DB RAESFWNT = A ARG EBRFRZ R TR I > TWA Z BN RS-, LER-T, 2
DOPRMARIE 2 A/ T HIRAKN & DOFADE Y 55 B2 50, RS E) HHEA X9 < 3K
MENRE~DR BT/ NS <, BRI G BORBINLERIZEEETIIRWVWEEZ I LMD,

3 6. Ro64-0802 DEYMENE/NS A —2 R U I0WERERE (n=18)

X7 UE (A) VAFUUNA (B) xR (C) i
o — 1=
RGR—4 i Ratio i Ratio B/A % Tt Ratio C/A% | %ﬁﬂﬁ i)
(P AR 2) % (P AR 22) (90% CI) (AR 72) (90% CI)
Couas 587 NA 599 102.1 1093 186.3 0,001
(ng/mL) (136) (198)  (88.4, 115.8) | (325)  (172.7. 200.0) '
AUCi 6597 NA 6992 106.0 16603 251.7 0,001
(ng-h/mL) (1225) (1850)  (83.2, 128.8) | (5091)  (228.9. 274.5) '
4.45 4.08 91.9 5.30 119.3
Trax (h) N/A 0.002
(1.06) (0.827) (79.4, 104.3) (1.12) (106.9. 131.7)
7.20 7.71 107.2 8.92 124.0
tye (h N/A 0.002
ve () (1.49) (2.54)  (96.4, 117.9) | (1.12)  (113.3. 134.8)
715 69.6 97.3 78.00 109.7
R (% N/A 0.348
PRI 00 (16.7) (10.9)  (82.8. 111.9) | (25.8)  (94.8. 124.6)
BT T A 15.7 15.0 95.5 7.532 46.5
N/A <0.001
(L/h) (4.39) (4.40) (84.1, 107.0) (3.92) (34.8. 58.2)

L5 A 150mg* & X 7V 7 VB CHLEIRE O 5

J7 B 1 150mg* % X 70 SR VEERR OB, #2523 BERIET D AT 5 AR (6 FEf45IC 400mg) 5
WJ5 C 2 150mg* % 2 7 R VERRR O S, #5238 BRI D T X% R 5 I (6 F4EIC 500mg) #5
a @ n=17 (FHRE L HIZBWTRY TV DEINA R4 Th o727z d)

N/A = f 3

OB HEMAPI AL T X2 v L OIRMAHAEAIEA 29

R &R RGeS0 A v T N P RIER OIRBEICH NSO D T EX T U AT RME 2380 T
T =4 BB AR TCHRIE S NS Z D, ABIETEX U U EOPFRIC X B Y E
HE~DOEEERE LT fE R, I 7078 4 BREKERGIEITEXF TV O Cnax KO
AUCo12 ([ZEET, ARG OHMNTH 72 (ET), FFEICTETF ) > 500mg
HHERGEOFECBNTH X I AN TEALD Cnax L AUCo12 12 FEET (£8), TEF
U EARHEORNCEMMEERIZ WD EE X BT,

K1 FITNATEIGRAOEEICETETEXL LY VEYEFE NS A —4

INT A—H W A W C Ratio C/A %
(TEXFTUY) ) (BEHER ) ) (BEHER ) (90% 1EHEX[H)
Cmax (u g/mL) 5.5 (2.0) 5.5 (1.8) (84 ;00;’15 8)
AUCo12 (ug - h/mL) 16.1 (3.6) 15.7 (4.5) (88 697'506 5)
Tmax (h) 2.0 (0.9) 2.0 (0.6) N/A

tiz (h) 1.1 (0.2) 1.3 (0.3) N/A
PR (%) 49.1 (11.5) 53.6 (16.1) N/A

%7 V7 7 A (mL/min) 258 (75.2) 292 (90) N/A

W5 A TEXRT VY 2 500mg B[RS
W7 C: ¥ I TAH TN Tomgl H 2 FSEHR G (985 H) RUT E% U > 500mg K
N/A= HHE
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=8 TEXIULDFEIZET S Ro64-0802 Y ENRE/NF A —42

NTGA—H W5 B W5 C Ratio C/B %
(Ro64-0802) Yy (B RE) W) (YR E) (90% fEHEX )
Cax (ng/mL) 389 (59.4) 397 (74.2) (97é02§;34)
AUCo12 (ng * h/mL) 3438 (439) 3330 (425) (95 296‘28 5)
Tmax (h) 3.7 (1.1) 3.3 (1.3) N/A

tiz (h) 6.5 (2.3) 6.1 (1.6) N/A
HEHER (%) 83.1 (6.2) 84.9 (6.2) N/A

7 U752 A (mL/min) 280 (41) 295 (42) N/A

MG B: ZI 7V h 7L 75mgl B 2RIKERS (8#%EH)
W C: ZIT7N 7N 75mgl A 2EIKERS (95 H) ROTEXRT U 500mg HE# S
N/A= @EHEd

X) WTRLBEBRRICAVNSEE. RARWEKE 37.0kg ULED/PRIZH L TERBSA-AERVAZR. FEL4%

SELELTIEmg 21 H2ME, 5 HREORETHS, PHICAVLDIEAE. RAICH L TERRBEN-AERY
FAE(E, 1[E 75mg Z# 1 B 1 B, 7~10 B, {KE 37. bkg LLED/NRICH L TRBS NI RERVAE, 18 75mg
Z1B1[E., 10 BFEAKSETH S,
FS4 ooy JRHEARICAVSEE. BAICH L TERRSN-AERVAER. FEL23E)LELTIE Tomg
Z1B2ME., 5B8[. 9/PRISHLTERSN-RAERVAEL. 1E2ng/kgZ 1 B 2E, 5 BRKRS5THSH. #
AR, LRICH L TERRBSN-AERVAER. 1H3mg/kg 2 1 H2[E., 5 BRRSTHS. FHITALSEE.
BN L CERRBEIN-AERVAER. A2 ELELTIE g 21 8 1E., 7~10 B, $/hRIIHL
TARRBEINF-AERVAZE, 1B 2ng/kg 21 B 1E., 10 AFKZETH S,

2. EYEERINS A —4
(1) A&
J A=A MEITIZ L D

(2) RILEETH
BAY-y AP

(3) HEEETEH
OMEN BT B g 30
X T)NH TN ERERO#FS (20~1,000mg™) L 7=HFDOIEMEIR Ro64-0802 02 i i
1349 0.1h 1 Th o7,

(4) V73R
CANESUNS ST Y% DY
ZITNRITAvnmy T 2mglkg &5 LR, FhOHEINIENRZ V7 7 23 hE< 7
V. 13 LA EO/NBICB T 2 RESHT- D Ok 27 V7 7 & (0.32L/hkg) 1FakA (0.38L/h/kg)
LRETH-T- (1M 3),
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30

&)25

20

° y = -0.0986x + 12.693

R? = 0. 3054

o

(8sf/ui/uw) NUNINSNE

0 20 40 60 80 100 120 140
1A E (kg)

3. INERDKEEMY VT F o ADIEMEMN

(5) H"HmBaHE
bt MMZiEMAR Ro64-0802 % 150mg kIR S L =B D0 S IE 25.6+6.22L ({KHE 70kg &
3 5L 0.37L/kg) Thoilm,

(6) Zith
= 0 R FE B 5
X 7))V 75mg (147 k/N) HEkE
eI GREMKAE) :0.71+20.27 (h)
Ro64-0802 (& M:14) :4.14+1.21 (h)
ZITNVRTIA vy IVI—1 (2) R CHRERINZMFIRE] OESR

NAFTFTRLFEY T«

GFENICE T D) 32

BERERR A B 1 13 Bil% %12, 151ER Ro64-0802 150mg HlRNFR 5 L V¥ X 7V 7 v
150mg™ % 142 5-F5 D Ro64-0802 DHEMEREZ T L7z, £ END AUCk & FIZHF b7z,
2 X TR GZ X D Ro64-0802 #faxkt S A A7 XA Z VT 41X 79.0% Th -7,

X) AT ELBEARBEICAVSEE. RARWAE 37.5kg LED/PDRICH L TRBSN-AERVAZIE. L%
SELELTIEmg =1 H2ME, 5 BRBOKRSTHS. FPHICALSIEE. RAICH L TERBSN-RERY
FAEX. 1E 75mg 21 B 1 E, 7~10 B, {AE 37. bkg LLED/MNRIZH L TRBEN-AERVAEE, 1 E 75mg
Z1B1E, 10 BEEOKRETH S,

3. B%E (KEalL—va>) @i
(1) A%
B L

(2) INSA—RAEEIER
PA-¢

4. TRYR
VI—1. M EEOHR ) DOIESM
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CINES NI SIp Y54 ¥
FS4 oy 78 (MM, BRHARA) RUDTILFROEMZENRSEE
RN 24 Bl xtge b L, S a A4 — N—RBEIC LA R4 e v 7H/ A
FEEEA L X I L E LT 12mg/mL* ; 1.2% % &68) . FAVNEEKRBH K7 14 v e v 74l
(WF5 B: s AL % 2 el LT 6mg/mL; 0.6%% & 4) KOHMRM B 7% ()5 C -
75mg A 7 V) MDA FRIFRIEMHEIZOWTHET Lz (R 9, K 4), kD 7-D DO &1 150mg
XL, RIA4vny 7ORGEICITHRGENERLE 2D LY. T4 A —F2 T,
BRARTA oy 7R T 5HRA R T4 vy 7RORYENEE T A —Z T Cmax XY
AUCint TEILEI 103% % ) 108%. iR I 7B kT AR K5 A > m v FHIo 3Ky B EE
NT A —=H L Cmax XY AUCint TENEIL 89.6% K% N 99.3% TH V. 90%15HE X [ DOE &
80-125% DHIPHNIZH -7, LLEX Y 2 d 3 WANTAEMFICRETH D Z LRSI,

®9. MHRARVERKEBRA RS >0y JRIRUHRAA T/LE] 150mg ZOK% 58D
Ro64-0802 EMENRE/ NS5 A —4 (n=18) RUEMENRE/XT A —F LD IOWMEHEXFE

i A wih B s C A/B b C/B tt A/C b
Ro64-0802 i " i
NFGA—H N - N 90%IZ1E 90%IZ1E 90%IZ1E
(SD) (SD) (SD) (90% (5 #E < ) (90% (5 HE < ) (90% (5 #E X )
Crnax 546 538 615 103% 115% 89.6%
(ng/mL) (101) (140) (147) (97.0. 109)@ (108, 122)@ (84.4, 95.2)@
AUC 6680 6200 6750 108% 109% 99.2%
(ng.h/mL) (1330) (1270) (1580) (104, 112)@ (105, 113)@ (95.6, 103)@
CL/F 343 371 343
(mL/min) 61) (76) (70) N/A N/A N/A
Trmax 5.1 5.1 45
(h) (1.5) (0.9) (1.0) N/A N/A N/A
tue 7.2 7.1 6.4
(h) (1.7) (1.7) (1.5) N/A N/A N/A

MG A HIRART A ey 7A|

T B BRARREBAH K714 vm y 74l

W5 C: IR B 7R LA

@ : O%IEHHXR (log ZH#2) AW FIIRIENMEILAED 80-125% LN SD @ (R =

600 T
500 1 ~O— R K54 a oy FA
— EEARRERH K Z 1 v a7l
£ 400 | A
E; i ) 7 VAl
=
8 300
g
i
=
S 200
[e0)
o
<
[{e)
[e]
& 100
0
0 6 12 18 24 30 36 42 48

B (hr)

4 HRARUERRSRA K54 20y FHEUHRMA 7L 150ng 101580
S M 3% Ro64-0802 R FERA R
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¥) ATELBIEABRICANSEHE. HARUAKRE 37.5kg UED/PMRICKH L TERRBSA-FRERVAZR. 7¢
LWEIEJELTIETMgZ1B2E., 5 BE. FHICAWSES. MAICH L TERRSN-RAERUVAE
. 1E75mg =1 H1[E, 7~10 BEEOKRETH 5,
Fo4 o0y THZRRICAVWSEES, RACH L TERREIW-AERVAZR, AELFIELELT I
B 75mg #1 B 2[E. 5 BE., FHICAVWSEGEE. BAICKH LTERRBEN-AERVHAZE, 1B T5mg %18
1E, 7~10 BREZAOKRSTH S,

5. o

(1) m%— KM EEHE
(BE/ T v ) 39
7 v MZ[UClA 'V # 2 B 20mglkg & HUEIRE 1 #E5- L72BE, FHXMRERA~OBATIZ A 2202
77
(BB /T > k) 39
eI A T BT > M 394~920mg/kg. 42 BT »~ M 1314mg/kg O H
BT~ HERR &S L & 2ol it AUC ik, 7 H#E T » F Tl 0.31~0.34, 42 H
W7 v FTIX0.22 THoTe,

(2) Mmik—RaEREM &AM
(BE,/ 7 v k) 39
iR 16 HE O Z v MI[UClA /L Z 2 BV 20melkg & HERE OG- L2 E 2 A, EEE O
B~DOBATIL, AUC THD EIMIEL T 3.0 XN 1.5 Th o723, FBIE~OBITIH 723 < BRI
M#ED 1/2 Th-7-,

(3) HA~DBITH
FEAZIEN Thmg & 1 H 2 | 5 HMRM L72RAmOATTICA L Z I EALKRD
R064-0802 23 RHI &7z Z E AT ST s, 30
(BE/ T v k) 30
237 v MZ[UClA /% X BV 10mg/kg & HLEIRE NG LTz & 2 A HEREIEC N HL i
FIZBAT LG4 1 R Ol B IS Uiz, T 0% Mt & IZIERERZHERE T L7223,
S /LSS B T T T A o 72

(4) BEHER~DIBITHE®
8 IO A (BAN 46, AN 4%]) I E/LZ I EL (Ro64-0796) & LT 150mg™ 4 Hi
FIFEOEE L& &, Ro64-0796 K OVEMEAR (Ro64-0802) D MAE-RIEMENGE NT X —& | JI%
FRORIZIT DI EIE T A —F LM x T 2 IMEBERILIZL T DO L B0 Tho 7o
(# 10, 11),
R064-0796 K% X Ro64-0802 1. HAN & FIAIZIS T 5 4T Rk B M ONMAE rh 1 kb3 2 B
RITE W TRE O H VT, (BRI B W TSIk UM SR I 2-3% 1T 2D L& %

bz,
% 10. Mm%Eh Ro64-0796 K U Ro64-0802 M EMENRE/ NS A — 4
Crax Trmax AUCHast
(ng/mL) (h) (ng*h/mL)

N 8 8 8
Ro 64-0796  -iyfi 115 1.0 308

SD* 40.0 0.5—4.0 73.7

N 8 8 8
Ro 64-0802  -iyfi 544 5.0 5540

SD* 92.6 4.0-6.0 957 * ¢ Tmax {2 DWW T/ ME — e KAE A <9
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11, NEFERT Ro64-0796 B Uf Ro64-0802 MEMENAE/NF A — 2 RUMNEER/MIFLLE

Cmax Tmax AUCiast Cumax AUClast
(ng/mL) (h) (ng-h/mL) (% JMFFEEw/mAEL) (% ME Bk m g i)

N 8 8 8 8 8
Ro64-0796 SR E 2.37 3.5 7.62 2.11 2.35

SD* 0.927 1.0-5.0 4.38 0.520 1.09

N 8 7 8 8 8
Ro64-0802 SR E 19.0 8.0 157 3.47 2.93

SD* 14.9 6.0—12.0 202 2.94 4.06

* ¢ Tax (DWW T R/ME — e KB 2 7”3

X) WTELBEBRRICANSBE. RARWKE 37.0kg ULED/PRIZH L TERSA-AERVAZR. FEL4%
SELELTIETmg =18 2E.5BME. FPHICALSEE. RAICH L TERBSN-RZERVAEE, 1 [E 75mg
Z1B1[E, 7~10 BFREQKRETH S,

FS4o0y TRHEZRRICAVSEE. RAICKH L TERRSNEAERVAER, A L2 ELELTT E T5mg
Z1B2[E. 5BE. FHICAVSEE. BAICKH L TERRSN-AERVAER, 1@ 75mg 2 1 B 1E., 7~10
HEROKRETH S,

(5) Tt~ DBITHE

MIR~DFIT (/n vitro) *

b Mgz [4ClA & 2 BV L O14CIR064-0802 % 0.1~5.0u g/mL & 7¢% X 912 in vitro
TIHML, RMER~OGEIREZRAE L2 A, 'L I EALTOVEYSEERIT 56.7% &
FRETHEEIFKEN TH -7, —J7. Ro64-0802 TON-HJ4 AR 13.5% T VD . FRIMER
~OBITIZ D 2o 72,

S[EXMRPREE
(BE/ 7 v )

Ty hMoAerZ I el U 30mg/kg A HEIRE O &G L, AR & OGS S ik

(BALF) 1 Ro64-0802 J2JE 2 IE L, WEhE T A — X %R T,

MmAEH & BALF H® Ro64-0802 JREHERS % bl 9~ 5 & | RSP 5-1% 2 REE Tl 1 IE [ Ui
E (5.8ugml) Z/RL7=A, Z D% BALF FCIIiHRNE< . MAEH TO tie A 0.73 FEIZ
% LT BALF 1 CIE 8.18 FFf] & K 4 fFITIER L7z, £ ORER, & 51% 6 I Tid BALF HiE
FE LT A AE oD 20 f20A E (Mt 0 0.075 1 g/mL, BALF §1:1.85 1 g/mL) T Y . Ro64-0802
I, RE SMRNEIZ 3BV T L RIRFRIFIRE MR S d 2 LR s iz (M5, 3% 12),

10

01] A SEmEE
—o— i

Ro64-0802;=E( 1 g/mL)

Arx 260 (0.5 KL 3 41) D ERT,

00l /77—
o 1 2 3 4 5 6

wrE&ER (FRE)
5. J v bIHE TS MEHRUVKIEXMEF Ro64-0802 iREEHET
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& 12. [EXMMiEKE UM KEF' Ro64-0802 MEWMENE/NT A —4

INT A —H ST R iR 1 4%
Cmax (u g/mL) 5.75 7.81
Tmax (h) 2.00 1.00
tyz (h) 3.18 0.73
AUCos (pg - h/mL) 19.9 18.9
AUCin¢ (1 g - h/mL) 28.7 19.0

BAEIE A R R O SRR 2 -V TR L7 i & R,

(6) MBPEBHFEEE
(% in vitro) 4V
FEAFZ IO b, Ty b, UHPXROSA XMAEE A & OFEARIL., 2 TOREICEWT
50%LL FTH Y, Ro64-0802 TIZWTHOFEHEHIZBWTH I 3% T ThH -7z,

6. X5

(1) RBEBAL R U R
B ER L 2
b MTF 7 v Y —2 K ORTF SO E4 ¥ 1281 54/ H 2 ELD Ro64-0802 ~DARHHEJE % Lk
Lzl Z A, SOESICBITAMREHEENI 70 Y — A TORPFEEOR 5 ETHoTZ, 2D
EnB, b MFIZEBIT 5 Ro64-0802 ~OREHHZIZE L L CHIAMEI Y O AT T —E¥ N 59
DI EDRBE N,
* 1 9000G |2 X VLBl L7-BE 0 BIEH T, 27 v Y — AR ORIEEE G BN E ED,
(B%E : in vitro 2B A
Z v PO FoffE LR ORHE (SO9Wy, S 7a Y —AKO~/ShY A ) ZEHL, A1
H I LD 1'11 vitro TOREB &2 MF L 7=,
7 v MIUFEIZB W TIEA /L Z 2 BV Ro64-0802 ~DZEHNZED HiLizAy, b MMILIETIZIE
EAERDLENR T, —JF, SOESITE T, Ty b TIEABALZ I EMILETH-
oM, B MTBWTTIESLHIZ Ro64-0802 I[ZAHL X iz, A/ ¥ I EVEIEMERICERT D
T AT T —BIEEOSAAIITEAEN R bz,
(2% .7y b, v—Fky MNIBITLRED
~—%t v MZ[UClA L Z 2 BV 20melkg HAEE D 5-5 o i 8 EAEH1Z. Ro64-0802
Th-oT,
7 v FRO~—Ft v MZ[UCIA &L # 2 BV 10mg/kg KT 20mg/kg HEIFE 054 0 R
ﬁ%%i 7 v hTliE Ro64-0802 M b2 < (&EED 9.1%) . % Dl P450 1 L % /Kb ik

NRD LN, ~—FF > b TIEFEE LT Ro64-0802 TH - 7=,

R

TN A I ENLOHEENRERREZX 6 1R Lz, REHTITEE LT 3HEEORKEAFALNE 2o
TW5, T72bb, OFEMETHS Ro64-0802 ~Di= 2T LAk, @KEELIAE (M4) ~DfE
LRI VAR VR (M3) ~DFE 725k, @Ro64-0796 DV V7 v LV ERE KIS TH D,
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J\ % \)\ 0
o, o,
CH,CONH Y — CH,CONH Y

NH, @ NH,

_ — OH @ OH
GIuc\ i
M~
\j\ i i 0
o, N e P N
“ (0] “ (0] o,
O)k O)k § O/\
CH,CONH” ™ CH,CONH” ™
: CH,CONH”

NH, NH,

TN a CBEREAIR OH i @)

o,
ﬁ o ™
CH,CONH™

NH
2 M3

NH,

6. At/ILEIEILDHETERBRER
(2) RFICEAE5T SEE CYPEH) OHFE. FE5X

(in vitro) 49
FEAZ T EARKD Ro64-0802 20 gimL 12 L. b MFI 7 1 Y —AlBIF 54 P450 i
' T % ethoxyresorufin (CYP1A2) . tolbutamide (CYP2C9). S-mephenytoin (CYP2C19) .
bufuralol (CYP2D6). chlorzoxazone (CYP2E1). testosterone (CYP3A4) K ONlauric acid
(CYP4A) OAGHNIRHT 2B 2 Gt LTz, SEERFHTH T 2ERITRRTH 20%LLNT

b1 AEAF I EAKT Ro64-0802 I3 20 1 g/mL OEEFEIZFHNTE b P450 45 FFEIC /5
MHAEEAIXIZE A LR LR,
(in vitro) 4

b MigE, NI 7 ey —A 7 e Y —ALEHW in vitro RiEER T, AL X I
e MFIZ7 8 Y —AIC XD EHSNITIEEREHD ICERI N, Varye)Fr he b
carboxylesterasel (HCE1) % H\\\7= in vitro fRiH#ER TlL, HCE1 &R O ERKICHE
BIERD B, B N TIEAFIE® HCEL I LD A8 I eV EERICRE S D Z LR &
iz,

(3) VEEBNROEERVEDESE
RN

(4) RBMOFEOERRUELL, FELE
PR L

7. HE
BRI B K OHEER
PR B O 42)
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8.

9.

Bt 3R

FEEINIZ I B RkAE) 46

R A B 74 6 plicznEn[14ClA % 2 e 75mg (50w CifHY) D[RR O#KS %21T-
7o MBEP O RETE ML 3~4 FFR] T Cmax ICRIE L, 4D _M&)%%Ltfté{t/\%

Rw¢%w<&mm4_@ﬁ@F¢m@%Mi#%_ﬁ%ﬂfkbzyﬁﬁuw EYEE? (2l NV aIN
7T HEIZEBT DR 72 5N ﬁ$+%%ﬁ4i%ﬂ%ﬂ&5g@M%&UN%T%OKO

S U RKR—2—IZEAT B 1EHR
FMERe L

BRFICKBEBREE

CINEEPNISSIGRY0% )

ESpaNte kwT@WE%@%%@%(%mgﬁﬁﬁﬁ)@@ﬁ&@ COBRFTHE LN T A—H
Z Tz 30mg* R & S RFOFEMBENRED > I o L— 3 VM Thil T\ b

ZTOFER. 7 Thmg HEIFK 51T, @%@ﬁ%éwiﬂ&éﬁ%%%?é%@mam_%

%L, 5 HMICHZ0 A TN 7 A )L AR R A R TR 2 T 5 2 LR &ENT,
L2yL, 30mg*H[a# GO Eies I 2 L—3 g Tk, EIESBITICBWT 5 AfIch20

B MR 2T D b OO, MEENT CIXHEE#R S 5 4 BHE (2 [B1H OIS IE%)
(LB AR PR EE DR S VR W RTREME DS R S Te, FZ0MFHE, v I —v 3 vy
WrCd 57D REMICBET 2RI T — & 1372\,

UL ED X5 1z@E B FE O iER OCHEIZET 2 MEHEI 0 Tide, 2ok, 7. HELRUHE
WCBET AER X, Z LT = /7)77/11%&/uT®mW@ﬁXi@ﬁéﬁpﬁﬁ
LH¥hEL THESEHEIIMNS L Ty it Tnsd, (TVv—4. HIELACHEICEET S
HE &)

I DRFTOFEHIZ DWW TLL IR T,

. BEEICE T 2EYHRE Y

I VT F=2 T VT TR bmly Rl OARMEEE 26T 5B 24 ] (ki85 12 6, 8
JEBAT B 12 ) (X L& 2 7 v 7L Thmg & HiEl# 5 L, Z N2 iiiiE T e ONE BGEAT 2
Fehts L7z & & O3B RE A feet UTe, BT B 13T 48 R ATICARIE L., IR3EML 48-52 IRFf]IC
WIEEHT 2 ki, BRI 2 [0 B OFBHTIERT (92 BFE]) £ Cfrbiiz, —J7, EEESITEFEIL1H 4
[, 3% 5, 10, 15 KON 24 REENCBHTIR 2 25K L, BRIMIEE: 5% 72 BEE & T bz,

DRE R FEHT
@ﬁéﬁ%%ﬁmﬁﬁéIMM%MG)%M®Iﬂi1%M@m1Am%%@Iﬂ
108,998ng-h/mL T, LN IVEHREIER B 28 1T 5 EFEE R Cnax (348ng/mL) ., AUCo-6

(21,752ng-h/mL) ® 5% Th -7z,

455 Hi& O FHMEIZ X % Ro64-0802 MATHIREIL 314ng/mL Th v | ¥ I 7 /WIS PEDAK
WA TN A L A B ARE B/Memphis @ ICos (100ng/mL) (2 bk LT, &y i 4 s
EAEAHEE LT (¥ 7),

Q& FEHT

MR BN BEREICEB 1T D Ro64-0802 D Cmax O FHJiE 2,131ng/mL, AUCo92 @ V31
w&m%gmeT\%%%Eﬁ%%@gﬁﬁﬁﬁ®0mxﬁﬁwmm(DGQ\NEMG
(21,752ng-h/mL) @ 5 {5 Th V| ®mEBFHEREDE T 2 KERGICEDEHEED
AUCo-96* (129,258ng-h/mL : 56 HH) XV HiE»n-7=,
5‘7wﬁftw7Mg$E&5%2EE®éﬁ(&5%9%%%%)%ﬁt At (&5
% 120 K§fH]) 123517 5 Ro64-0802 MAEH L O FHIEIEX 155ng/mL TH Y | ¥ 7wm@ M
DIRNA 7N A )L A ARE B/Memphis @ ICos (100ng/mL) (28 LT, Ev g
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HRE & MR LT (7).
BT LB L T ORYEREELAT2EE T, I 7AW 78N T5mg HEHREGIC XY @E
DERRRZ A T 2 B ITHA~AHEICE L Ro64-0802 MAEHREZ TR L2 b oo, ARBZI
THRESNIEAEFRNL, FANICZETHLRGBEOHIMNTH L LEX bz, £,
M ENT (48 FFfRIAIIE T 2 MI9Eht) & 2\ MBS (1 A 4 [I5E6E) 2 583 5 ARWIB R
EHETHEFICR L, ¥ 7 T5mg HEHEEIL 5 HRICHTZ0 A v 7 AT F oA L A%
RETTHEAREZAERT D LD L EX BRI,
* o BHEREREE BT T 2 RN BB RO W T 1 IR G R A Thmg (CHF L 72 M

(M &RFET (EREHEHT)

2500 - 2500 -
A 2
—
E 2000 - ‘& 2000 -
o0 =
E

1
#1500 #1500 -
il ey
g i
LN £
§ 1000 ~ 1000 4
S S
8 =} ~
| ~
< 3 SN
T 500~ S 500 <
o = S
o=
—— )
0 ) T T T T T T T T 1 T T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
B (h) BEfE (h)

1. MREN R VEESBTHEEREIZH TS Ro64-0802 FHMmFHRE  (n=12)

B. ¥Tal—2avIIHBIT5EMEE CEMEA Ro64-0802 DIANENRE

HEEOEAT BB 12 1 & OB AT A 12 B2 1 0 72 )L (7T6mg) & B[S LR BRI\ 5

DITZHEMENRE T A —X &b LT, 30mgHHEIE G LIZBEOEpBEEL > Ial—ar L

(# 13, X 8),

FERENT : 30mg™ & Hialf& G- L, 1 H 48] (&5 5, 10, 15, 24 B§fEfR) BT DI % ke 52
fit L 7= 6 & A0

MBS : 30mg™ 2 a5 L, #5- 48-52 FEffit&1Z 1 [B1H ., 5 92-96 Bt 1Z 2 [B] B OFEHT
% FEM U725 a 20T

DS FEE T
30mg H[AE 5128\ T, 5 BEOMAEFEE T 138ng/mL TH 0 . AFNZ x5 sz DK
3£ Kk B/Memphis 7 A /L A®D ICes . (100ng/mL) % i L C. 43 O LA R B - s L
7~

Qi &EHT

2 [B1 H OZMTBIA £ TlEm WM R E S HERF S 41 5 2%, 2 81 H OBHTEAZ 2L 48ng/mL & 72
v . B/Memphis 7 A /L AD ICosfi (100ng/mL) % TEIS Z & BHERI S 47,
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& 13. EMFEN

Z *A— 32 DHEEE

MARZENT B RE N AT BB fER A
30mg H[EF 5 30mg HiE# 5 75mg 1 B 2 A% 5
(M Ef#) (M= fE) (R EfE)
Cmax (ng/mL) 830 766 367
Cmin (ng/mL) . 48 . . 138 . 163 ,
(96 RfEIt: (2 [B1 B BT E ) ) (120 FEf#] (5 H#%)) (120 A (5 H#%))
AUCo-120 (ng-h/mL) 48037 53220 28790

<m&ERBEHIalL—Par>

— : 30mg HEIF G (MiEEHT 2 [2])
~~~~~~ :75mg 1 H 1 [RREH &5 (RN

1000 -

800 A

800 -

700 -

600 -

R064-0802 MHEHHLE (ng/mL)

500 A
400
300 -
200 4

100

0

R064-0802 M4EH#E (ng/ml

BTN

¥) ATELBIERBRICANSEE. BARUAKE 37.5kg UED/PMRICH L TERRBSN-FHERVRZEE. £t
LWESEJLELTIETMgZ1H2E, 5 BM. FHICAVWSEE. BAICH L TERRESN-AERVAZ

0 12 24 36 48 60 72 84 96

I (h)
T

<HEEHEHFIalL—ar>

— : 30mg Hi[EIF G (BEREEHT)
~~~~~~ :75mg 1 H 1 [Ehi A5 (RN

Q0 12 24 38 48 80 72 84 96 108 120 132 144 156 188

K8 vZaL—iaridiso

F. 1El 75mg Z# 1 B 1B, 7~10 HEEO®E5TH 5,

Fo4 o0y TJHZARRICAVWSEES, RAICH L TERRESW-AERVAZR., AELF2IELELT I
E 75mg 2 1 B 2[E., 5 B, FHICAVNSEE. RAICH L TERRBSN-AERVAZE, 1@ 75mg % 1 H

1@, 7~10 BEEOKRETH 5.

10. HEDERERTSHE
1) INRIZE T EMBNRE

BRSO

CANESUNNSSIYRAY0'S =y,

&

58 (h)

7/ N A% L Lz 2 DOKRER (NP15826, PP16351) ICBWTCHX I 7L RIA4ay
7" 2mg/kg HEE G RO MAEF A& L Z I ETEME (Ro64-0802) IREIFLL T D L B Th o7z,
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& 14 FINRYT L — T8+ Ro64-0802 DEMEHRE/ XS X — 5

. . AUCinf Cmax Tmax tue

MRIN—=T (ng-h/mL) (ng/mL) (h) (h)
1~2 5% (n=12) 2,810=871 121*51 5.6+=2.2 14.9+17.3
3~5m%* (n=12) 3,350+678 179+73 5.0*2.3 11.8£5.5
5~8 % (n=6) 2,746+ 368 183+36 3.7+0.5 8.84+2.0
9~12 7% (n=6) 3,208+394 231+46 3.7+0.5 7.8+1.8
13~18 7% (n=6) 4,534+929 319+76 4.30.8 8.1£2.2

SEME AR 2=

#:%8T7 A—=H 1T 1~27% 30mg. 3~5 % 4bmg KA 5 % 2mg/kg BRI GIZHME L7 H D

RE®RS (JV16284)

ENE DFEERRBRICB N T . Z I 7LV RI A4 m vy 7 1[0 2mg/kg 1 H 2 [ 500 & &R EEIC
BT DIEMEAR Ro64-0802 DI HHIRE Cs (& 5-1% 4 BfH) KON Ciz (514 12 FEfE]) OIE % 7]
RERBIRCEM L, BEEIN-BIRD S H, 18 I CHEMBREDOHR BN ThiL-, FRINERTDMR
FMIE L ATONTIEBNZ OV T, KHEEEIZRIT 2 EFIRIETD Ro64-0802 @ Cy fEL TN Ci2
AT R L (3 15),

BRIMERTOBEIREF AN 2 & H L 2R EZRETE 0o 72 1 HlZEBRE | Ci2 T 115ng/mL YL E
Tholz, - T, BANNRIZ 2mglkg #H& 5 L L&, A% I B 12 FFRIIZHB W
THHA TN A VAR #45C X 2 &iFH O M+ Ro64-0802 I Z#fkfr L Tu /=,

& 15 EEIRETOMIEF Ro64-0802 Cys RV CioimfE

HH 1~4 5% 5~8 ik 9~12 ik LN
Cs in 7 5 4 16
N3] 264.0 328.6 354.8 306.9
TR e 2= 56.0 30.8 81.2 66.7
i 252.0 330.0 346.5 308.5
YN PN 188.0-366.0 280.0-355.0 265.0-461.0 188.0-461.0
CcV 21.2 9.4 22.9 21.7
90%1{5 #H X [H 222.9-305.1 299.3-357.9 259.2-450.3 277.6-336.1
Ci2 n 8 5 2 15
N3] 170.4 165.4 240.5 178.1
TR e 2= 31.6 40.7 13.4 40.4
i 162.5 167.0 240.5 167.0
YN PN 128.0-217.0 115.0-216.0 231.0-250.0 115.0-250.0
CcV 18.6 24.6 5.6 22.7
90% 5 #H X [H 149.2-191.6 126.6-204.2 180.5-300.5 159.7-196.4
(ng/mL
5001
m 400
-
300
:
& 200
iﬁ
HE 100
3 4 5 § 7 8 9 mw 11 12 13 14
2 56 R (hr)
9. EHEKETOMIZH Ro64-0802 R —BERI T O b
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2)

3)

INRRURAISS 5 EMBED LS *)

GHE AT H15 % R

MRICH LS S 7L KF 4207 omgke 2485 LI 2 SO/MNREKRE (WV15758,
NP15826) ##tA L. 12 &L F AN 18 kbl BICER] L= 3EmEhaE T A — & Lk N Oy Eh e
T A— 4 %P FIER LT (% 16),

Fz16. MNERUBAIZE TS Ro64-0802 DEMENRE/NT A —42 FH (CV%)

AR (1~125%) 2 | /MR (183~187%) & AN (18~555%)
b 2 mg/kg 2 mglkg 75 mg (~1mg/kg) | 150 mg(~2mg/kg)
n 17 6 20 20
Cmin * (ng/mL) 151 (21%) 240 (30%) 138 (22%) 288  (29%)
Cmax * (ng/ml) 322 (20%) 490 (19%) 348 (18%) 705 (20%)
AUC (ngh/mL) 2969 (17%) 4534  (20%) 2719  (20%) 5466 (20%)
tiz (h) 7.8 (25%) 8.1 (27%) 5.8 (22%) 6.0 (27%)
CL/F (L/h/kg) 0.63  (20%) 0.32 (38%) 0.38 (26%) 0.38 (23%)

CLF ; #7 V T F %

a; /NEOF—21%, HEBEIZBIT 5 AUCK (NP15826) % KiE#H* 51281 D AUCo12 (WV15758) & Ehi ]
el LTHA LT,

b; ADT—H1E, KEHREGIZEB TS AUCe2 (NP15717) Z35|H

* 5 Cmax L Crin IC DWW TIEERERE (1/1-ek°) 2R U TCEFRBICHELZL D

1~12 % M N 13~18 /NI AL Z 2 Bl 2mglkg &5 L7-FE, {EMEK Ro64-0802 Oifi.

HEREREIZ BV T, EFIRIETO Coin (IR AD 1 [B] 7T5mg ¥ 5K O 150mg* % 512317 % Cumin

EDOHIPH (138~288ng/mL) ([ZH -7, > T, ZNHEFIRETD Cuin fE2H/NROWNF LD

FEBICBWTYS, AL Z I e 5% 12 BICHA v 7V v P A VAR 2B TE 5

Ro64-0802 MFFEAEZHMERF L TV D EE X LT, 13 Ll EO/NRIZEIT % Ro64-0802 MEZ

 (AUC) 1T A® 150mg 1 H 2 [FE[#&E- & 12 UL FO/NE TR AD T5mg 1 H 2 [ 5 &

W RIERIERIC /2D 2 E RS LT,

INSEANRICEB T Ay EIERE LY. 1R Eo/NRICAE L2 2 L 2mekg DHET 1

H2E#EE Lc & &, [HMHR Ro64-0802 DIEFERIL, B O RRIKER T2 M L O R R S

=A% e/l 75mg 1l H 2 A5 KRN 150mg 1 H 2 FHEGRFOFPHN & 725 2 & HEH &

iz,

ER/NE EENDNERUVERSNDBRANICE TS MEEFEE O LE D

AARN/NRIZH T DTEMEAR Ro64-0802 @ CafE e Y Ciofl (BIEF]) (22T, 3 >DES/NEER

kB (WV15758,/NP15826, PP16351) (28T HfE & it L& 2 A, BARANR

TOEFIRIETO CoflL L O Cro 1L, AV NEIZEBIT D CoE M O Cre D34 DFPANIZ H - 7=,

S, BARMNNRIZEIT S EFNT A—ZIZONWT, ¥IT7NVRT7A4vr vy 2mglkg # 5K
DO EPBNRE D e S L= EAMNERBR (WV15758, NP15826) . M ONENARATH I 7 vh 7
B LAl 75mg KON 150mg™ 1 B 2 [Blf% 5 O Y ERE A R it & I 7= BRAR SR (JP15735, NP15717,
WV15670) 1Z31T 2IEWENRE/NT A — & & Gt L7ofE R, AARNNRIZEIT S Crefiix, E

SONRERE. ERAADRACIBNTA v 7T oA L 225 AR E £ 472 75mg K

N 150mg 1 A 2 [F#EELHHE LN CEOFMNICH D Z L ARENT,

INHOFERLY . AL Z I BN R64-0802 1%, AARA/NEIZEBNT S EANS AL OE

SN L FREDIRNEIRE 2 R Z LRI &S Tz, £, NRICBIT A4V Z 2 B 2melkg
512 X D Ro64-0802 DIl fEFIRFERIL, MAICBWTHEOMER O Z e 2R L& 58 T5mg
KO 150mg TOMBEFIREDFEHFHIZH D HANNRICHT D48/ Z I ELO 2mglkg H &I,

ENA AR A ONES N & [FRED G IME R OV Z BRI S b b o L& 2 bz,

(%)

/N RS v 7 v o PICRE LT/ NEOSEYEIRE IOV T, LT O 3 ES R
(F17) KOENSDEFRRR (JV16284) I X v et s, E/EERREROZEMIC DN

Ti—\‘—a—o
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F17. ENCBEVWTEZIIILRSAoO0y TIZwT H/NROEMEIREFRET L -5k

7’1 k =2—/v No. T 1 ik - HE 155
fERE/NE A6 G & Ui HmlgE G A4 — 7 ik
P e— 7 Rasy - N
NP15826 7\\/1/ 70 1; LHE% 5-8 %{ng/kg FeArZIe | 184l v o
TN—T7"2; Hhp o 9-12 HiRl# G- (#7n—7F 6 4i)

JN—7"3; Flin 13-18

s YNGR - H[A A — T iR —T .
N At g & LIz BER G A —7 @Bk | 45mg (Fv—7F 1) 126 Fr—T 1

PP16351 TN—T"1; FHin 35 30mg (Z/v—7"2) . ,
. , ) . 126 FA—F 2
TN—T"2; HFH 1-2 L& 3 e LHEEE w7
. omglkg FELZ I EL
A TN FITHRE LT 112 Eo/NNRIZE mf Eng il 5/ B R / 344 5l AN HZ I ENL
WV15758 J5. TOERERBE L S EEREER | ! 351 il 75 &R
Bt 7R 5ol SMENERE
1H 208 5 H IR

GENZ BT D )

BENRICHEITHEREIREHER (NP15826) *©

5~18 O/ NE 2R G L LT X I 7NV KT 4 v v 7 2mglkg HRlEE O #5850 3Ky @)
MExfat L7z, 5~8 %, 9~12 k., 13~18 %D 3 7 /L —7IZH T HIEMHIK Ro64-0802 D3
WMENHE/ N T A — 2 Z LU FITR LT (£ 18),

AITNVRTAvmy T 2mgkg BEIRORGREOKREHTZV ORI VT Z o AKRNE 7Y
7T AE, IRERIEICRBW TS, oM E IRy I U T T AR LT,
Ro64-0802 MiE#ER (AUC) 1. EEHEHIIFEIKL, 5~8 D/ L—F TR AD 75mg
$e 5.0 (2719 ng-h/mL*) &, 13~18 %D 7 /L— 7 TlZ 150mg* (5466 ng-h/mL*) #%5.KF
EENFNRIERBETH Y . 9~12 5D 7 — 7 TIIRAICE T 5 T5mg K O} 150mg % G-
DO TH -7,

ZORERLY . PRI D AR LM H &I 2mglkg Y LB X LT,

L RADOT — 2 IIKER G2 5D AUCe12 511 (NP15717)

& 18. At)L2 3 EJL 2mg/kg BB 51D Ro84-0802 DEMENHE/ AT A —4

Flin (45 n=6)

RT A—H 5-8 7% 9-12 7% 13-18 7%

7-¥) (SD) ¥ (SD) ¥ (SD)
Cmax  (ng/mL) 183 (36) 231 (46) 319 (76)
Tmax  (h) 3.7 (0.5) 3.7 (0.5) 4.3 (0.8)
AUCint (ng-h/mL) 2746 (368) 3208 (394) 4534 (929)
tz  (h) 8.8 (2.0) 7.8 (1.8) 8.1 (2.2)
CL/F (mL/min/kg) 11.1 (1.6) 9.4 (1.2) 5.3 (2.0)
CL: (mL/min/kg) 6.5 (1.4) 4.9 (2.1) 2.5 (0.9)
Ciz (ng/mL) * 87 (9) 106 (17) 150 (30)
CLIF ;#27 U752 CL: ;&7 V77 2R
Cie ; #E5#% 12FFICE TS b7 7 miEhiReE SD : fEHE(R7E

CINEEUNIS SIS R0 -y,

KREHNEMAEZRAVV-ER/NMNRICE T 5BEERERER (PP16351) 9

EAMZ BTN Z G & U TEM SN A 7 o W T 5 &6 TR ER R 3R Tl
XIT7NVRTAvay 7 1A 2mgkg, 1 H 28] 5 H & 51 X 0 HRhME R O 2 RBRGEES
Nice L LARNRG, KETIEZ 0oEYEREOR RICHES X, /NEICB W TR EREHAL
FE*NIRHERHE L L CRESNT,
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*RE O G

HE (kg) EEH (R R) LRI NS5

=15kg =33 1bs 17 30mg % 1 H 2]
15kg~23kg 33 Ibs~51 lbs 1B 45mg # 1 H 2 [A]
23kg~40kg 51 1bs~88 1bs 17 60mg % 1 H 2]
>40kg > 88 Ibs 1B 75mg # 1 H 2 [A]

IHIT, KECBITHZITNRTA ay THKREEE TO 5 kLl T O/NNE 3y Bhfe ket
BN DI o T2 Z DD 5 LA T ORI 2 55 & U CIRERER B 82 F O 72 B R
H# 5 D3 EhRE DS R ET S v 7,

AFRBRClE, BEEE R 2 1~2 M N 3~B %D 2 Vv —F 2451 il 70— 7 Z L 12 30mg
(1~2%) HDHVF 45bmg (3~5i%) ZHERAOKG L=, SFHI7NV—712B8 5411
2 I BV K ONEMEIR Ro64-0802 DEEWMENRE/NT A —Z ZLL IR LTc (& 19),

(BT A= 1T, /WK RBRN X 2 7V KT 4 v a v 2mglkg &5 TEESN
TWDHT=8, R ES L 72D K9 2mglkg B 5 ITHiERHARE L)

£19. A58 S ELBERSHR Ong/ke B5THE) 0 Rob4-0802 FMERE /S A — 5
Cmax AUCinf Tmax ti2 CL/F/BW HClZ
(ng/mL) (ng-h/mL) (h) (h) (mL/min/kg)  (ng/mL)

1-2 3% FH(CV%) 121 (42%) 2810 (31%) 5.6 (39%)  14.9 (49%) 12.2 (43%) 116 (38.1%)
3-5 % FHI(CV%) 179 (41%) 3350 (20%) 5.0 (46%) 11.3 (49%) 9.4 (20%) 148 (27.2%)
7%= (%) * -32% -16% 12% 32% 30% NA

* 35D R AL LT

** C12 \IZ DWW CIT 2mglkg BAF W "R 58 (3-5 7% : 4bmg KN 1-2 % : 30mg) IZFES<HE

CL/F/BW ; (fEY 70 ORI VT T A Ciz ; #58% 12 FERIICE T B b T 7 P i
FNRICEE SN I TNV R TAvny TOREHZY OFb&EIE, 2.0~3.9mg/kg D
FHIZ &~ T2,

2mg/kg (ZHIE L7z Ro64-0802 DIEWENHE /X T A —H (X, 1~2 i\ T AUCint 2% 3~5
T L TR 16% 1K< . IRERILICB W TERVWMEB CTh 7=, F/o, REREDHEALH &
Beh51% 12 R o g RE (Ci2) 1L, =24 116ng/mL (1~2 i&lE) &N 148ng/mL (3
~5R) Thotlz, ZOZELY, NRIZH LFERMIN—TZLIZHI TNV RIS vay
30mg (1~27%) HHWE 45mg (3~5k) Z#H& G L72KE, % 12 FERIIZEB W TH LA
TN WAL AR R A IR T E D Ro64-0802 MAERE Z#ER L T\ D L EX b,

GFEANIZISIT D pifi)

REHREHER (W15758) 2

INFIZBIT D4 2 70w RIS 2 B IARARRBIC SN L grE o 5 b, 3~11
WD 5 FITBNT, F¥ITVRTA vny T 2mghkg RERAKLGKOT 07 7 4 147
U > 7N K DS ERE SRR Sz,

AR CTOEYBREORFHEGNID R Nb DD, A v I V= U PRHERICRR L72/NNEICE
B IEmERRIL, R/ NE (NP15826) & RO Th -7,

4) 1 BERBDAVINIUTEREZEOEYERE
G ES NS SIp Y54 ¥,
I BRERFODNRORE - AEDZEEMIZDONNT?
E 7GR R ER (CASG114 3R M OV WP22849 ilik) 7656l A% I B0 & 580
1 A O/ NROEYERET — % Z W T, A EAZ I B L TEMER Ro64-0802 O RHER S H)
REMRMT 2 ol L, 1 RO/ NEORELOHEOZ LI W THFT Lz, EMERRBR O H
e HEROBEEIEE, LToEBY Tho7z (3 20),
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& 20. ESMERPRERNER (CASG114 ERER R U WP22849 EXER) T 1 MKRED AR URE & B5HIE

1 H 2 #A#&5 i
& BRI

i CASG114 7 WP22849 7 BRI
0~30 H 2mg/kg™ 13
31~90 H 2.5mg/kg™ 33
91~180 H Smefkg =
181~270 H Sma/ke =
ZEEESS6a 3mg/kg X3 3.5mg/kg” 59

eI e LT EiifEEROKEG LT,

RHEM DB EMATIC LV SO EREZHV T, 0~1EE TOFABIZH L Ty Ialb— g
> & FHE L, IEMER Ro64-0802 O AUC #HEE L7z, v 2 b—a i L W57z 3.0mglkg
1 H 2 [\E#F 58O 0~1 5% E TO% B OIEPER Ro64-0802 D AUC &, 1~2 %2 30mg/body 1
H2REOEEG L L &0 AUC & gt L7, [FIERIC, 83~5 kil 45mg/body. X AIZ 75 mg
1 A 2 BEHGRE SR 21T o 72, £ ORHR, 0~1 ik £ TOH H il DIEMHIR Ro64-0802 D
AUC 1T 1~2 i, 3~5 5%, MAICHEG L& &0 AUC O#FHNTH VD . 1 RO/ T
HHEE 3.0mglkg ERETHIENRYTHDL EEZ LN,

%24 hBERBEOA D ITILITUFERIBIZE T BEYEEE Y

E/MEARRER (CASG114 RBR) I2BW T, A% 24 » HI RGO A > 7 vz HFRIBICH I 7L
K4 vy 7% 1 H 20 5 HEEO®ESG L, EAOA 71 o HFRICE 7‘2—5{% KON
Ro064-0802 D¥EWEhHE /N T A — X LA FIT/R LTz (5% 21),

5)

®21. 24 h AXRBDA 7 IVITUoHFERIZE T HEMER Ro64-0802 DEMENRE/NS A —4
12~23% H 12~23% H 9~11% A 9~11% H 6~8% H 3~5% H 0~2% H
30mg/body& 3.5kg/kg& 3.0mg/kg 3.5mg/kg& 3.0mg/kg 3.0mg/kg 3.0mg/kg
(n=10) (n=3) (n=6) (n=7) (n=22) (n=10) (n=19)
AUCors 2354.38 3072.81 3401.33 4067.73 3948.74 4291.78 4688.04
(ng-h/mL) (1073.31-49 | (2148.59-45 | (2276.91-64 | (3146.37-71 | (1758.56-79 | (3497.34-70 (872.54-
48.63) 76.58) 87.14) 71.09) 57.98) 27.59) 10241.73)
Crnax 262 299 347.50 497 440.50 427 535
(ng/mL) (101-526) (213-506) (200-705) (338-747) (169-864) (361-807) (103-1120)
Trmax 3.93 2.83 5.14 5.52 3.93 5.04 5.13
(h) (0-5.67) (2.20-5.08) (2.22-5.73) | (2.17-10.52) | (1.03-10.02) | (2.08-6.18) (2.17-6.97)
tus 7.98 14.82 11.13 14.56 10.29 9.09 6.64
(h) (4.49-17.11) | (8.13-20.16) | (5.40-51.86) | (7.22-25.67) | (1.02-78.26) (6.25-19) (4.65-28.71)

HNT A= LI RAE (#iPH) TERoR

=EEICH T S EYERE

HEKkE 9
i 80 kLA L AR NGl S b B2, ¥ 2 77 EL Thmg HERR O#K S (i) L
72L& 2 A, IEMER Ro64-0802 DIRMBENHE/ N T X — X |ILA T DY Tho72 (3 22),

*x22. BAANSEE (B0mLlLE) M Ro64-0802 MEMENRE/NS A —4
ESaa AUCinf Crax Trmax tie
(mg) (ng-h/mL) (ng/mL) (h) (h)
75 6063+604 439+29 5.0+0.0 7.0+0.6
¥+ SD

R
GHENIZ I T D plifi)
A K OMERRR BT 5 & X 7N 7 VGG T O R EN B4 Ll U 7ok R, 5 7

HHIZBWTE A CILEERER AT Cnax 13X 14~31%. AUCo-12 1% 26~29% 57> - 7= (£ 23).,
IHED ZI 71 H2EERGIZE D EEREICR O TR FRE M L2 b oo, R PEE,
BT T AMEITREERAN EFETH Y . mimE Icd T o HEREOLE TN EE X BT,

60



& 23. EEBEARUVEBEMAIZE TS Ro64-0802 DEWMENRE/NT A —F DLLE

BOHE (B 6 B) . P (RYE(R )

IRTA—H Bk H 100 mg™ 1 A 2] 200 mg* 1 A 218
TR e TERERLA Bl

Cmax (ng/mL) 1 308 (44.5) 432 (68.3) 688 (230) 796 (163)
7 439 (40.8) 575 (83.3) 1132 (278) 1293 (140)
Tmax (h) 1 4.25 (1.25) 3.83 (1.72) 3.58 (0.970) 3.68 (1.22)
7 3.50 (1.00) 3.33 (1.37) 2.67 (1.21) 2.80 (0.447)
AUCo12 (ng-h/mL) 1 2450 (323) 3503 (536) 5207 (1179) 6356 (1521)
7 3845 (558) 4943 (966) 8612 (1267) 10809 (1407)
ti2" (h) 1/7 8.26 (2.00) 6.69 (0.837) 9.27 (1.98) 10.4 (3.84)
PRAHRIEE (%) 1 45.6 (9.25) 62.6 (12.5) 41.1 (16.9) 57.2 (13.4)
7 58.7 (11.3) 84.4 (21.7) 66.2 (18.7) 85.7 (6.67)
_. 1 17.1 (3.39) 12.0 (2.10) 14.4 (5.65) 13.0 (3.36)
Woy77v2 LM, 140 (250) 160 (549) 141 (3.53) 147 (2.68)

* 2ty effective FEAEIF O HEE TH 2 -

6) BHEEEEERICHTHEYHEE
GFENIZBIT 5 R
BHSRERREEE 2% RIC, A Z I LT1H 100mg* % 1 H 20 6 HREKERELZE Z

A, BREREREOFRE IS U Ro64-0802 DI HIEEDHENMAZED Hivlz (57 24), & BHEERE
= (Cer:=30mL/min) ([ZBIT DB Z VT 7 AMEITERERAD 8.8%THY . AUC KT Cmax

I, R ANICHARZEZNZN 10 LN fEmboT-. Lo T, mEDOREE
PTG, HERETF DL ELEEZ i,
o RMEICOW < ER O RICEET 2 EE > 23RO = &,

24 %51 RV 6 BEIZHT% Ro64-0802 DEMENEE/ XS X — 4

BEIC LA I 7L

Cer fEIZ L D FHERE 7 LV —7" (KBES B), T (EHE(RE)
INT A —H Bk . Cer > 30 mL/min | Cer > 60 mL/min .
H Cer < 30 mL/min and < 60 mL/min and < 90 mL/min Cer > 90 mL/min
Cmax (ng/mL) 1 1470 (378) 833 (219) 637 (49.1) 339 (133)
6 4052 (1519) 1514 (392) 1058 (183) 494 (79.5)
Tmax (h) 1 8.41 (1.68) 5.80 (0.449) 4.40 (0.894) 3.40 (0.548)
6 5.20 (1.11) 4.78 (0.441) 3.79 (1.08) 3.01 (0.690)
Cmin (ng/mL) 6 3271 (1482) 988 (371) 583 (127) 231 (49.9)
AUCo12 1 13171 (3886) 7379 (1991) 5373 (560) 2582 (722)
(ng-h/mL) 6 43086 (18068) 15010 (4158) 9931 (1636) 4187 (630)
tiz”  (h) 1/6 22.9 (9.73) 12.6 (4.41) 10.6 (1.18) 9.11 (2.94)
CLr 012 (I/h) 6 1.54 (0.551) 4.19 (0.672) 7.25 (1.15) 17.5 (2.78)

* 1ty effective GEFEIF OHEE TH I -0003)

¥) W TEILFERERICAVDIES, RARWKE 37.5kg LLED/PMRIZH L TERBEN-FAERVAZR. FELE

SELELTIETmg =1 H2ME, 5 BRBOKRSTHS. FPHICALSIEE. RAICH L TERBSN-RERY
FAE(E, 1[E 75mg % 1 B 1B, 7~10 B, {AE 37. bkg LLED/NRICH L TRBS NI RERVAE, 18 75mg

Z1B1[E., 10 BFEAKSETHS.

FS4 ooy TRHEARICAVSEHEE. BAICH L TERRBSN-AERVAER. L2 E)LELTI[E Tomg
Z1B2ME., 58, 9/PRIZHLTERSN-RAERVAEE. 1E2ng/kg 21 B 2E, 5 BRKRS5THSH. #
AR, LRICH L TERRBSN-AERVAER. 1H3mg/kg 2 1 BH2[E., 5 BRRSTHS. FHITALSEE.
BN L CERRBEIN-AERVAER. A2 ELELTIE g 21 8 1E., 7~10 B, $/hRISHL

TRRSNE-REARVAER. 1@ 2ng/kgZ 1B 1E, 10 BMEE5THS.

1. 2ot
R L
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VI. &t (EALDZEESF) ICBEJI SHIER

1.

ZENB EZTDEH

<BIINATEILIG-ZITILESA420O9T3I%>

2.

I EE

11 RHOBACHE > T, FAOLEREHEITRHT 5 &, [5.1-5.4 5]

1L2AVTNI Y IAINRABRREDFHOEKREIDIFUIZEELFHTHY . XFOFHER
FOVFUICEDFPRICEESED D LD THEALY,

SRR

1.1 —RICA NPT A NV RAEGIEILHRBET 2EETHY . BEFICL->TUIA 7
T YT A A L CHBE ORI TT A, JLUA NV AEKOFE G NLE TR WSS
MNEZOND, £, AFNTATRI I B A o YA )V ZKGYELIS D 7 A L A K
GUliEOM B G 1Tk L TR AR S 72, B OIRRBIZIS U, RAIOMLEMZ -+t o
ETHERTLZ &,

1.2 AV ITNEFTANREIYED THORERIZIT 7 F AL DT THY . RFNIV 7 F
LD TPRHORBLERDHDOTIERY, =X ZHBLTOA TN P A )L R EYGYE
DFBIDIZOIZIEY 7 F o #EfE2ITO 28, RO TPMERIT T4 71T A L A&
YUE BERRE DO TS THD, AR ZFBHCHNLEAIIXZ ORI HDERT DI &,

ERRNRETDHEH

<BIITINATEILIG-ZITILESA0O9T3I%>

5.

2. B2 (ROBEIZIEHBELEWNI L)
2.1 RARNDORAIZ T UIBBUEDORBEERED & 5 #

<PERD

R ERNL O/ EFE S L i LT,

AFIENC L DY a v ZIEROBIEN & 5 BE TIIARFI O 25T 2 HRNEE L, BERE
REE T AREMN D 5, AFNK U CORBUE DOBEEREN & 5 B Ik U 3G 28 ) 5 78
N5,

- RERIIHRICEET TR £ T DER

(V. JBIRICEET2HE)] 220352 &,

. RZERUVRAEICEHEY IR L TNDEH

(V. BRICET2HE ] 22452 L,

EEGERIE LT DEH

<BIINATEILIG-ZZIITILRESA420OYT3I%>

8. EELEAMIE

8.1 HiA v N VoA NAEORHOFE IR IO D LT, A 7 v o RERRRC
X, BEITEZ BB LA RE S TS, BEITEHCL 2EEEO TN —OFEKER LT
L0 TR xS E LT, ORFITHORIOBENRHHZ L, QAFBICBWWTEES
To%G, D7 EHHEEMNG 2 HH, REFFITEEEO RIS T A IR AGH L H 2
ELAZOWTHE - FIRICK LBAZITY 2 &, B, MEEOFERCELIBZNOH HEE
DEFEATENZOWTIEL, BEFLED/NE - REFEE O BHETHENZ N & NG 2 AH
DNIZHEBLT 52 NN &, BEbR TS, [11.1.7 ]

8.2 AANTEHEMAIOIEKNTH Y | BHREEMK T L WA GEEIITmIERRENEL 258N
NHDDT, AFRNIOFEGIZEE LU, ZvT7F =027 07 T 2 AMEDG U AEL O A EICE
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HTAERIZESNT, WEZBILR LR EEREICEGTH L, (I 70D T7BLVT5:7.4,
921, 1662ZM] [FIT7NLFIALT vy 7 3% : 74, 9.2.1, 16.6.3 B]
83&@#%Ebné &#&é@f B KON OFHECR L C, Ml rhifn, A5 i
LOHMAERN S &b G A ITEMICHERS T2 X 8T 5 2 &, [11.1.8, 11.2 2]
&4ﬁl@mﬁﬁ4/7wi/ﬁ?4wxmmﬁ H0E L0 . A 7 o PEEER &R X
NHZENHDHOT, MERIYEDBR AL, MEMEHRET L ClyR0E2175 2 L,
[5.4 2]

<>

8.1 A V7N UYPREBIIZIZ. HiA v 7N WA )L 2D R OF X IO FREIZ B b
S Y ﬁ@ﬂ%ﬁ#é k@%néﬂttb HiA v 7o oA )L 2 EKAE O 7 B A
@kbf@ﬁbto4/7wi/%@$% WZBWT, Hif v 7o F oL LV RAEDRRHAD
HHESCTREEIC b 5, BETE) (BRI L EN-TEHENOH LD L 95, BlE L TR
R CTRT U FITH T, ﬂ‘@UﬁﬂFDJ:Q&'é—é ) (BT D LB X DD IRIE I D A
INTWD, ZOXLDRBEEOREFEITENL, OFLAED/NR « KREFEFH OB THENZL
bWﬁﬁ@%%%&éL®%ﬁ#%2Hﬁﬁﬁﬂ%ﬁ#é:&ﬁ%m:&\ﬂﬂ%hfméo
ﬁﬁ#®$&%%¢#ét BN 2 HIF, BMEHRZE 0., RN - REEE DR S

IEFEASTRORH S 2020, LFO X S 2 BRIk a8 L5 X 5., BE - FIRICH
52 &,

KL TORROBEHEICHEET S (W, Fo—ruav s, R H 55
ZOIEHREETe)

'N?Vﬁﬁﬁbfw@w%ETE#ﬁé

I DOHDLEERD HGEIL. TOEERTENED

*F@T EATHWDEAIE, TEXAHRY 1ETENED

8.2 AHANZL, @E&ﬁbte%&5&48ﬁ%if T0~80% DS IRFUZHEE =N D, Z D7D
B R #ﬁ?bf%é%%f EHRENE L 2D BENNH D, (7. HEKOHE&ICESHE
ﬁé&ﬁjwﬁ [9.2 EHERE $%J®@ ﬂﬁbtﬂ xﬂ%@%#&m&kwﬁf

T AREER %@&foﬁ HELEk L7, @ OB REREREE B ~ O AR 51T
ime&&U%a %ﬁﬁéﬁaj_ﬁﬁbt&ﬁ&_gouf\%%®h %ﬁﬂbﬁ
DOHEEICERGT LI L,

&3mm%@$%@Fniéﬁ&@WmJ&UFnz%wm@*W%J IBWTHEREAIT-
TEED, JiA v 7NV U PIRARITIS T 2 i B S5 o R BUE ) L ONE NIE BIEERE S %
B E z 18, EEAANER 126 HIMEROEZEBE & L CREd L,

8.4 A VT NT YT A NV AERYE TITMREE (g, K& XK, PERE) BDE0FT 55
ENBHY . FTo. WIEME EKERENA TN T A L R EYE &L LR A R
BEn®H D, Kﬁiﬁimmr TR E RS20 DO T, ERARIERSORA S X > CTHIE S
Yuie LW SN GEITIE, PIAEYE. EAISEEZ RS T 572 bR EEZTO 2 L,

6. BENERFHIT HEBICET IEE
(1) AHHE - BERZEDOHHESE
BRE I N TR

(2) BireEEEE
<9 7 HATEILTS-FZIDT)ILESA4>8y T 3%>

BHaEES $%
921*? BEHEREEERE
B @ﬁTquTﬁ%&Uﬁ%%%%ﬁé:&omﬁ*%ﬁﬁ%m¢&ﬂﬂi7wﬁf
B T5:74, 82, 16,62 8] [¥I TNV KIAvmyT 3% 7.4, 8.2, 16.6.3 B3]

<PERD
e D R R RE B %%(m<ca<%mu\)fi XS RE RS E DO FRE 12 i U CIEMEAR o g
%Eﬁ%<&ék%n#%ét BRIE LTz, & OB BEREREE B ~DOARHFIB 515, 7. HiEK
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OCHEICHEESLER] ISRl LRk bGEEZZR L, HEICRGTLZ L,

(3) FHaelEERE
BRIE I TR

(4) £JEREZH T 54F
BRE SN TR0

(5) 1343
<BIITNATEILIG-ZITILESA4O0YT3I%>

9.5 bE4F
TG ATIEIRE L CW B ATREME D & 2 LetEIC R G4 2 85 581201%. 1BIF Lo AN etk 2 b
[15 EHE S NDEEICORKEET D2 ko@%%%<7/k)fﬂﬁ@ PERHE ST
V%, [16.8.1 ]

R

AENIIEET » MZBWTIHKRIE~OBITRRD LN TW5S, X iﬁﬂ)&bfwéT EMED B
DM EEGT DA, IBEEOFIRENGRMEZ ERS EHEr S 258D, HE
m&ﬁ?é L,

(6) =37
<BIINATEILIG-BZITILFESA2OYT3I%>

9.6 ZELIF
TEREOFRM R ORFLREOA R ZEE L, I o it ik2matd22 L, b M
HF~ITT D ENHRE SN TWA,

<>

t NPT T A EDRHRESNTNDL D, BHWIIE G T DG EICITRALZRET D &
IETHZ L, EAMIBWTUTORER® S,

AN ZIEN T5mg & 1 H 205 BFRMA. 9202HOFIEIZ 1 B 2 BEHZALEIT> TV
IHIZBNTH LS I BN EEDOIEHREOFIFOREZF~T-, A% I ENLVORETY
VIMIE S TEIMPRH -T2, —J7. EEEKZ, WIEIOY > T ITRBO SRR h-o 7208, 3
B%@i3%ﬁ%@mL@Eﬁh BL7pol-, BEIRETIHEERIIABEALZ I ELORE LD
EMWIREZ R LTz, 70, EFREBZRORMIZE YV ER\IA NN T,
ﬁtwﬁ‘aw@%%¢ﬁf(‘ﬂm 38.2ng/mLHTEMEARDFITFIREE (B mifiE) : 43.4ng/mL
=81.6ng/mL DR %xfﬁ!ﬂ@l%mﬂ@ﬂwﬁ@&?ékﬁ%&5$i0mm@kyhy
FHERDIKREN 60kg &5 & RHAKR G- &1L 2.6mg/kg/day & 720, FLEEE BITRHA®ZR G ED
0.5%& 72 %,

(7) MR
<BZIIT)ATEIILTE>

9.7 INR%
1RmOBE (RHAREIR, HiAR, 2LIR) ., BMEEEL G5/ N2 E Li-H
ﬂ@&oié@%%ﬁ&tt% REER XM LTy, [15.2.1, 15.2.2 BH8]

<>

BT R/IVENZOWTIE, AR 2V, 1RO B (KHAKER, #HAER, FLR)
SOXRFNE G- DL EVEITHENL LTV, 7238, 7 v b (7T Bi) (AL 2 I Vg
WA HERE O &G Lo R BRI W T, SEWICERE L72E 102 656Tmg/kg VL ETRO Ll
23, 394mg/kg TIIH IR D Lo T,

<AITLFESA420yT3%>

9.7 IMNR
BIVER ORBUZHmEET 5 2 &, RHAERER T 2 B O AN, BEREEZ A
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T H/NREENGE LI H IR N2 2 fa0E & U7 RRBR 13585 L Cuheuny, [15.2.1,
15.2.2 /]

<>
K74 vay 7% R ESMERRERIC IV T, AFIORH « BRI LI e iRas b AE 3 K3
ETH L2kl 36 WA O FREIIFRI S, KAl Z &G Sz IR ORFED o Himlx
13 H7Z o772, Zat2iEEn 36 M8 A o0 FLpE Vi * 3% 2 I8l A O Fr A I 3617 2 5 BRI
BHI TV,
o T, ZNHDOBIRICAFZEN T 2561, BlEE2 0147V, BWEHORBUIIEET S
Z&,
FUSHT SCETIE, 2 IR 1% B i 36 30 Rfiw O /N IIHE AR E 23 2500g Kl TH D EABESNDH Z &b,
AR R E IR & Sk L7z,
¥, ET v b (T B A8 I e CEE A BRI O G U mrEaBRIz sV T
W ZBE L 72 FE 7Y 65Tmglkg UL BT HAL72 A3, 8394mg/kg TIIFETITFRD LA >70,

(8) BiE
<BIINATEILIG-ZIITILESA420OYT3I%>

9.8 EE
WHEZBE LN o752 L, —ICE IS T, AMErE (BE. FEY) oIk
TR, flix OEMREEZET 52 L%, ESNCEMS L2 7' AAND X 2 EERRER K
BCIX. BWER OBE R OFEIZIEERE & OMICEITRD LN TR, [ZIT7Lh 7k
NVT5:16.6.1 ] [¥IT7NVEKTA4 v vT7 3% : 16.6.2 B ]

SR>
71 72 VBN OIRHEN R 2 WGt U 7= ESh O 55 AR R PR BR O FE 5 HRE T i, @i (65 kLl L)
L IEmERF (65 Am) (CHBL LA EFEFROME K OFEICZITRD Do T, LnL,
—WRICEERE TTIE, AEREREE (BEERE. FFHERES) OIKTo, Fx OEMEBEZAET D2 LN
L=, BEOREZBELANLE 5T, BEEMETL WD EREICBWT,
MAETRENEL RDBENNH DD T, AFIOEEICEE L CiX, 7. AEROHEICEET S
HE OHOBEHEZHRIC, BEOREZBELANOEEICEETLZ L,
[E 54 D 5 AR ER AR FRBR 23 T FRIE] 1,440 fFilH 284 5175 65 kL | (N 56 fils 75 kL 1)
Thol, £O5H 150 FINAHK Tomg 1 H 2 GH TH T,
g (65 kLA L) LIEEIRE (65 Mok OAEFRROLKEZRITRT,

EHRTREL-ATSERORBARDSEHA ULDFEER

FEEE (65 mEA) e (65 kLl k)
7T R FENEIENY Vi 7T R FENEIENY Vi

n=582 n=574 n=134 n=150
M 5= 35 6.0% 79 13.8% 13 9.7% 18 12.0%
M 18 3.1% 60 10.5% |3 2.2% 8 5.3%
AHRAE 5 0.9% 8 1.4% 1 0.7% 0 0.0%
55K 2 0.3% 4 0.7% 1 0.7% 2 1.3%
BIEpE 11 1.9% 13 2.3% 3 2.2% 0 0.0%
NEIM g 5 0.9% 6 1.0% 2 1.5% 0 0.0%
AR R 1 0.2% 1 0.2% 1 0.7% 3 2.0%
RUE N 7 1.2% 7 1.2% 8 6.0% 10 6.7%
RGE Y 0 0.0% 0 0.0% 2 1.5% 1 0.7%
RiskGs 0 0.0% 0 0.0% 2 1.5% 1 0.7%
Jiti & 2 0.3% 1 0.2% 4 3.0% 3 2.0%
9% 57 7 1.2% 6 1.0% 0 0.0% 1 0.7%
PR &G 1 0.2% 0 0.0% 2 1.5% 2 1.3%
5 m 15 2.6% 14 2.4% 1 0.7% 2 1.3%
Hifdi~ /L2 2 7 1.2% 5 0.9% 2 1.5% 1 0.7%
FEEN 4 0.7% 2 0.3% 1 0.7% 1 0.7%
Fl| e ¢ 5 0.9% 3 0.5% 3 2.2% 1 0.7%
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FEEE (65 mEA) EnE (65 Ll k)

7T R FENEIENY Vi 7T R FENEIENY Vi

n=582 n=574 n=134 n=150
HILAR R 4 0.7% 1 0.2% 1 0.7% 1 0.7%
WK 10 1.7% 7 1.2% 2 1.5% 2 1.3%
Wi 21 5 0.9% 1 0.2% 2 1.5% 1 0.7%
Lkl 10 1.7% 5 0.9% 0 0.0% 1 0.7%
FEE R 22 3.8% 13 2.3% 3 2.2% 2 1.3%
T 57 9.8% 38 6.6% 13 19.7% 10 6.7%

ARFIORLEAEFEZRLT LLEWEHZER LN &, 2, BE OSSO RN
BERRBR E TR D720, INLORRNG, EBEOBFERRICB T 2RIERAORBEEL T
BT 52 LIZTERNWZLICHETHZ b,

7. HHEEHR
(1) BtRZEZ L ZDER
REIH TR

(2) BtAEE L ZTDER
KBIITNATEILTE-BITILESAOY T 3%>
10.2 BtRFE (BFRICEET S &)

A4 & BRRIER - 1S 715 BEFF - fEBRE T
PER%BIC T bo v BRIV ER LTSRN H 5, | EFIIARHTH D
g7y Uy | T AGAIIE. BEOREZ HDICBET 5708
EETHZ L,

SRR
ON77 Y EOFRICEY e ha U BEURNER L2ERH D720, FHRTEE D
REICEET L 2EETLH LT,

8. BEl{ER
K<BIINATEILIG-ZZIITILFESA420OYT3I%>
11. BlER

WORWERNSH Lo d 2 ER3HDHDOT, BEEZ+HDITITV., BENRRD LNHAICITES
T 5 e E AT Z &,

(1) EXGEMER & EARERK
<BIINATEILIG-ZIITILESA420OYT3I%>

1.1 EXLEIEMA

11 2avy, 7HF245F 20— (BHERH)
SRS, B - ORI, IR, MUEIS A S b B A IR S 2k L, i)
IRAVEZAT O Z &,

1.1.2 W% OREERW)
BEBRD SNIGHE L X BEOREIC L 0 RA GEAME, Y% 28500, s
iEZ1TH Z &,

11.1.3 BIERF 2. FF&aefEsE. &E (BHELRH)
BH AT, AST, ALT, v-GTP, AI'P 0% L\s RS54 5 SRR, #0025 bbh
HTEDRDHD,

11.1. 4 RIEFEIERIEIREE (Stevens—Johnson fEIEEE) . MR RIESERIAZE (Toxic Epidermal
Necrolysis : TEN) (HEEREH)

11.1.5 SHEERE (EERY)

11.1.6 EMmBED, MVEHD HERY)
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11.1.7 ¥ - BRER. BETE BEEAR)

Fith - mRER (BREE, JBR. LR, 2, B8%) 2XbobhdZ b, KR
RIZAHATHL DD, A 7NV PREBRHIIL, HEEFICELIBENDH L REITE) (&
WZAED T, T 5% RELbNAZENH D, [8.1 BH]
11.1.8 HmMHEXRER., EmEXEL GEERH)

MAE, Pk TR ORENRD LN EAEIITHR G2 IE L, #Y)eLE+7
2]

I
Y
[
r\r
L
o)
w

<>

11.1.1 23 v9,. 7F+F745F>—:
RIS, AFIE DREBEBRNGETERWa vyl TH7 4 7F —0EShiz
7o, TERZEIEM ) ICiid LIEBMLR 2175 Z & & L,

11.1.2 ffiz :
MR IZ, AFIE DR BEBMEREETE 220 ik OEFNERSNTZZ0, TEKX
REWER ) IR LB AT Y 2 & & LT,
AFIRABICTEI Ui, MEEIEDO AT A LV AEGE O ATREME S H D A3, A
FNZ E D ATREME B B E TERWVO T, AAIOBEER OIS, B ITAA 2
ET5Z L,

11.1.3 BIERF2¢. AFHEEEfES. |E -
BIEATZ . AST (GOT). ALT (GPT). v-GTP, Al-'P 3% L < LS4 2 EFIERE S
. ARFIE OBHENERIIIGE TERWEIEEM N HRE S --0, TERZREIE
i LEEREZITY 2 & b L,

11.1.4 RE$LIEARSEIZEE (Stevens—Johnson fEIREE) . hEM R KRIEFERAESE (Toxic Epidermal
Necrolysis : TEN) :
TR IS, AHK & OREBIRAGE T E 2K FREIEIRIE e, B e 5 A0 pl i
DEI N0, TEXZEWER ) ICRE LEERELZITH) 2 & L,

11.1.5 2HTEE .
TR IC, AHIE DR BEBEURNREE TE RWAMEBEEDEFNRE Shiz/-n, [E
K7ZAEWER) I[Citd LEEMEZITY> 2L & LT,

11.1.6 BIMmEKEAD. /MR
MRZIZ, BT EMmERED /NG OREFI S Siz7-o, TEKRARFEIE
i LEEMREZ{TY 2 &k L,

11.1.7 &M - ER. BETH
MR T4 T2 TREZ) e TEGRIETE ) 72 & ORI R OB Tl Vgl
TER G SN2 e D THERZENWER ] (2 Dt - #EIR ) 2 fidk L E ekl 2
1792 &z,
Mz T, A TN T ANV AEYYEICB N T Y, IBESEICELIBETNOH D RELT
g (AicEY T, T 25 2BO5Z N85, FINERORBEEE TR, D
< ELREEDD 2 AT, BEEOFRICHT DI REH LD LD, BE, TOF
RIZHHZITY Z &,

11.1.8 HiHRER. EmEXEX
HRZIT . AH & OREEURAEE T X 22V MM B2 R i 5 28 e 1 73 s
Shizizs, TERZREWER) (CF# LIEEMREA1T > Z i Uiz, Mff, ffk FFzz
ENFH UI=HAIE, AFNC & B THmMERIGZR ) KOy TR KGR omfierts 5
BLAFZ L, WYRAEEZIT) Z L,

67



(2) zonEI1ER
<BII)NHTEILTI>

11.2 Z DD EI{ERA
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47 FI5 E iR Fe M2, ALBE (AL
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[, ALT #4hn v -GTP #40., Al-P 8440,
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2o IR M7 RoBEE, &5 | %9, AEFEHDE2, BEo
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T 1) FEHEEI3KFRRS £ T ORGSR N OCBENE R E O R 2 b TR LT,
1 2) [8.3 ]

<SR

EWNCHEi SN7= 7B AHO ATRIT BRI 7 )V U A )V AEGEIC T D IR LD
TEHIZBE T 2 5 AR R AR, BLEMERiE (RRICRET 268 HAGEFR A - S5 FH B
1 - BEEIGER IR RIS Lz, BWERARBEN 0.5% % B2 55801, £
WZHEE (%) btk L7z, 61, ESNOHTHRE STV D EWEH SUIBE % 5 H 5 2 f503
flEE CE R VWENTHRE SN TWHEIEH (BRHE). R4 vu vy 7HITHE I NBIEH
AEE R L L ChRtdi L7z,

<AITILESA409T3%>

11.2 ZOHtDEIER
0.1%LL D 0.1%A ™V 1 AN
. W95 (0.8%) , FLBE (£ | SEFKE ., £ O FIE | 2 F 2
TEALEE & & 1)
TR (2.8%), WAL | A% (EEMEE | niEgk, MEED, X LFE2 0ot
e (2.0%) . MR, HL | Ete), (HRE M2 M, IR R
OPENATER, BRI
" — Wk, WEIR. IR, | D FE VN, FER. RIRGE. R
Tt e . MR
o L%ﬁﬁ%\biﬁﬁﬂﬂﬁ\
DEXER (ST EH) ., #fF
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NI 25 ST ? KXk BAU TS
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B, B, IR

AR (0.8%) FEE Wy, RNIEFEEM™?, Hok
Z DAt FO(ABR, HRE) . E, M
h 7 RoREEN, EERE, E
T 1) FEHEE 3K £ T ORGSR N OCBENGE R E DR R 2 b TR LT,

£ 2) [8.3 ]

SRR

ENT1m~12 DS/ NEEx G e L CEBEINTZ RTA va vy 7Ho ARSI BEA 7
WAV ATRGE I DRI BT 5 5 ARG R B, RUEIGERRE (JRMICBIT
B8 FRAETRAT « Sl A TR A) RIS X L, BIEAEEERD 0.5% 4 B2 55
HlE. BPICHEE (%) bit#i Lz, 612, ESO A THE S T0 2 BIWEH SUISEE 2 F
THOREPME CTEROENTHRE SN TWDEER (BXRWE) . 7 7 AI TG S vi-Fl
TERZBEARR & L Rl LT,

<&EHEHR>
EHBREMERREE
<A I BRIA TNV A L R JEYE >
B e IVH]
fifi FH R AR A -
il R TE Al P BRI A - At
B E IR 7 14 B R R

AT R L 61 455 515

FHATE B 5L 309 4211 4520

BIlVE 2 DS BURE (51 %K 85 90 175

EIIER % OB 135 108 243

Bl VE T 25 D38 BURE B2 (%) 27.5 2.14 3.87

BIlVE A % o Fl s BIVEREORERIRBES () F (%)

JRYRER X O% 4 BUE 1( 0.32) 2(0.05) 3(0.07)
BT~ L~ R 1(0.32) 2(0.05) 3(0.07)

MR LY v REE 1(0.02) 1(0.02)
T B R B HNE 1(0.02) 1(0.02)

R L OGRS 3(0.97) 1( 0.02) 4(0.09)
BEAE 2(0.65) 1(0.02) 3(0.07)
Bl PR 97 1(0.32) 1(0.02)

FE A 2(0.65) 5(0.12) 7(0.15)
SAk 1(0.02) 1( 0.02)
WA ARIRAE 1(0.02) 1(0.02)
ASBRE 2(0.65) 3(0.07) 5(0.11)

TR R PR 9(2.91) 16(0.38) | 25(0.55)
FEIMED E 2(0.65) 6(0.14) 8(0.18)
R 1(0.32) 1(0.02) 2(0.04)
SHYm 4(1.29) 4(0.09) 8(0.18)
JETE SR 2(0.05) 2(0.04)
TR 1(0.32) 1( 0.02)
1R 1(0.32) 2(0.05) 3(0.07)
A b 1(0.02) 1(0.02)

AR e 1( 0.02) 1( 0.02)
AR 1(0.02) 1(0.02)
75 1(0.02) 1(0.02)

F 1 KOSk R E 1( 0.32) 2(0.05) 3(0.07)
T 28 1(0.02) 1( 0.02)
Hg 1(0.32) 1(0.02) 2(0.04)

I 1(0.02) 1(0.02)
E 1(0.02) 1(0.02)

H kR 58(18.77) 47(1.12) | 105(2.32)
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Zeliss 5 8 ) AR A AFt
B E IR 7 14 B R R
8 R 2(0.65) 2(0.04)
[ 7(2.27) 8(0.19) | 15(0.33)
G 9(2.91) 2(0.05) 11(0.24)
B 1(0.32) 1(0.02)
77 AR 1(0.32) 1(0.02)
(EE7 1(0.32) 1( 0.02)
T 19( 6.15) 22(0.52) | 41(0.91)
HIEARR 6(1.94) 6(0.13)
FEL 12( 3.88) 12(0.28) | 24(0.53)
RIER 1(0.32) 1(0.02)
e PN AR 2(0.65) 2(0.04)
RN 2(0.65) 1(0.02) 3(0.07)
BEAPS 2(0.65) 1(0.02) 3(0.07)
[EaE 1(0.32) 1( 0.02)
Mg - 6(1.94) 5(0.12) | 11(0.24)
R IER 2(0.05) 2(0.04)
FERG ¥ X OV T ik b 12(0.28) 12(0.27)
P 1 R SR 1(0.02) 1(0.02)
ez 1(0.02) 1(0.02)
95 9(0.21) 9(0.20)
eI 1(0.02) 1(0.02)
B R & O SRRk e 3(0.97) 3(0.07)
R 2(0.65) 2(0.04)
i 1(0.32) 1(0.02)
BB X ORI E 1(0.02) 1(0.02)
BEIR 1(0.02) 1(0.02)
IR, PERRRS L OVEFER R 2(0.05) 2(0.04)
H SR e 2(0.05) 2(0.04)
JeRME, FRMER X ONE R E 1(0.02) 1(0.02)
D2 HRR KB E 1(0.02) 1(0.02)
HFEER KOS RTRRE 2(0.65) 9(0.21) | 11(0.24)
Jf 8 A PR Je 1(0.32) 1(0.02)
fiJra 1(0.32) 1( 0.02)
P I 7 1(0.02) 1(0.02)
K 2(0.05) 2(0.04)
AR 6(0.14) 6(0.13)
AR R A 28(9.06) 28(0.62)
TI=r T T AT 2T =P 5(1.62) 5(0.11)
RPVT LT M 5(1.62) 5(0.11)
TARTEXUBT I ) F I A7 =T —BH# 2(0.65) 2(0.04)
SN b 27 % 1(0.32) 1(0.02)
A= R o BN 4(1.29) 4(0.09)
i R IR 1(0.32) 1(0.02)
i HE R B HE 0 1(0.32) 1( 0.02)
LR ER S 0 5(1.62) 5(0.11)
y =T NEINVRNT AT = T—B RN 4(1.29) 4(0.09)
JRFT R o R 1(0.32) 1( 0.02)
~~ ~7 Uy b 1(0.32) 1(0.02)
~E S 1 e U 1(0.32) 1(0.02)
U o SERER N 1(0.32) 1( 0.02)
i R ERHOR D 1(0.32) 1( 0.02)
JREE 1(0.32) 1(0.02)
R ERF D 1(0.32) 1( 0.02)
F i BRF e 2(0.65) 2(0.04)
SRR B G 1(0.32) 1(0.02)




fifi FH R AR A -
il R TE Al P BRI A - At
B E IR 7 14 B R R
M7 H U FRRT 7 Z—BHN 4(1.29) 4(0.09)
MedDRA/J Version(9.1)
KZA4vmy 7Al
. i FH A R A - s
AR s R | O
A b Ex 5L 17 441 455
AT Bk 70 2814 2884
BIlVE 25 DI BUIE B4 35 161 196
BIVE R %5 DI BU 5 45 205 250
BIE 45 D 38 BUE 13 (%) 50 5.72 6.8
BIVE A % ol BIVER S oRERIRBES () R (%)
JRYRER X O% 4 BUE 8(0.28) 8(0.28)
KRB 2(0.07) 2(0.07)
AR E IR 1(0.04) 1(0.03)
B2 1(0.04) 1(0.03)
NE T g VA BEPERERE A 1(0.04) 1(0.03)
RE 3(0.11) 3(0.10)
RER L OEREE 1( 0.04) 1( 0.03)
JiiMS 1(0.04) 1(0.03)
FE A 4(0.14) 4(0.14)
pgEls 2(0.07) 2(0.07)
= 1(0.04) 1(0.03)
N 1(0.04) 1(0.03)
WHHFEDRE 1(0.04) 1(0.03)
PR R P 7(0.25) 7(0.24)
Tk 1(0.04) 1(0.03)
R 1(0.04) 1(0.03)
WE R 2(0.07) 2(0.07)
IR 1(0.04) 1(0.03)
PRHR 1(0.04) 1(0.03)
e 7 a—~ 1(0.04) 1(0.03)
AR e 2(0.07) 2(0.07)
IRAs 2 1(0.04) 1(0.03)
A 1(0.04) 1(0.03)
PEE s, MOERds K OERR PR 1( 1.43) 10( 0.36) 11(0.38)
s 2(0.07) 2(0.07)
= Xuutiil 1(1.43) 8(0.28) 9(0.31)
T I 32(45.71) 97(3.45) | 129(4.47)
i 2(2.86) 5(0.18) 7(0.24)
UN ES 2(0.07) 2(0.07)
T 17(24.29) 63(2.24) 80(2.77)
ERENGT 2(0.07) 2(0.07)
B 1(1.43) 2(0.07) 3(0.10)
AR% 2(0.07) 2(0.07)
M- 17(24.29) 40(1.42) 57(1.98)
FREF J OV TRk 24(0.85) 24(0.83)
ez 2(0.07) 2(0.07)
HLBE 3(0.11) 3(0.10)
% 9 FEE 1(0.04) 1(0.03)
395 17( 0.60) 17(0.59)
Bk fe s 1(0.04) 1(0.03)
IR 2(0.07) 2(0.07)
E R 1( 0.04) 1(0.03)

71




. fifi FH R AR A - s

AR T
B R & O ARk e 1(0.04) 1(0.03)
RAfIERR 1(0.04) 1(0.03)
RHEER L OG5 FTHkE 25(0.89) 25(0.87)
AR 23(0.82) 23(0.80)
I 1(0.04) 1(0.03)
FEEN 1(0.04) 1(0.03)
R AR AR A 4(5.71) 2(0.07) 6(0.21)
TI=r T T AT 2T =P 4(5.71) 1(0.04) 5(0.17)
TANRTGXUEET I ) N TV AT =T —BHM 3(4.29) 1(0.04) 4(0.14)
ZEN) T i 1( 0.04) 1(0.03)
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ZED . BEOWGAEEEREARIA L, FIERL A B 2 L CHERRIAR SO EE R G IHEL

G?%%‘TZQ LD D,

<PERD
PTP Ok FE &G BT, HAREKMA#H S S I v @m Sy [HEERE 240 5 (CFEL 8
F3H 27 H) | ey, PTP TAME L - ERL RO EREE L iR L-,
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(1) EREREEMICED 1EH

<BII7ILATEILTE>

15.1 BREREAIZE D < 1%k

15. 1.1 ERNCTEEINT- A 7 EAHNC L 5 ENFE TRV T, ﬁmfﬁ%%btk®ﬁ
= 1Bl D, £7-. ESNTER SN 7 EAKNC LSS Tk <k, B EkE

T AT DR TR RIS AL U B MLEE A 7T B A Bz GMEAT—4), #%%ﬁﬁmk
WL, BEIRFHED 100 % £ TOHEICB W THAHIILE RO 5TV,

15.1. 2 EACHEE S iz 7 72 VANT X D 18O EEE K OB MERE g R 2 x5 b
U 72 B IAEERER 2B W T, A > 7 v R I T#éﬁﬂifi77ff;ﬁb
BREIALN TR, LiL, RAEEICEI Y oA VAR 268 BICEM L. <
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DOFER . BB 15 AR ST STF O RIEHM A A a8 L GAEAT—%),
15. 1.3 EAN TR S Lo 7B AANC L 2 mind (65 sl k) Zxtg & U7z AR TR R
WZBWT AR OREIZE Y A 7 vz R A2 777 2RI LT K 50 FEfE (23%)
TR L7z GNEAT—4),
15.1.4 =X HICEBELTA V7NV U PICRB LIZBE AR 20K L THEA LR
BRIL72 0N,
15. 1.5 ENTHEmE I N0 7B AANZ X2 F A TFHHERICHS N T, 6 HEZ#B2 TE L
BRI, e, ESNTII R A4 vmy TR RO 72 VHINC K 5% K T #H O T Bl
2B\, 12 @ORGRBR1ES D GMNEAT—4),
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15.1.1 ERNSND I T B AFNC L DR CRO b FHEELFTLH LT,
FEIN TS S iz 7'/ AANC X D PRERBRICB T, EERAERSE L L THIRBO
D 1 s ST,
Fo. EANTER SN T EAANC L S TR (T5mgl H 1181 42 HREEE) 12k
WC, BT CBERS 6 1. RBERRME 1 61) 24925 7B\ TC ., BERIE OBl
1 MAE 23 FR D BTz,

15.1.2 EANO T 7/ AANZ L 2 FE AR TR bz FEEFTLE L7,
FEFMT 3\ T M S A7 18 M LR B K OB RE R e BB 2 x4 & L7 2B A
TaIERBR ORGSR A LL N ITRT,

FEAZ I e R 7R
(75mg 1 H 2[5 5 HRE]) | (1 H 2\ 5 HI[H)
A 27 v R T A A 151.0 HH 161.0 B
(95%1= FE X [H]) (114.1—201.0) (117.3—215.5) | P=0.7672
[ 51 %4 [118] [133]
A L A B 23.1 I 63.5 B[
(95%(5 #E X ) (22.2—24.5) (23.5—67.5) P=0.0043
CE %4 ] [77] [86]
FEL, AR/ BEEE ., R . .
D [al1E H#A T YefiE 40.8 ] 57.9 K[
(95%fZHAX ) (30.8—47.3) (47.8—64.8) | 170-0005
CE %4 ] [118] [133]

15.1.3 BN DI T NAAN X 5B IFHEERR CRO b FEATH LT,
Es D 65 bl EOEBFICR L, A v 7 PR HR o R iix, 7'
75mg 1 H 2 [H] 5 058 (52 6) T 161.8 ], 77 AR5/ (69 #4]) T 213.2
B CH D, AAPREICL D A 7= PREFHIEIER 50 B (23%) MEfE L7- &

WO RKER D D,
15.1.4 EPMCEBENT, =R A v 7N AR K LT SE BN K 26 L7555k
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15.1.5 6 WRHIDA > 7N T A L ZFRYGYE T B A 2 feat 3 2 55 MUAH TP akBR A [E N AT
BWTEMENTZ, MESNTZERAEERFRIL. 778 ARG, ARG BIC,
M5, MErE, T#, BIESREAR SOBBEETHY . TOREFRENOHEETH-
77
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AR INTWDIHELOCHEIZOWTIE V-3, HEAOHE] 2oz &,

<AIITILEKESA42O09T3%>

15.1 BRERFERICE D < EHR

15. 1.1 EANTEM SN2k 7B AN K 2B FRRBRIZ ISV T, HERFAHEE LIz & O
HRN 1 BB D, £, B TER SN T EAANC L5 E I TPk ik, B
AT D PR THRERPUEAC ST S MED 7 A b GHEAT =), FRRIRRBRICE
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WL, BEEAEO 100 £ £ TOHEICB W THABIILE TR O 5TV 720,

15.1.2 [EHAVCTEM Sz 7 7/ AFND X D18 M0 BB L OV MEMER a3 B RS & x5 &
L2 IS REABRIC BV T, A 7 v PRSI 2880 Cid 7 7 v RIigkt L
HERZIA LT, L L, AFIEEGIZE Y oA V22 B EICHEME L, £
DOFER . RE 15 AR XL STF O RIESMAE ZIEHE L GAEAT—%),

15. 1.3 EATEMEINTZ FTA > a v FHNC X D18 BA0NNEZ 55 & LB IARRE
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A BTV GREAT—4),

15.1.4 o= X PCEELTA 7NV U PICRABLTZREICAR 20K L CTHER LR
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. s SV .03, 0.3, 3. 30, |
s i v invitro | 0.03, 0.3, 3. 30. |#&L
100 2 M
0% - 1 .
LB 0 | B X 4% HHIRA “f‘f o |80z gL
¥ LR mefse
b A 2 N i
HERG F | . AR U U EEE
y*wﬁﬁ#?éﬁ%ﬁ CHO #ll3 |in vitro |3~5 [AI##[0.0075~75, M | &AL
+ 5 rR VLR EHE | Ro64-0802:
0.01~100 M
b A 2 N i
. . .. U UERHE
7" v % | in vitro . .. It
. . IR, ZAUAES in vitro - 0.0075~22.5u M |2 L
N HRK { . i v
> TR HE TEEENAE % 6 #BH Ro64-0802:
0.01~100 1 M
LSRN T s
10. 100mg/kg Hf:H 2
TAXIENL 7
N8| _ , \ TrA S EL L N
- IRAREENE 7 v b gl FEES B | U ERYE 10, 100, | 1,000 mg/kg B : 15
1,000 EEE K OVE HEHRE D41
il
K OVE MR AREN R E 5 2
= 10mg/kg #if : FER L
KRB, JRH - :
L4 I BV : N i
Na. K. CL ) ~ { \ 2“\1?/}@5 J 100mg/kg : Na, Cl HEifi:
24 WEMHIER IR 7 v b x| HHES B | U FRHE 10, 100, |HEA0, 1,000mglkg : IR
Mg. P, Ca. o
5% pH 1,000 &=, Na, K. Cl. Mg.
P. Ca et N
T R T B R
NI = S35 . .
e CI”W7§%mA . #RE 10 7] | Ro64-0802 1. 10 & M ¥RIN-CHEFE AN
ANVABET VU > | BD in vitro WEEE 01, 1. 104 M ]
e | SERO B A PRERE P
TV SRR S < 7 Y
WpaoE |1 . =30 X
Ml S V\M%mmﬁﬁgfik i vitre | #7HE 10 | Ro64-0802 —
TR LR #oEmE 01, 1. 10uM |77
U uoSERoRgE |
(3) ZDHhDEEAER
B -t "
2. SRR
(1) BEEHZxSEMRAER

IHR, Sy b, T—FtY MBI HERESEM 9

<~ AR ONT v b OHERE OGO OB REIT 2,000mg/kg UL EEHEE S, v A
(AR EEHEINENHE] A 2,000mg/kg THA HAVIZ LA, —HIEIR . B A I3 DB T A B 72

olz, = U AHEFRIRNE G TOMMEOBSEEIT, 250mg/kg & HEE ST,

~—FL v hOHERE DG COMMKOBIERIL, 7 AR D& 5RROMEE L Y 2,000mgke
LHEE SN,

HEBYIZE T HBEEBEEME D

T O T v oA Z I UgEE 0 (B8 . 394, 657, 788, 920. 1,117,
1,314mg/kg O & THERRE O G L, 1TEIAEBIZ2Z51E (modified Functional Observational
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(2)

Battery: FOB 29%) (2 L W ITEMEREBIZE 21T - 7=,

394mg/kg TIHMIZBIE L7281, KO FOB ALK OMTEMBIZIZ IS 1T 2 AT FLIEERD b2 o
72, 65Tmglkg UL LTI T R OTEYO L (IKTREE, Rk, K, Mk o BLg | IREEBA DL,
MR O RS DF Ak, BREEIOHED 72 L) BB b=, 2 b DIERNEE L=
ORI EFE A T E G R AT LTE Y, AlEmtE R ORI BE LT A Th
LR STz, 1,314mg/kg & HERR OG- L7z 42 BB T » b TIHSET KO RIER D21k
TR LN o T,

MEMEEICBIT DA X I eV OE/EEF AUC Feidsh# 7 ~ b (7 Hi#) T 0.31(394mg/kg)
RET ~ b (42 HE) T 0.22 (1,314mg/kg) Th V., FHMEREHH O/ MEE+H AUC Hixsh#s
7> R T0.055, AT v hT0.014 TH-oTz,

REHREEMHHR

Sy hIBITEREHRSHE O

Z v Mo+ 5 2 B (125, 500, 2,000mg/kg/H). 4 #E (50, 250, 1,500mg/kg/H). 6
# A (50, 100, 200, 1,000mg/kg/H) D FAG#E N GRBRIZI\ T, 2,000mg/kg/ H O 2 8
&G CHREFDRA LN, —BIER & UTiE, JRlE, JREDJEFE (ILPEE) oiFn a4
BRoh « mHAERICA LTSN, FRCEERITA LN o T, AR TR
DHBEEFT AN DI, FRBOEHER TAHA LN, 6 » A& GRER TOZ O F /2P
FHIEIE, R B - BB - R —~ U BOEMER OHANE, SVEILESE Th o7z,

ek, 2 BMREBRO 2,000mg/kg/ HEECIIMCH T Dlifila~r v 77—V O%EHKE, sEEH
14) THOFEIML - FHIE NHEbT-, ZHbDOZE kL, BIROBHEMAMANEbZRE . KRR
WXV EE U, M ET 2 HARER CiX 500mg/kg/H . 4 SR TlX 250mg/kg/H. 6 #»
H 7B Tl 100mg/kg/ B & HEE S 7=,

IIRICEITEREHRGHER

~ AR5 48R (50, 250, 500, 1,000, 1,500mg/kg/H) KAERE O EHRBRIZBWT,
1,500mg/kg/ H TREIHIN I S 7275, 1,000mg/kg/ B TIXEEMITH K 5B EHNIL A S 7D
ST, 4 HEFRBR COMmBEMREIX 1,000mg/ke/ B & HEE S vz,

Y—Et Y MIBITEREHRSHE 2

~—EF%¥ v MIXT 5 7 HRE (100, 500, 1,000, 2,000mg/kg/ H ) . 4 #[E (100, 300, 1,000mg/kg/
H). 9 » HIM (50, 200, 1,000mg/kg/H) iE#A#HEGHERIZHBWNT, 7 AMELGHRBRO
2,000mg/kg/ H # TG EA#Z D FE LWIE: « JEEN A B, &5 2 A BIZRETHRHE LT, 4
WM KON » H BRI E R T 5T bR > T,

7 HREBERBRO 2,000mg/kg/ HRED 2 B BIELCHITIE, HIBEICEL CREO KM, {E5E5%)
MHEBNT, —HIER & Uik, JilE, WRERSRBRoOT - mHERICA LTS, FRCE
TN ST T, BV EIT 4 B BEFER TIX 1,000me/kg/ H . 9 » H BiER Tl 200mg/kg/
HEHEESINTE, 7y FTALNTE L) BREROBRFEFTRIZ~—F Yy FTIEALNRNo T,

PWEBWI-HITEIRERSSED

T MBI 5 2 (50, 150, 500mg/ke/H . 5B 7 HER) . 4 B (50, 150,
500mg/kg/ H . #5-BR1AWF 21 Hilin) OREROKRGRABRICBW T, EMITERT 2L EHIE A
Liviehodz, 2 EMRGHER TR, —MER, (KE, JRRE., iR, iR e,
R, DR EE &, AR AR A A & K B O B 13 70 o 7o, 4 BRI O RIEFERIZIB )
THRFEIXH LN ST,

4 EMEGRBR T, —AER, RE, BE, MERE, KR, RESER, HEERERE
(A0 & Y EE D B 1372 o 72, 150 KON 500mg/kg/ HREICIB W T, R ICEEND U
W OMBPHERUZ Y O EBRIZEL & B 2 BV DR E (REOHEN, MW#EMHE Ca. Mg, Na
LY EDOHN) K ORI E (EEEAE P, Ca, Mg FOHMN) OZEL A
HLTm, ZNHOZ KT 4 B ORI IV [EE LT,

MEEMEET, 2 WEEER L O 4 HERER & 12 500mg/kg/ A & HEE Sz,
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(3)

(4)

(5)

(6)

(7)

Ensttatg o

A 2 OB IR 2R B (Ames 3BR) . B b U U RBRE WL o ek i E R B AL N~
A Ze AT/ BR & £t L7=, £7-2. Ro64-0802 D % V=18 IFZSRE BRkBR . O~ 7
AV R JERIE AW B R E BRI 2 E i L, WTNORBRIZE W T HiEEEMEIR
RO BRI T2,

A AR IEER &
YUAKOT v FEANTAEAZ I LY SR 104 B AR5 X 5 28 SRR ER 2 5
i U7zt R, DS AUJRPEDN 2 & flRm S AT,

AEREEMHER
ZHRERUVERE COMPEFKEICEE T 555 ©

(Z > b : 50, 250, 1,500mg/kg/H)
250mg/kg/ H LL_ERED MEREBIEN) 12 P 514 DFEHEN 2 & 41, 50mg/kg/ H LA _ERE O HER B 12 1R
FEHEINEANH], 1,500mg/kg/ B 7O MEB B | SEHR AT 0O (A BN B4 K OME EH B 23 7 5
Nico L, BEREOMERE OMEE S, MHEBEM O AFEREIZ BT A b T, IR A
WCRE X0 oTc, WEMEIMAEREY (FHEEBICAKIETRELLT) KO E HIC
1,500mg/kg/ H & #EE ST,

HERBEUHERDOEREL SIZBIADOHEEIZRE T 555 ©

(7 v b 50, 250, 500, 1,500mg/kg/H)
1,500mg/kg/ H BEDO RFENMY) TR GATHI R OV ift% 4 B B £ CREIEINEINS], £ 55/ h OB
BOWD BB LI, SREFIERE, HARAGFRIK TR EORENL NN, HAERDOTH
RE M OVEFERRICR BIIRD bive o 7o, MM REY, AR & 612 500mg/kg/H & H#E
E ST,

FE-RRIRF A IZEE T S kR ©

(7> k50, 250, 1,500mg/kg/H., 7% :50, 150, 500mg/kg/H)
7 v FOFRERTIL, 1,500mg/kg/ H #EOREN) 2 551 R ORI A, FEEH SR 3 A
DI, FENRE/ ST A —Z K ORISR BEOEEII A b T, A EIE IR
SR ino T, RV EIIREI T 260mg/kg/H. BRYE T 1,500mg/kg/ H & HEE S 7=,
7YX OFRER TIX, 500mg/kg/ HHET 7/19 #il % —CIRAE D AL & D W RE D IR D 7o 8 B
L. FENMEZIT-T- (BEHIOFENITERIEE IR TH-72), 150mg/kg/H LT
DOFECILPREIRBEITZR D B e o7, BBIRIZEE L TiE, 500mg/kg/ H #f Tl SHEN IR b5 H
H O, 150mg/kg/ H LA FHECEASZE R (BadE DN, BHEDO WA ) OBEEEHMA b7,
L)L, 2SI EWEEICEET 2 O T, BAaBEERIT WL O Ll s, B
P EIIREM) C 50mg/kg/H . R T 150mg/kg/ B & HEE S 7,

BRr R ER

Fes I CRIEORE (R ORFTRIEIEIC OV T, U9 2 T RS — Rl
PERRER & MG — IR s & 2l LIRES L7c, A2 el omty (RIS (2R
WAL 72> 7o Dy B DRRKBEAIEME S 2 DTz, 16> T, FUAZ EERY & 5 BRizix, IR
HRET DM EOHEANLEEND,

Z D DYEHEHE

R 6

F/)LE v b & HVZ Maximization Test 1512 L 0 A BV Z I ©L U U EREE O R RSN EM: 2 Fagt
U725, BERRAENE (BURHE) RNBabniz, LasL, 7YV oy M E A ERESRET
N, 30mg/lt) TOAENLZ I LY UK O Ro64-0802 DE/LE v b & HW\ - igdh4a
774 7% — (ASA) B, REZHKET F7 4 7% — (PCA) K QMG H D
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R 1gG JuRRIE 2 3 L7208, W LORBRIE B IZB W T HENMET, FURMEIZRS S/
Mol

FHposE (FZ1020y TH) @

NI A vmy THRIROANKY (3fRY) ZRMLizde L2 I e VBT > - 2 %
H e 5ROV 2 O T AR 28R AR BGUR . K9 10% DAz Eie R T A vm wy THID Z
v b2 B, 6 BRI N EGRER &K O~ 7 A/ MERRBRE i L7 0s, RIS RN 9 5 Hr e 7
HIEDFEH D 5\ MTBIRFIEITRR D Do Tz,
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X. EEMNEIEICET HIEH

1. REXS
®K| . X I T BT TS L5 2 3R
ZITNLVRIAmy 7 3% MFEEKED
E) FE—EMEONFEICIVFERTHZ L
BRGy  AAZ I VR M L

2. A3EAR
BRI . #7078 T5 10 4E
HITNVRITALTa v 3% : 10 4F

3. BERETOIE
ET /f\‘ : é{m{% ﬁ
EE: oM ey FBR%IT X—4. BV EoEE ] OHESH,

4. BURWLEDEE
<BAITILESA409T3I%>

20. BRWLEDEE

20. 1 fEHIRANTH > THRZRITR DX ERNITHERT 5 2 &,

20.2 WmtEN D DT, PlfeRIImE L, WXz TRIFT 52 &,

20. 3 Btk 4 WELL LGRS 25803, mEEXIImET (10°CLLT) TRIFT D 2 &, B
i, Aeig 2t TR T 52 &,

5. BERITEM
BEMERLTA R HY
<ThoLky : FY
Z Ot BE T EM
A ITNERASNDIBEESA « ZFEE - HHO T 2~
[X I —ZDOthDBH#EE R S0

6. R—m7 - BME
SeRIEIRSL, — W _AFROBILIT A,

7. EREEAR
199949 H 21 H (A A R)

8. &g %nﬁMEHE&U%E%H~1W§EWﬁEHE ARSERAsRF A B

fR5E44 BENR e ARRAEH H ks SN FEMEDGAE A H B FEBHAAAEH H
2 I T
BT T 2000412 A 12 H 21200AMY00238 200142 A 2 H 200142 A 2 H
X7
RS54 m w7 3% 20024 1 H 17 H 21400AMY00010 20024 4 A 26 H 200247 A 31 H
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9. MEXIIHREM,. AERVAEEFEMENOFEFABRVZTOAR

<BII7)LATEILTE>

2001412 H 14 H
FER OHEOHO—HAEE (RSB :
WE . RAMOMEE 37.5kg DL EO/NRICIZA AL X I ELE L TC1EI TS5 mg A 1 H 2[H, 5 H
MO &E53 2%,

200447 H 9 H
IhEE XIS R OO AT (FREER) -
AR T BRIA TV W T A )L A JEYGE e O DT Bh
FEROHEOHEO AR (FHEHRIERD) :
1LIBEIZHV 55
WE . RAMOMKE 37.5kg DL EO/NRICIZABALZ I ELLE LT TS mg 2 1 A 2[H, 5 H
MR O#E 5325,
2. BTV 55
WE . AR 13w Eo/NRICiZA A2l LTl 75meg 2 1 A 1[5, 7~10 AR
o535,

2009 4£ 12 H 18 H
FEROHEOHEO AR (FRERAR) -
2. VAW B 54
Wik A
WH, AL ZIENELTLETSmg % 1 H 1, 7~10 AR A&K 545,
QA& 37.5kg UL ED/NE
WE, AAZ I L T1E75mg A 1 H 1E, 10 HMRO#&E51 5,

<AZITILESA42BYT3%>
2009 4 12 H 18 A
hEE ISR OO AR (FREHBIERD) -
ATIUI BIIA 7 0 7 A )L A RYE O DY
FER O HBEOHEO AT (FHSERD)
2. VIV S A

(DA
Wi A A F IS LT1E T75meg 2 1 A 1[0, 7~10 A, JARSRE L RS54 5,
(CUNE

mE, A Il L ClE 2mgks (F7A4 vy 7HlE LT 66.7mgkeg) % 1 H 1
[B], 10 ARG, AR L TR OBE 35, 272 L 1 RREHEIIA L I eV E LT 75mg
L15,
201743 H 24 H
HER OHBEOHO AR (FTHRHER - £%) -
LIGEICH WD HE
@/
WE, A It LT RO 1 EHEAY 1 H 2R, 5 AR, HARERE L TROET
5, 20, 1EEEHEIIAELZ I/ E LT 75mg &1 5,
PNEDOEE - 2melkg (K74 v v v 7HlL LT 66.Tmglkg)
AR, IIRDOEE  3mekg (R4 v v 7AlIE LT 100mg/ke)
2. VWD 55
@)/
WHE, AL Z I LCUTO 1 EHES 1 B 1E, 10 B, RSSOk
5o 12120, 1EEEAREIIAELZ IELLE LT 75mg &5,
PNEDOEE : 2melkg (K74 v v v 7HlL LT 66.Tmglkg)
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10.

11.

12.

13.

14.

BEEHER. BIMMERAREABRUVZTORNE

<AFIE BAILA VT P A L A RYES

R EEMEHSH - 201046 4 29 H

HHEIEF 1A FRF 2HF 3 BA DO NET GKGGRERFR) OWTIUCHEEY L & O FERRE
RE21GT,

<SABRIIIBEIA 7N oA L REYIED T (B 7K >
FEAAREMFEAH - 2018456 A 6 H

PEEES . EFRSAR S O ME | AE R O LM ORI T D15 14 5RF 2 HE 3 54 D
NET OKRIEGRER) OWTIUCHEY LW E OFREEERZ25-,

BELHME

<ARIUT BARIA VI NV W A L A EYGYE>

SITNIT R TE £ 2000 4E 12 4 12 A~20064E 12 A4 11 A (} 1)
4 IT7NVRTA vy T 3% 200245 1 H 17 H~20064F 12 A 11 A (#7T)
<AL BRIA T T A L R EGE O T B>

2ITNVHTEILTS 12004 F7 H 9 A~2008 47 H 8 A (#7T)

RERHRICEE Y D15
AANL, BRI BE 4 D HIRITED S TWeuy,

£#EI—F
. JEA G BRI | FEREES = —F - Lt NEEAL
i 55 o
74 ISR S 2 — [ (V] 27— 1) HOT (9 #f1) &HH N g
RN
if;ﬁzn/75 6250021M1027 6250021M1027 113888702 610443074
2 I T
K52y 3% 6250021R1024 6250021R1024 114957902 610462002

RIEHAT EDERE

2 X7 )NI 7V 75 ORBGEH E OB IO T

(1) RBIFNZ SN TR, FioA NV ZEOEE N A B UE B RIS 7 o A )L ZEYE D
NRTOBEICH L TUIMEATII RN L 2B E 2, BEORELS o852, AFIoFEHO M
B A EE IR L7 E T AR BALA 7L B A L A RYLE D FRIE % DG % H
BELTHERLEGAICRYVREETZLZHDTHLZ L,

(2) ABIAN OGN DGEORE - AR @, AL OMKE 37.5kg ML EO/NRIZiEA &
NEIENELTLE75mg # 1 H 26, 5 HRKRO#ELET 5, L& Tih, ERICY
STHEHPRET D &

(3) ARBHI DM ForEEIz, TABST BALA 7L x 7 A L A RYUE LIS O YE 1 1320 5
MR | SR TERICHWAIEAITIE, A v 7T o FREER OB NS 2 AUNICER %
BlthT 5 2 & GERFEHIN D 48 FEfEIFRME B G 2 Bth LI BB 2 A2 BT 57
—ZIHELN TR, ] BERNEEHEINTWHDO T, EHICY7Z> UT - ETDHZ &,
Rk 21 45 12 H 18 HIRES 1218 % 1 S /A5 (1R R ERGR R @m L v)

HZITIVRTA vy 3% EOBHF M HOWT

(1) ABAFNHOWTIX, FL7A NV RAIROBEEN A BT B RS 70 7 A )L ZEYE DT
RCOBEICH L TUISLEATIE RN L 2B E 2, BEOREL F8I5 L., AFIoMHO N
FEVEAEEICHS L2 ETLARIXIE BRI 7 b U A L A RYSIE D RRIES DI & B
& LTHERLEGARICRVAETZL2HDTHLZ L,
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(2) ABIAIDOIERICH WD GEORE - HEIX. RO LBV THY ., HHICY > UI+oEET

HZ L,

IBPN

wE, A Il L T1EI75mg & 1 H 2108, 5 HiM., FHRSE L CROKST 5,
IR

WAL IELELTCUTO 1 RMHESZ 1 H 2105 HE., ARSE L CGROKBST 5,
L, 1REREHEEIAELZ I LT 5mg &5,

YyNROGE : 2mglkg (K74 > vy 7AlE LT 66.7Tmg/kg)

BraER, JLROLA - 3mgkg (K74 vy 7#l & LT 100mg/kg)

(3) ABAN O FoEEIC, TARIIL B A v 7 W7 o )L ZJRYIE LA DJYRE 12 1%
B2, 1 BEOY HRFICHWAEAITIE, A v 7V U PRIER OB DS 2 HUNIZE
HEBAT A 2L GEREHNDS 48 FEMFE% 85 % Blth L7 BE BT 2/ 9 & )
FA5TF—ZIELN TR, ] BREHEINTWAHDOT, EHICY 2> TUI+OEET D Z
L.

Rk 29 4 3 H 24 HIRES 0324 4 3 B2 @ 8 SRR RBERRE @M ELD)

{1
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1) fEEERAICE T 2 HEE SRR (EWN : JP15734) (2000 4F 12 A 12 A&, HEEERMIEE
k.1-1-1)

2) RIS T A EHERER (E4h : WP15525) (2000 4F 12 H 12 HI&R., HEEgpHs
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26) HARNEBAANTORERGHAR CEYEiBEE kR Es - JP15735) (2000 4 12 A
12 H7KRR, HWFEEEHMEZEL~.3-5)
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KETORGRIRM () (201948 H)

1 INDICATIONS AND USAGE

1.1 Treatment of Influenza

TAMIFLU is indicated for the treatment of acute, uncomplicated illness due to influenza A and B infection in
patients 2 weeks of age and older who have been symptomatic for no more than 48 hours.

1.2 Prophylaxis of Influenza
TAMIFLU is indicated for the prophylaxis of influenza A and B in patients 1 year and older.

2 DOSAGE AND ADMINISTRATION
2.2 Recommended Dosage for Treatment of Influenza
Initiate treatment with TAMIFLU within 48 hours of influenza symptom onset.

Adults and Adolescents (13 years of age and older)

The recommended oral dosage of TAMIFLU for treatment of influenza in adults and adolescents 13 years and
older is 75 mg twice daily (one 75 mg capsule or 12.5 mL of oral suspension twice daily) for 5 days.

Pediatric Patients (2 weeks of age through 12 vears of age)
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Table 1 displays the recommended oral dosage of TAMIFLU for treatment of influenza in pediatric patients 2
weeks of age through 12 years of age and provides information about prescribing the capsule or the
formulation for oral suspension.

2.3 Recommended Dosage for Prophylaxis of Influenza
Initiate post-exposure prophylaxis with TAMIFLU within 48 hours following close contact with an infected
individual. Initiate seasonal prophylaxis with TAMIFLU during a community outbreak.

Adults and Adolescents (13 years of age and older)

The recommended dosage of TAMIFLU for prophylaxis of influenza in adults and adolescents 13 years and
older is 75 mg orally once daily (one 75 mg capsule or 12.5 mL of oral suspension once daily) for at least 10
days following close contact with an infected individual and up to 6 weeks during a community outbreak. In
immunocompromised patients, TAMIFLU may be continued for up to 12 weeks [see Use in Specific
Populations]. The duration of protection lasts for as long as TAMIFLU dosing is continued.

Pediatric Patients (1 year to 12 years of age)

Table 1 displays the recommended oral dosage of TAMIFLU for prophylaxis of influenza in pediatric patients
1 year to 12 years of age based on body weight and provides information about prescribing the capsule or the
formulation for oral suspension. Prophylaxis in pediatric patients is recommended for 10 days following close
contact with an infected individual and up to 6 weeks during a community outbreak /see Use in Specific
Populations and Clinical Studies].

Tablel TAMIFLU Dosage Recommendations in Pediatric Patients for Treatment and_Prophylaxis of
Influenza
Volume of Number of Number of
Treatment | Prophylaxis Oral Bottles of Capsules to
Weight Dosage Dosage Suspension Oral _Dp—
" : ispense
for 5 days | for 10 days* | (6 mg/mL) for | Suspension to
: (Strength):
each Doset Dispense
Patients from 2 Weeks to less than 1 Year of Age
. 3 mg/kg Not § Not
Any weight twice daily | applicable 0.5 ml/kg 1 bottle applicable

Patients 1 to 12 Years of Age Based on Body Weight

15 kg or less i’v(;ircr;g daily 325? once | 5 mL 1 bottle (1??00211);)“1%
151 kgto23kg | foin® Saily iiifylg onee | 75 mL 2 bottles gf;;pgs)ules
23.1 kg to 40 kg ?vgiz;gd aily ggﬁl;g onee | 10 mL 2 bottles (Zg?ocilpgs)ules
40.1 kg or more Zviig;g daily Ziﬁ?zg onee 1 12,5 mL 3 bottles (1705";1’;)“195

* The recommended duration for post-exposure prophylaxis is 10 days and the recommended duration for
community outbreak (seasonal/pre-exposure) prophylaxis is up to 6 weeks (or up to 12 weeks in
immunocompromised patients). The amount supplied (e.g., number of bottles or capsules) for seasonal
prophylaxis may be greater than for post-exposure prophylaxis.

+ Use an oral dosing dispensing device that measures the appropriate volume in mL with the oral suspension.
1 TAMIFLU for oral suspension is the preferred formulation for patients who cannot swallow capsules.

§ For patients less than 1 year of age, provide an appropriate dosing device that can accurately measure and
administer small volumes.

EU CTOAGRIRNL Gk (174 : 20194 2 A)

4.1 Therapeutic indications

Treatment of influenza

Tamiflu is indicated in adults and children including full term neonates who present with symptoms typical of
influenza, when influenza virus is circulating in the community. Efficacy has been demonstrated when
treatment is initiated within two days of first onset of symptoms.

Prevention of influenza

+ Post-exposure prevention in individuals 1 year of age or older following contact with a clinically diagnosed
influenza case when influenza virus is circulating in the community.

+ Tamiflu is indicated for post-exposure prevention of influenza in infants less than 1 year of age during a
pandemic influenza outbreak.

4.2 Posology and method of administration
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Posology
Adults, and adolescents 13 years and over

Treatment: The recommended oral dose is 75 mg oseltamivir twice daily for 5 days for adolescents (13 to 17
years of age) and adults.

Body Weight Recommended dose for 5 days
> 40 kg 75 mg twice daily

Treatment should be initiated as soon as possible within the first two days of onset of symptoms of influenza.

Post-exposure prevention: The recommended dose for prevention of influenza following close contact with an
infected individual is 75 mg oseltamivir once daily for 10 days for adolescents (13 to 17 years of age) and
adults.

Body Weight Recommended dose for 10 days
> 40 kg 75 mg once daily

Therapy should begin as soon as possible within two days of exposure to an infected individual.

Prevention during an influenza epidemic in the community: The recommended dose for prevention of
influenza during a community outbreak is 75 mg oseltamivir once daily for up to 6 weeks.

Paediatric population

Children 1 to 12 years of age
Tamiflu 30 mg, 45 mg and 75 mg capsules and oral suspension are available for infants and children 1 year of
age or older

Treatment: The following weight-adjusted dosing regimens are recommended for treatment of infants and
children 1 year of age or older:

Body Weight Recommended dose for 5 days
10 kg to 15 kg 30 mg twice daily
> 15 kg to 23 kg 45 mg twice daily
> 23 kg to 40 kg 60 mg twice daily
> 40 kg 75 mg twice daily

Treatment should be initiated as soon as possible within the first two days of onset of symptoms of influenza.

Post-exposure prevention: The recommended post-exposure prevention dose of Tamiflu is:

Body Weight Recommended dose for 10 days
10 kg to 15 kg 30 mg once daily
> 15 kg to 23 kg 45 mg once daily
> 23 kg to 40 kg 60 mg once daily
> 40 kg 75 mg once daily

Prevention during an influenza epidemic in the community: Prevention during an influenza epidemic has not
been studied in children below 12 years of age.

Infants 0 — 12 months of age
Treatment: The recommended treatment dose for infants 0 - 12 months of age is 3 mg/kg twice daily. The
following dosing regimen is recommended for treatment of infants 0 - 12 months of age:

Body weight* Recommended dose for 5 days
3 kg 9 mg twice daily
4 kg 12 mg twice daily
5 kg 15 mg twice daily
6 kg 18 mg twice daily
7kg 21 mg twice daily
8 kg 24 mg twice daily
9 kg 27 mg twice daily
10 kg 30 mg twice daily

* This table is not intended to contain all possible weights for this population. For all patients under the age
of 1 year, 3 mg/kg should be used to determine dose regardless of the weight of the patient.

Treatment should be initiated as soon as possible within the first two days of onset of symptoms of influenza.
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This dosing recommendation is not intended for premature infants, i.e. those with a post-conceptual age less
than 36 weeks. Insufficient data are available for these patients, in whom different dosing may be required
due to the immaturity of physiological functions.

Post-exposure prevention: The recommended prophylaxis dose for infants less than 1 year of age during a
pandemic influenza outbreak is half of the daily treatment dose. The following age-adjusted dosing
prophylaxis regimen is recommended for infants 0 - 12 months of age:

Age Recommended dose for 10 days
0 - 12 months 3 mg/kg once daily

This dosing recommendation is not intended for premature infants, i.e. those with a post-conceptual age less
than 36 weeks. Insufficient data are available for these patients, in whom different dosing may be required
due to the immaturity of physiological functions.

Prevention during an influenza epidemic in the community: Prevention during an influenza epidemic has not
been studied in children 0-12 months of age.
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<FDA CKEWRASCE - 20194 8 J1) >

8.1 Pregnancy

Risk Summary

There are no adequate and well - controlled studies with TAMIFLU in pregnant women to inform a drug -
associated risk of adverse developmental outcomes. Available published epidemiological data suggest that
TAMIFLU, taken in any trimester, is not associated with an increased risk of birth defects. However, these
studies individually are limited by small sample sizes, use of different comparison groups, and some lacked
information on dose, which preclude a definitive assessment of the risk [see Data and Clinical
Pharmacology (12.3)l. In animal reproduction studies with oseltamivir, no adverse developmental effects
were observed at clinically relevant exposures (see Data).

The background risk of major birth defects and miscarriage for the indicated populations is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage is 2 - 4% and 15 - 20%,
respectively.

Clinical Considerations

Disease - Associated Maternal and/or Embryo/Fetal Risk

Pregnant women are at higher risk of severe complications from influenza, which may lead to adverse
pregnancy and/or fetal outcomes including maternal death, still births, birth defects, preterm delivery, low
birth weight and small for gestational age.

Data

Human Data

Published prospective and retrospective observational studies of more than 5,000 women exposed to
TAMIFLU during pregnancy, including more than 1,000 women exposed in the first trimester, suggest that
the observed rate of congenital malformations was not increased above the rate in the general comparison
population, regardless of when therapy was administered during the gestational period. However,
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individually, none of these studies had adequate sample sizes and some lacked information on dose, which
preclude a definitive assessment of the risk.

Animal Data

Oseltamivir was administered orally during organogenesis to pregnant rats (at 50, 250, or 1500 mg/kg/day
on gestation days 6 to 17) and rabbits (at 50, 150, or 500 mg/kg/day on gestation days 6 to 18). In rats,
embryo - fetal effects consisting of an increased incidence of minor skeletal malformations were observed at
a maternally toxic dose (1500 mg/kg/day), resulting in systemic drug exposures (based on AUC for
oseltamivir carboxylate) 190 times human exposures at the maximum recommended human dose (MRHD)
of TAMIFLU (75 mg twice a day). In the rabbit study, embryo - fetal effects consisting of an increased
incidence of minor skeletal abnormalities and variants were observed at maternally toxic doses (>150

mg/kg/day) resulting in systemic exposures (based on AUC for oseltamivir carboxylate) >8 times human
exposures at the MRHD of TAMIFLU.

In prenatal and postnatal development studies in rats, oseltamivir was administered orally (at 50, 250, 500,
or 1500 mg/kg/day) from organogenesis through late gestation, delivery, and lactation (gestation day 6 to
postpartum/lactation day 20). Prolonged parturition duration and reduced offspring viability were observed
at a maternally toxic dose (1500 mg/kg/day). No adverse maternal or offspring effects were observed at
doses <500 mg/kg/day, resulting in systemic drug exposures (based on AUC for oseltamivir carboxylate) 44
times human exposures at the MRHD of TAMIFLU.

8.2 Lactation

Risk Summary
Based on limited published data, oseltamivir and oseltamivir carboxylate have been shown to be present in

human milk at low levels considered unlikely to lead to toxicity in the breastfed infant. Postmarketing
experience has not reported any information to suggest serious adverse effects of oseltamivir exposure via
breast milk in infants. It is not known if oseltamivir affects human milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’s clinical need for
TAMIFLU and any potential adverse effects on the breastfed child from the drug or from the underlying
maternal condition.

{A—A NZ U T D53 . Australian categorisation system for prescribing medicines in
pregnancy>
Bl (2018411 H)

B1: Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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KEOTRAT CE 8 USE IN SPECIFIC POPULATIONS
(20194 8 A) 8.4 Pediatric Use

Treatment of Influenza
The safety and efficacy of TAMIFLU for the treatment of influenza in pediatric
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patients 2 weeks old to 17 years of age has been established /[see Dosage and
Administration (2.2), Clinical Pharmacology (12.3), and Clinical Studies (14.1)].

The safety and efficacy of TAMIFLU for treatment of influenza in pediatric
patients less than 2 weeks of age have not been established.

Prophylaxis of Influenza
The safety and efficacy of TAMIFLU for the prophylaxis of influenza in pediatric

patients 1 year to 17 years old has been established /[see Dosage and
Administration (2.8), Clinical Pharmacology (12.83), and Clinical Studies (14.2)].

The safety and efficacy of TAMIFLU for prophylaxis of influenza have not been
established for pediatric patients less than 1 year of age.

EU ® SPC
(201942 H)

4.4 Special warnings and precautions for use

Paediatric population

No data allowing a dose recommendation for premature children (<36 weeks
post-conceptual age) are currently available.
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