Pkl - 1091BI(HAT74281 ~ 51824401 ~ 10561 - A% kBRI
TR A LED153 13 589.83% 526.42% - 53453 76% RFNFIEAEKAZA
IRFfH] i R AL AN ZROFR 'Y - Peramiviras 15 Bl sfH 2 J RYE AR AR AL

[ - EEHEE AR Oseltamivirff o
F9 Z18 % oL = TR RS BB R R AR AR R
NE il BELGRIE | o | P8 |95% S8
Peramivir [ 300 mg BRI | 364 78.0 68.4, 88.6
600mg | FHARIAY [ 362 81.0 727,915
Oseltamivir 75 mg 1R 365 81.8 73.2,91.1

14.1.3 HAEE = JG RAA RS R Bl

DIE ek ~ SOMEMITIGEES ~ BUETERFH Ry Hik
P B 152 DIPeramivir 300 mga{600 mg » 1R 1K » $%El1~5
H o $2E2600 mghH (1961 Fi E IR AR AR FEIEY HR A7 350Rs42.3/NEF(90%
(EHEEERT © 30.0, 82.7) « L34 » $¥EH300 mghH (1841])Fy 114.4/]NI:(90%
{SHELER ¢ 40.2,235.3) -
ﬂ?;’?ﬁ@ﬂﬂéﬁifﬁéﬁiﬁﬂf’aﬁUZ?ﬁ!ﬁ%ﬁﬁﬁ%ﬁfﬂE%Faﬁf@ﬁﬁﬁf‘aﬁﬁ’ﬂEP@%IZZD?%
10 i_\‘lS o

10 IR L5 B 1 SRR IR AR LIRS ]
(REfahgk i)

L S =37) 300 mg (n=18) 600 mg (n=19)
n |FERIl 90% |n [FRZ] 90% [n |HfL|  90%
B | (B B | Bl B e
(hr) (hr) (hr)
B 10 |92.0(14.6,2533] 7 |132.0| 232, inf | 3 | 146 | 132,686
25K 2772641415, 111.2[11]111.2]402, 123.1]16] 42.7 [30.0, 1033

#1t ERA
#2 1 2R2341) ~ 3R ~ 4R1B ~ SK1H1

14.1.4 DU E Ry G2 A — GRS

DI B R g - IRIR > 8 1~2 K% Bl Peramivir 10 mg/kg (F2E
60 kgLl BB AP B 15600 mg) o 11SBI(AE H ~1558) i R A
IRFFHIRYT P2 R 27.9/ NRF (05 Y% B HE R = 21.7, 31.7) » FFAURIAEIR
RRAIRF ] AL > MR T RLBANZR R - AR BRI 3AT
SRR 1 2R -

21 R ER I VB IR A IR TR AL (L 8D

ik n o7 S (hr) 95% {5 #EEA ]
0~ <25% 12 31.0 208,509
2~ <6j% 20 26.4 17.8,68.9
6~ <I25% 46 25.6 20.8,31.7
12~ <16p% | 37 29.1 209,363

12 IRPER B SRR AR AR AR IR Al (5 2)

B n i B (hr) 95%fE e ]
[BR 105 253 21.2,30.6
2K 10 47.8 294,913

142 B EERBRE

Peramivirff e LFe. B R URR B M AE N[5 FLBRERE(1)]
B398 TR L FEl B U S R TR, ~ #E ~ Pl ~ B
RS BRPRERER (Study 301) » FEH L BUAEIR R 72/ MR R
¢ EdPeramivir 600 mg » HIEHES K > 0 LATHENGET R - BREE
R0 A R AR R AR AT IR o B R A B BERIR
$Efi#(Time to clinical resolution) 2 FRfft]  HEF b BlRIER B EI5TEAE
AR (B ~ SEURBIRIRE ~ WPIRGHER ~ OBGHE R B RE) 22 A 4%
TEIGARMR  WHERF R A24/NEF © BeEPeramivir il - ASE N3 B B

%Tﬁ‘?&fﬁﬁéﬁ%ﬁ@ﬁ%ﬁﬂ*ﬁﬁ s S R Qi SR SR e
GIET -

16. BRAEFIEEE

RapiactaZGEEFIRIESNR @ 4560 mL » 14%(60 mL)H1& Peramivir hydrate
349.4 mg (FHE A Peramivir 300 mg) BRI EEHE Fypolypropylene °
72 1 25°CLU N A7

PRAZEHARR © BRI

17. REBEHAE

AR BN

* VLR BV HBURS MR REAR <& JEUSR - A0 EAE R Bl R apiactali B
RIEFAT By BRI B BE AR (5 R R M E R EIE(5.1)] »

®)

[ EZEXE]
1) NERERHEEY B ) )22 S8R HAER)
2) WESE B DIREA 238 L SEY B ) 152)
3) WEBERIERE A S8 ) 152)
4) NERERH L NS Ry ¥ 522 HAEE = JUIRR AR ER)
5) AR FE N SEYE) 1 152)
6) BB ERHEE B S & AHBH )
7) PSR CR Bl a1 53-40)
8) BB RN AT SEVE) 12253 H7)
9) AR B Ba#s 3le)
10) ESERH H ANEE IR IRAES)
11) PIERE (BB 2[RI B8 = SRR PREER)
12) Baz, M. et al. : Antiviral Res., 2007, 74, 159
13) Baum, E. Z. et al. : Antiviral Res., 2003, 59, 13
14) WEBE RN IR AR R A
15) NECERH H ANEE = AR IRAER)

Licensed from
=
BIOoCRYST

PHARMACEUTICALS.INC.

B G AR AR A E]
Mo EAbT R R T BR28RARE TEL : 02-25516336
S/ © Nipro Pharma Corporation Ise Plant
& 3t : 647-240, Ureshinotengeji-cho, Matsusaka-shi,
Mie 515-2302, Japan

® A 55026649
201744 H
iu.l f|-°-|: ® oo s = S .
mERlg FhiEER K ES R
®
RAPIACTA forintravenous Drip Infusion 300mg
Peramivir Hydrate ;¥51&
------ ERE - 8. W T IREE
SR AT B BT R R R - (1) 8.1t
8.3 ALV &
e FRRR A 8.4 FLT
TR IS — (A BB IR TR B ORI ] (R 8.5 ZEEN

TRECH 2 R A TS L - A IR ARSER B2 B - (1)
o AEEFIN TN B A b 2 A MR MRS © (1)
* SRR RO A BN - DU BB ASER S 1 - (1)
* REEHCRUFURYRRRGLIERL - (1)
* REEEHIEIBALERL - (1)
* BT LR B RRYR U AR R - (1)

...... Fﬁiﬁﬁﬁ%
NEEFREREERMIE A
* EEIR S A £ 48/ NREI B AREE - (2.1)
* RN R 300 mg - 1573FELL BB RERGEFIKIESS - (2.1)
o AR L AR AIR - (2.2)
* EOREA R ¢ S OIRER DR I AR FER2.33] - (2.3)
* MBGENTRIEEERENT R - (2.3)

...... BIRERSE ..

 RapiactaZiEEFIRIFESR » BF860 mL - 148(60 mL)H1& Peramivir
hydrate 349.4 mg (fHE APeramivir 300 mg) °

* WA Fs & L$75540.0 mg S K = (3)

s .

2]

FIARZER T BB R EE R E%%Tﬁéﬁi °(4)

e EEEE Ty EREETE L
TR R A5 U L BRSSO A T R R s A
ERHIEHEIT R Bk » (5.1)

...... rERFE -
B LI BLSE - AR ARGHEIRE 2 2 A PERTAL B 52968 B -
LR IR S6B(5.8%) - B T IMBRIKA2761(2.8%) » EFIPR2461
(2.5%) - (6)

...... BRI EERD -
g S ERHER IR apiactailli A & FHE e HIHICYP 450 - #iRapiactaiZit
CY P L H A SEY) 08 AR VB AE A B T IZ FTREMEARAE - (7)

...... ﬁﬂiﬁ'ﬁ'ﬁZEFH
- (B4 EFIREA R AR - (8.1)
* WL A« RERESEIERREFL - (8.3)

SEEANE
A :
1. BEE
2. FiEHE
2.1 RS
2.2 JHEH L KR R
2.3 BIREAR R RS PR
3 EIBEESE
4. 23
5 BRERTEEE
5.1 FEiHiHHSER
5.2 FH B g R
5.3 JFshReEHl
5.4 WRIEHI(EALEN ~ 78 7K MR S T
5.5 KT ~ S E
6. FTRRFE
6.1 ERIREESHSER
6.2 FHARIEH
6.3 B AHIEMHCEPIZE )
6.4 HAEIEH
7. EYRXEER

(e))

8.6 B UIHEAN Rk
8.7 FAERE . B R R
10. ;B2
1. BE@R D
12. BEPREEIRER
12.1 {EFI B
12.2 DR AT
12.3 SE)a) 2
12.4 &M
13. FEERIRS 14
13.1 Bl ~ 28 AR
13.2 BT e , SEp
14. BRI B8
14.1 SRk
14.2 FE{¥Re. HE TR
16. AR AFEFEIREE
17. IR EBEE

TBERAST

1. JEREAE

TR A ALY BRI R e MR -
fERIBRA

« [RIRARET g AT R BRI s R VB 7 Sbiims 2 B - RIILER
JEERZEN BRI BB ATAL ARSI B AT -

o AREEFIATEBG L 2 AR B e 2 Ve AR BT -

o SRR S ISEME N o DU A SE S E 1 (3 R RER
ZEIBEA(12.4)] -

o AREEE CTUNT R R LK -

o ANHEEHHT B L ARG -

o PR TR B e A fi R R L G RO N SRR T [ L B PR L AR

(14.2)] -

2. BiERE
21 SR EIE
EMEIR S AR 12 A8/ NRF A o P SE H i S DR AT B T HE R B B

48/ N B8 A ZEZ A RE] -
B8R LA A S MR R S e o B A BI300 mg » 150§
DA B B IR B A B -

2.2 EiER 2 EER AR
R B R IR GE R ERPRER(14.1)] -

23 BUREARRECHE

AREEEEERHR - R R B TIReR R e AL R HE A I R -
MO BLARZER: » FEIRR LA HEIRIETRETS R ATREETI & - K
I3 FEUTRRB TR (L B o AT BREAE S0 mL/mina DL IRFAREZE A
EE AR AREEIEER(12.3)] -

E B IR A R BLE T IMIBGENTI - TEMIBCENT AR E TIRECR
ROFRILA G [ RERAREEIRER(12.3)] -

1 - ST R SR A B

Cer IR B
(mL/min) —fIEE
50=Ccr 300 mg
30=Ccr<50 100 mg
10%'<Ccr<30 50 mg

Cer : Creatinine clearance (JLEFRETEFRR)
%1 : Creatinine clearance <10 mL/min 5z 3252 [MKGENTHIR L » 5585 1H
RSB o Peramivir gy [KIMIEGET I POE H I -HIEER -

i



3. HRESE

Rapiacta#§aF i1 > 554860 mL - Roieid ~ MEEUAT - 148(60
mL)H & Peramivir hydrate 349.4 mg (FHE fAPeramivir 300 mg) -
HE R R E87540.0 mg R iE S AIVK [7E R B A HFEEEIR(16)] -

b7 3
4. ER

BRSO A RBE IR > BRI -

5 EEMEIREIR

5.1 FE R AR AEAR

VAT REM I Z TS B T R BRI B - BARS)5E ~ BE R B NAT R,
TERLSR PR EREEGET - S5 LT RE gy B AT DR A IS AE S
JAIEE - (e MR AR - A Bk (HA)FRH -
R T i AR B BRI 25l F5 Rapiacta) H BRI 2o AL S
TR - KR SeiRe e FBEATE S - R =R
HIREAL > (HE R BRI A - E et 2 B N R
B BESRZER HHRER - HAiRapiactaBil gAY AR %
AN o e R R A B A R T Rl KDL

5.2 I RERAYE IR

Rapiacta B il BYREE LY MIPSR(BIAL © ARSI -

MBS HFTURA R GRS > SRR OTUBAEIR > 505 EHFEEE -
BELGFEEILF - Rapiactailll REEH A THYGE L HFEEAE - HOHITER AL
SRR ALY - St S B SR TIE R -

5.3 FFINREER Al
ER ARG EER RS TRE S BT DIRE R R ~ BUESFBIS > FiTLL
FERHAG R B FERE RIMET T ShREfR A - A Fe - S /IR -

5.4 EAZEI(SEACEN ~ XS RK)EEIES SR

541G - TEERERE DIRE R [IRI8A £ HE S IR ERIM A BB - T

B Ll BN > IRES BEAEIREL] -

?ELZ B IREN = [ ARG B 7> LU GALS - 1 BRI B
] o

5.5 K5 ~ BEIERE

DRI R A B rpr T RE &t B AR BB TR BRI TG00 > KL G IR E S 20
TZREBAIRDL - BLAh - (EBEEEREAR ) FTRE & 2R IR vl S g
[ > HETLIER -

6. RRSHE
RHU B e S A SR AR -
« TSI L R R (5.1)] -

6.1 BRI ERARER

<pRA>

RHERF 2 A B 5068 B Hh » RLFRRR RS 2R (8 S < BITE
F239411(24.7%) - LB R IEESOBI(5.8%) - KR L ERERA27 61
(2.8%) » FEHR24H1(2.5%) -

<\E> (B2EEH)

/NG — HARER ARG T Z R MRS A1 76 - SRR
{HEFEZEIWERE34H1(29.1%) - FERIEE1241(10.3%) » BHHEH
IMERIRA111(9.4%) » Waa-661(5.1%)

6.2 EXEIER

6.2.1 fRTE ~ B S ECGERA) @ Kk rTaeer HIRARTE ~ Bt
I FEMBRRHL ~ BEaE B ~ BT - WIS » SRS S5NER

FTDABE I - AR S AR EE - W EEE R

6.2.2 HIMERGEA ~ B BRI (1~<5%) * KIATRERA FIMERIK
A~ g FIMERRA ST BUER B - HERERE > 35k
FasE > WRCEE R -

6.2.3 IFDIRER R ~ SOHGERA) © RI{ERZERRIRE R nTRERR & IR
FEREAST (GOT) ~ ALT (GPT) ~ y-GTP ~ AI-PEEUERE T2 T hhg
Fehse LR E BR8-SO VORISR > — BB ISTE » SR
IEAREE - AREHE REE -

6.2.4 ZMEEEIBEEFEAR) © HATTRER S = - e
B WSS ENT AR > G P A g O R -

6.3 EAREIERELIZER)

RIHEAAI TR R G DU N ERRIEFARHE: - I AR SER R

FOTEIE > TEREEEER  SEhikiagE » WHcEE R -

6.3.1 filizé

6.3.2 S IR MEIT £

6.3.3 HhE R R BRI AAE (Toxic Epidermal Necrolysis : TEN) ~ 5273
Zrni A fiEfE#E(Stevens-Johnson Syndrome : SJS)

6.3.4 [/ MR R4

6.3.5 AEiASEIR CERANE ~ 1T IEH ~ KEnheiaEL - 408 - =8 -
KA

(@)

6.3.6 (HIMMEARE %
6.4 H{thg@{ER
AR MR R R A2
2 HAtREIFEA
TRV | 1% 0.5~<1% <0.5% SHRAH
] L2 B~ S
HE  [IE6.3%) - |HE BRI
ML~ Mg EAERR ~ O
MR
Mg AST (GOT) I~ |LDH |7t ~ Al-P 7}
F+ + ALT(GPT)[Bilirubin -7}
7t y-GTP 7}
g HEHIK ~ JRF|BUN L7+
Bo-microglobulinf
7+~ NAG
isvis
liRiid IREEEREE T Eﬁgﬁ HIMER | MR
RS AN
HoAthy IMRATERE | RAPEEILS | IR &
BN € ~ CK (CPK)
ETt - PRbE

7. YR EER

RapiactaK RN &G - HOEECY PR B H AN 22y 28 4 55 HER
ZTREMEFERZARK - Sk E R AT AR HERR AR DUR A i A1 3 v HE 0
Rapiactailli NEr BB e fIHICYP 450 - Y

‘B DI Rapiactafff-Ff [ fllzrimantadine ~ oseltamivir » B2 & 45 ethinyl
estradiolflllevonorgestrelf [T EZAEE ; B2 DIIME; Bl Rapiactafif i [
fkzprobenecidiky - Wi LR SRR EEYAE A AEFIRVAED: -
RapiactasgiZ i B B ETEHER BRI -

8. 4SRRI 2 (E

8.1 1%

FDAE 24 IS5 S R CAL -

S Zala etz i > AEAIBT N IR _EAE St s E ket
R A ] 12 B[R AP B AR 22 e MR W SRR » FOKER - BB &
BIGEE AT BIRE KT ENERE]

8.3 [HILHARL

B R ORI BRI 2L [REHE 20 i B RS -
8.4 53E

ARSI B 22 2 M R AT -

8.5 BFEA

RapiactafJIi RGBSR TR B & 2 #9965 55 L L 2R RS - DR
rEiieE B R B FRZEAE N - AR AR SRR B A
FBEYR 2 B BAEERIRIER R il > FIREAE A BHTIRE TR - i
TERCEER 3/ VOB e R IR AR EGEIEER(12.3)]

8.6 BIIREA AR

EHET BB FRRAES0 mL/minl F .2k 8 » #EilRapiacta5 3 &
[3% LA (2.3) H R R EEIEER (12.3)] -

SRS R Ry 50 mL/minsl 3 S 2 R i > HIR R = (55 LR
RS (2.3) B R REEIEER(12.3)] -

S TR T I ASENTI 8 M B shREAR 2% B Bl Rapiacta - JELEE
WTSESERTEE - A Y DR E TR SAa SE 55 RUREFIE(2.3) HLRR PR
BEIBEA(12.3)] -

8.7 B BRERBRSE
Rapiactat 75 (ERe 2 5% 5 5B f A 380 M AR (75 LB FEE (1)
ERRPREAR(14.2)] ©

10. B2
H Aif R apiactafs B s & EH o
Rapiacta 5 §& A MBGEAT I FSE B M s bR -

5373+ CslaNiOs - 3H:0
{eEtdtE = -

HNg__NH,

H OH  +3H,0

HN

H
oA cry
(0]
C

H,

FRATIERHER - E R ER R

WEYARAK > B FIREE 2 0E(99.5) » AN, N-dimethylformamide
YEEL  242.0~243.5°C (53MiE)

S3TCAREL : log P =-1.16 (P = 0.069)[1-Octanol/7K]

Jleit AR ¢ Rapiactai BEHR R iEs - MEEWATK  pHIE FS5.0~8.5 » &5
JEELLCEHAE B AR k2 L) Ry 1.0~1.2 ©

12. BRPREEIRE

12.1 {EFt&EE

Peramivirky BT PLILEIR &R L PUR R4V (3 AR R EEIEE
(12.4)] -

12.2 DVEEAIEE

D e P B B 2 544 Bl Peramivirilf T B P iy BASES > BEUTACRE L,
WAELERQTC[HFE -

12.3 Y B e

12.3.1 [f1HEs

12.3.1.1 fEEE A

PRS0 - LA100 mg ~ 200 mg ~ 400 mg ~ 800 mg (AAZHEH
B METT B R B R R B o 111 P AT 1 o » B/ i
BFIR: B SEYE) JTER S BATER3 TR o Cmax L AUCERB] Bl LSz
o SEEERE R (MR 37N > BE R PeramivirfRs F 1 -RHERR -
%ﬁﬁéﬁiﬁ%m%%ﬁﬁ%@%%&;@ﬁ%ﬁwﬁﬁﬁﬁf b JRkEsE
LR -

(ng/mL)
120000
—v— 800mg
100000 —— 400mg
—A— 200mg
[g_} 80000 —O— 100mg
P (mean=S.D.)

fi 1 B2 5 Bl I R (R BRI A
23 R A SEY B 1B 2

5 B K
(mg) |n Cmax AUC)_0 CL*! MRT Vss#2
(ng/mL) (ng*hr/mL) | (L/hr) (hr) (L)
100 | 6] 1120042900 | 1751342001 |5.77+0.61{2.64+0.33]15.16+2.14
200 | 6] 21100+1600| 33695+3622 [5.99+0.65]2.65+0.27|15.77+1.35
400 | 6| 46800+7000| 63403£8620 [6.41+0.90] 2.44+0.28]15.53+1.71
800 | 6]86200+15400[133795+19972]6.1040.96 2.83+0.49]16.96+1.53
B HE B (O K)
(mg) |n Cmax AUCp—w0 CL*!
(ng/mL) (nghr/mL) | (L/hr)
100 | 6 | 10900+2000 | 16436+1540 |6.13+£0.56
200 | 6 [ 198002300 | 3035842980 [6.64+0.69
400 | 6 [ 453008000 | 65409+£9498 [6.23+0.93
800 | 6185500+13100]131385+12871)6.14+0.58

1. ZEmm o

Rapiacta (Peramivir) By LR SR ERHITEI A -

—fi%% * Peramivir hydrate

124 1 (15,25,3R,4R)-3-[(15)-1-(acetylamino)-2-ethylbutyl]-4-
(carbamimidoylamino)-2-hydroxycyclopentanecarboxylic acid, trihydrate
SrTE 38245

M1 LSRR

X2 FEEARREZ et

%3 FREARREZ L RIRE (247 NKR) -2 AUC
(53 © LC/MS/MS)(mean=S.D.)

12.3.1.2 FB(Z2EE0H)
ANFERHA LS4 H~155%) - LA10 mg/kg (#5860 kel 15600 mg)
BB - TR 4/ NI Ry LRI g RE (18 SR ILEY)

ARE2FFR © 5381 - PRI AT IR 20 TR MRGAIIM His e » 5
TR B IO - FTASISE Bl ) B2 B4R ¥ °

(ng/mL)
80000 r 0 6~<16j%
® 2~<6j%
o A 1 ~<25%
o 60000 v O~<lps
qj o ?)
i &
B 40000 o
;;(‘)
. 6\\1@ (o]
O_A.A.v o
20000 | o%° %
o) Oo
®o B
° 6%00
0 I I I I 1
-1 0 1 2 3 4 (hr)

B A
B2 SR 2 1R
4 ST R U

n Cmax (ng/mL) AUCp— (ng*hr/mL)

B 115 | 38768 (23880-58835) | 56569 (37531-82620)
0~<1j5% 4 25848 (23880-28319) [ 47941 (43040-53535)
1~<25% 8 27587 (24793-37604) | 44472 (41398-52018)
2~<65% 19 | 33804 (26787-42224) | 46784 (37531-61870)
6~<16j5% 84 [ 41127 (27216-58835) | 60478 (41801-82620)

M1 B G IME — K {E) - 382 DARHF RS SEYIE) 1 22 0 Akl
NONMEM" [ttt - FlIHISEY)E) 152 2 BHi15 . Bayesianfiam {E

12.3.1.3 ZFFA

HEREELEA (655K L) 2001 EREFEEAEA6HI - D4 me/kg GRIGHE
Pl ) B BRI IRy i BEW B ER 2 NSO - EFEAZ
AUCHTRIFEENZ L35 » {HCmaxfHITY » FrLUE A A SR B -
JEC R AR AR R

5 BFENZEVE L2

n Cmax (ng/mL) AUCy.12hr (ng*hr/mL)
EZN 20 22643+4824 613348793
FEEZFEA 6 20490+3908 46200+4460

(HIEZ : LC/MS/MS)(mean+S.D.)

12.3.2 5341

12.3.2.1 {6 - 43R B BRI 5 100 mg ~ 200 mg -~
400 mg ~ 800 mg (ARAZHEHIE)RE » L FPIRAE S (RS 3 W) e e e
ST R SEY ) R e B A T B R B T B R o 5 ELR IR
Sy IR T SEYIERE & S - DIAUCEKERI3~9% 3 A EIRE
I > LA400 mefe BAIRE 7 MREE /39 e SV o3 by ¥ el
Sy A5930 521210 ng/mL > -

12.3.2.2 DI EEEEIIE ATfS < NSNS E RS G o AR Rk,
1~100 pg/mLIEF}50.3~1.8% -

12.3.2.3 (BEAED

KELA[MC]-Peramivir 24 mg/kg BLREFIRIZ ELS /3-881% - HARHARHHEUR
HAnE R - A ERER NN SRR BRI > X EERyHE
a E B SR - AR RERR R IR $E48/ NRFR
SN T E SRR BEARIARHAR AR TR I BB MR - 53—T
1A > o3 A RS R IR AR -

12.3.3 R ELHERR

12.3.3.1 {@RERRAT B » B BEEFIRIE G400 mg > HA MU
PRAARGIH Y - AR AR A2 G -

12.3.3.2 {@ AT S 61 4351 BE R BRI 49100 mg ~ 200 mg
400 mg ~ 800 mg GREZLUER] &) » EFIIATLELR48/NREZ FR ARt
(CF91E) F586.3~95.4% » 6 K HLAE L BIRE & 18 15 B B PR v i R
CPHHE) Fy77.2~92.6% ) -

12.3.3.3 PeramivirfAfia 4 b ek Bt 1 2 A fafiFE% 32 Cytochrome P450 (CYP)
1A2, 2A6,2C9,2C19, 2D6, 2E1 fZ3A4G AR HERHNHIVER » ¥CYP1A2,
2A6, 2C9, 2D6 [ 3A4IREEREAE - B3 > [KPeramivird EP-glycoprotein
HIZE - B EGHITIP-glycoproteinZ SEW A 1D -

12.3.4 RFRIRRE

12.3.4.1 B OIRER 2R

FH DA ESIEFRRIEI S0 mL/minfyi BASIR OB 255 R AEHAE
(2.3)] -

DAH AR pl A B R > DUR MBI A ~ R DIREAN 2 Bl
TR AR5 > JLIRER3 320 Z PRGNS - FRHN31998hI i

HEFT RHERS L BEVIE TS24 MUK DTREIHERE X (Cor) ifPeramivir

HTSEIE BN R IA AR Cord s A 2D -

BFOIRE SR EAER R SR (R B Y BL300 m) Pt EE 1M Rk g

ggﬁﬁﬂ? » ENBE RN SRR 2 Cmax S AUCHIZIIERG
7N ©

(ng/mL)
100000 4 — - — JEE(Cer=20) * 50 mg
— thJE(Cer=40) » 100 mg
10000 -"x\\ ————— I (Cer = 60) » 300 mg
N — —— IE#(Cer=80) » 300 mg
I 1000 |
o
100
i3
10
1

0 12 21 36 48 60 72 ()

fil3 B DIREA A R R EAE A B R (P E 2 152 BiL300 mg)
FiTsisE M R R

26 B IIREA 2o R AR Z Cinax L AUCH!

Cer FEE A3 E300 mg FEE A EL600 mg
(mL/min) |#E5| Cmax AUC  [#ElE| Cmax AUC
(mg) | (ng/mL) [(ng*hr/mL)[ (mg) [ (ng/mL) [(ng*hr/mL)

10<Cor<30 | 50 | 4742 | 37162 | 100 | 9415 75745
(192-7467)| (21433-87284) (64141450 |(@2922-173312)

30<Cer<50 | 100 | 9245 | 33669 | 200 | 18471 67786
(6291-14323)| (22976:50453) (12564-28083)| (45769-102417)

50<Ccr<80 | 300 27044 60233 600 54047 119015
(1805240920)) (41298-87803) (37078-81364)|(83155-175174)

80<Cor<140| 300 | 26005 | 36423 | 600 | 51814 | 72307
(18133:38649)] (26114-52916) (36020:76320)| (51520-104974)

1 (0% AR - DARHEEREEEYIEY ) )22 Tk INONMEM
Fo LR > FHISEVIBTIEL 2 PTG S BERS R

FLFEE DUREA A 822601 - LB RBERGRFIRTE 592 me/kg CREZHER )
R Z I PR AR - SEYE) 2R 2 AR TR » FHINEDIRETRE -
{8 5 Peramivir [ il WG B EAEE - TIAHAUC LIRS «

—— A EE(Cer <30)

(ng/mL) —¥— HIEE(30 <Cer <50)
100000 - —O— 5 (50 <Ccr <80)
—@— IFH(Cer>80)
10000 % (mean)

IfiL 1000
=5}
100
lic3

10

| T T T :

0 12 24 36 48  (hr)
7INRf

fiE4 B Bl I R EE (B DI RE N 20 )
KT EDIRE 20 RS B D B2 0

Cer Cmax AUCp.o CL
(mL/min) n (ng/mL) (ng*hr/mL) (mL/min)
Cer <30 5 1320042910 137000+41100 21.1+4.68
30<Ccr<50| 6 13700+3780 108000+31200 26.8+5.35
50 <Ccr<80 |5 1250043590 33900+7880 77.9+21.4
Cer >80 6 128002860 26000+3180 108+9.90

(HIEZ: © LC/MS/MS)(mean+S.D.)

12.3.4.2 [MEETRE

IMEGEATIR 6B > D12 me/kg CREZUER i) B ICERMEFIRTTE S o A%
HRRFEANES FoR o H BEEEEAG2/ MR > BIARIIRENTA/ VR - HIl
PR E R 1/47

“)

(ng/mL)

100000 -0~ ER A TIGENT
-u— S T IMIGENT
(mean)
itk
i 10000
U=
licg
1000
0 12 2 36 18 (hr)
7INEF

li 5 B8 BRI I HP E (M )

12343 RFIRET A8
Peramivir{ET RE R A FHEATSEIE AT 1L« HeBtPeramivicEiRie
FSATE - IFSIRE R BB S T O e -

12.4 T E

{EFt

PeramivirsgE 2 14 {1 A BHATY K BRUGR ISR 2 RS iR Es - Ui
I ERR ELAG Y sialic acidiyiG 1 ¢ & HAYJErOligosaccharide
Riisialic acidiFf » JiEEHYFRE B EGSITRIR AR K -
PeramivirfIf 25 F IR g HeEE sk 7 A 3 B R ny 2R
ezl > DA - R R s H A - ORI T ER -

JUREEER
PRSI E ABIA T K B R 2 o i e PR ELALI 5 1 - ECHID

S 0% B2 215 I T EE (1C 50) 43 BBy ATR0.54~11 nmol/L » BHI6.8~17
nmol/L? -

A FHARY K BAU GRS R N BOIERE A > DU RERAR A
HfPeramivir » HiAE 1785 S B BB R IR0 - HLS0% A R0k &
(ECs0)43 5k A%U0.4-1.5 mg/kg » BAY0.1-1.0 mg/kg ? -

gtk

16 HAFTET T 28 ARG PR 3RS R DA/ NGl S 2 1 H A = JHRR IR
FABER > PeramivirBE BT o B BURGA RIS RR _ER I E A
BERSZ IR 13 LURD 10 o B30 > BIRRFR[RIZE = R RS
ELfEREPeramivirt AR R BRI 2 AR SZ R E R A VR RSUR D
G EIMNEE R RS S A RIEEE A XL
SEMERRRI B (G EPeramivirR G I TEE ISR AR IR S 21 -

13. JEERARST ™
13.1 B - REMREREETE

St
Al T APIRH Poramivir B 8 -
et

Peramivir{EfF kB¢ EL TR — RV BRI ARSI 2 ATIISE - EFE Amesill
BIE e E ~ ch il F DTSR e CEL R A A 8 B AT B/ BT
HEDARLAAES - RS e i BRI R -

ATE IR

Peramivirf % B Bl =3 600 mg/kg/day il stk > IR FEHBI A
AFERTEE -

13.2 BN BIRE N EEIRES

TELIUFHET TRV AR EE B Peramivir@y s ik B/ ViE BEAE A B Dy e
W B B AR VE BRI - 1R
B B A BRI VE R EYEALIEE - DU SRR
IINEFER S

14 BRARSER

14.1 ST

14.1.1 HZRSE GRS

GRS AL B K BRI B Peramivir 300 mg ~ 600 mg:Z FE5EL 2
2V Ry PR, i Ll © 29661 (AP AT A 05
98.99% - [MiBIU AR Fy 1.01%) Fit E R AT RIS R (2 R0 TRERE AR 55
UL AR AIRERS) & A7 AN 26871 © Peramivir? £ 3% BSR4 - A0
P22 > BEE S R RSE AR (p{E$5<0.05) -

38 HAEE WA PRGBS T A i B A T R AR R AR ]

BEAR RELERE | n | PRI [95% S FEIE
Peramivir | 300mg | &R [ 99 59.1 50.9, 72.4
600 mg | B | 97 59.9 54.4, 68.1
Placebo EFIRA | 100 81.8 68.0, 101.5

14.1.2 % v L = IR
ARFRBRRT A B B RFIKTE S Peramivir 300 mg ~ 600 mg 2 sk Bl 2
2 > ByOseltamivir (75 mg » 1R2K » #ELSR)EEEEIR Sy



