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50=<Ccr 300 mg
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(carbamimidoylamino)-2-hydroxycyclopentanecarboxylic acid, trihydrate
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JEEELCE AR B R K 2 ) Ry 1.0~1.2 ©
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LAfge et B B2 A5 e Bl Peramivic A T B B BB - DA
WA GLERQTCHE

12.3 Y EN HER
12.3.1 IMAEE
12.3.1.1 A
BEERIAESS M6 - LL100 mg ~ 200 mg ~ 400 mg ~ 800 mg CRAZHER]
)T B R AR AR T S IR 2 I P A 1o BR 2R
BRI B o ZEYEN TR 2 AN FTR © Cmax X AUCERF S LRI
I SRR R IR (MRT)#3/NRE » Bi7RPeramivirfiid H I HHEER -
%Eﬁ%ﬁz‘%wZﬁ%iﬂﬁ%ﬁﬁiﬂﬂi%‘%ﬂﬁ%&%ﬁ%iﬁﬁf b IRAREE

(ng/mL)
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23 R A SEYE )15 2

Bl FRR et
(mg) |n Cmax AUC)_e0 CL*! MRT Vss#2
(ng/mL) (ng*hr/mL) | (L/hr) (hr) (L)
100 [ 6 [ 1120042900 | 17513+2001 |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 | 6340348620 |6.41+0.90(2.44+0.28(15.53+1.71
800 | 6 |86200+15400{133795+19972(6.10+0.96]2.83+0.49|16.96+1.53
B SRR (E6R)
(mg) |n Cmax AUCp_**| CL*!
(ng/mL) (ng*hr/mL) | (L/hr)
100 | 6 | 10900+2000 | 16436+1540 |6.13+0.56
200 [ 6 | 198002300 | 30358+2980 |6.64+0.69
400 [ 6 ] 45300+8000 | 65409+9498 |6.23+0.93
800 | 6 [85500+13100]131385+12871(6.14+0.58

1 BRHERE

2 1 FRERREZ S e

%3 FREARREZ R ELRRR(24/ NRf):Z AUC
(HIFEH : LC/MS/MS)(meanS.D.)

123.1.2 5

ANFREHRATSBAE H~155%) » LL10 mg/kg (#8260 kgLl EF5600 mg)
RICEEFIREES - TESHRERRAYA/ NRE By LEFI P e (18 S ERIILE)
AE2ATR - 5351 » BRI TS Z 20T EFRIMBRAIIM iR - i
TTRERERSISEMIB IO - PTG SEE I B2 BRAT R @ ©

(ng/mL)
80000 0 6~<165%
® 2~<6j%
A 1~<2ﬁ
I 60000 v O~<Ip§
o
R
e 40000
20000
.
0 00

-1 0 1 2 3 4 (hr)

BT B A PR AR TR ]
fi2 B2 5 B o2 1 R (G 7))

4 SR BEVB) R 2

n Cmax (ng/mL) AUCo— o (ng*hr/mL)

Exic 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~<6J5% 19 33804 (26787-42224) | 46784 (37531-61870)
6~<16J5% 84 [ 41127 (27216-58835) | 60478 (41801-82620)

M1t P I ME — K MH) S8R DURERF RS SR Bl 1 52 0 pr ik g
NONMEM"FEfft - FII FIEEVIE) 12 2 RS Bayesian i3 {E

12.3.1.3 ZFA

FEREESE N (65BE L L) 2061 - BEFETEEEA6HY - LI4 me/kg GRIZHE
Pl 45k ) BELJCBE AR IR B R i SEWE) TSR 2 BANRS IR - BHEAZ
AUCKIRIEEHENZ 1365 > {HCmax T » ATLASTE A AR -
TR b e SR A o

RS B NLEYE) ) 12
n Cmax (ng/mL) AUC.12h (ng*hr/mL)
ZEA 20 22648+4824 613348793
FEEFA 6 20490+3908 46200+4460

(HIERE @ LC/MS/MS)(mean+S.D.)

12.3.2 5345

12.3.2.1 RSP 601 » 43 BEZCBEGEFARA 54100 mg ~ 200 mg ~
400 mg ~ 800 mg CREZHERIE)RE » WP E S ) (WREH /3 3) e 272
GV R SEY R o 2 e B R B TR o 5 LR s
Sy VPRI T BEYIEE & S » DIAUCIKBHI3~9% 53 A 8 _FIFIRSE ©
45 > LL400 mgf BLIRE &7 WREE 53 W) S Sl 530 SEX i ren i B
SYE9305%1210 ng/mL Y -

12.3.2.2 DU IEEIIE TS 2 AJEMISE ARG REERER
1~100 pg/mLAE250.3~1.8%
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RELA[C]-Peramivir 24 mg/kg BLREFARAL BLS 43 $i4% - RFHAR PR

Him SRR o A TE RSN R RS By s- i - FZERYHETE

ZNE—EWAE SR o FATE R ORI - BEE48/ NFER

IINPA AR T SR - BURFSHHRR A B R SRR AR - S5—T5

i A NSRRI -

12.3.3 fAE ELHERR

12.3.3.1 f@EREAFE B 6B - B R BRI 57400 mg » EFAMEE K

PRA A A - R ARAE 5T -

12,332 R AR SR A 6451 > 43 B BERGRFA: 44 100 mg ~ 200 mg

400 mg ~ 800 mg CRELMEMI RN - EBHIATRBLER48/ NREZ R rhHEi R

CFIIME) F586.3~95.4% » 6 FHAE i BRIRF & 3¢ B i S R R - ==

CEAIME) By 77.2~92.6% ) -

12.3.3.3 PeramivirfA &4 Mt 3= 22 A T i% 2 Cytochrome P450 (CYP)

1A2,2A6,2C9,2C19, 2D6, 2E1 z3A4:0 R HIZHIEITER » ¥CYP1A2,

2A6,2C9, 2D6 [ 3A4)RIEREA/E - B33 » [KPeramivird EP-glycoprotein

HUSZE - R EHIHIP-glycoprotein S E A Y -

12.3.4 Rt

12.3.4.1 BIRER 2R A

B UET BT R S0 mL/minfis A ik A & (5 RS

(2.3)]°

PLH AR A BLRESE A > DU A ~ B DIRER 2 A Bl

TREREAE N ¥t 52 > I3 320 B PR ES - $REN3 199851 i

AT RIS SEYIE) 122537 » BURE DIREAREAR I (Cer)#f Peramivir

MISEYIEH T2 R A [KIELAERR I Corgi el & -

EDIREAN AT R R A SRR (RH R 2 BE300 me) TS i i Hh i s

g}gﬁﬁ R BB ETRERN IR EEHEREZ Cmax L AUCHIAIZR6
7N ©

(ng/mL)
100000 — - — JE(Cer=20) > 50 mg
— tfiJ#(Cer = 40) » 100 mg
10000 "\\\ ————— I (Cer = 60) > 300 mg
o — —— IFH:(Cer = 80) » 300 mg
M 1000
o
100
&

/INEf

[E3 T DHREAS 2 IR AE AR RS IRy (R & £ 300 mg)
Fs st i I

6 BINRER 2R AR R Z Cnax R AUCH!

Cer HEE AP EA300 mg HEE AP EA600 mg

(mL/min) |#EE8| Cmax AUC iR | Cmax AUC
(mg) | (ng/mL) |(ng+hr/mL)| (mg) | (ng/mL) |(ng*hr/mL)

10<Cer<30 | 50 4742 37162 100 9415 75745
(3192-7467)|(21433-87284) (6414-14591) [(42922-173312)

30<Cer<50 | 100 9245 33669 200 18471 67786
(6291-14323)] (22976-50453) (12564-28283)| (45769-102417)

50<Ccr<80 | 300 27044 60233 600 54047 119015
(18652-40020)| (41298-87803) (37078-81364)|(83155-175174)

80=<Ccr<140| 300 26005 36423 600 51814 72307
(18133-38645)] (26114-52916) (36020-76820)|(51520-104974)

1 PRIRO0% TEMIEIE]) » LU HIGSEYIE 152 ik BEENONMEM ®
FoBHtE - FIHISEYED )T ER 2 T LR R

AUFEBDIREAR 2R A 2201 - DIFLR BERGHFIRI- 2 me/kg CRIZAUER &)
KR IR EEANE4 - SEYE) RS2 AR TR - B DIRE TR
fifi{5Peramivir [ M .2 HERGAEE > MTHAUC EFHIIERY -

—— [ H(Cer <30)

(ng/mL) —¥— 1fE(30 <Ccr <50)
100000 —O— (50 <Cer <80)
—@— 1EH (Cer >80)

10000 (mean)
Ifi 1000
h
100
i3

10

14

0 12 24 36 48 (hr)

7N

4 FLAH R 1 R RER 2 A)

AN =y (24/11/19)

“)

KT EIRERN R ASEME) I 228

Cer Crax AUCo.o0 CL
(mL/min) | n (ng/mL) (ng*hr/mL) (mL/min)
Cer <30 5 13200+2910 137000+41100 21.144.68
30<Cecr<50 | 6 13700+£3780 10800031200 26.8+5.35
50 <Ccr=<80 |5 1250043590 33900+7880 77.9+21.4
Cer >80 6 1280042860 2600043180 10849.90

(HIZEE © LC/MS/MS)(mean+S.D.)

12.3.4.2 MAGENHREA

MAEENHR A > LI2 mg/kg CREZHER &) B R BhEEF ARG 2 1 3¢
T EEANES AR o FBhEREAG2/ NRER, > BRAAIIIRGET4/ NI - el
BRI A K 1/42)

(ng/mL)
100000 -0~ R A TIRGEAT
= R EREITIIRENT
(mean)
i}
h 10000
b3
J&

1000

0 19 24 36 48 (o)
N

li 5 B s Bl I P EE (AGEATRA)

12343 IFRER 26 A
PeramivirfElFIHE R 5 ANURBISHAATELL - HEsbPeramivir s
FATR  IFODHE 2 A2 S e -

12.4 f4EER

eI B

Peramivirge {5 M A BHATY K2 BTG 5 L S A FREY o Jiden
2 R e B U] B sialic acidf9yE 1 - 455 HYJETOligosaccharide
Kiisialic acidif » FREIYF R FLG B G R mmiaE R o
PeramivirHI] g 35 F IS pe B BRI ] -1 s e M i 22
Wese sl > DA I e R B HAHINE - SR T ER
ViR EER

DEEEREU R A SHARY K BRI 2 L A B RSB EL IS 14 L3
THI50% B SE T IR EE (1Cs50) 53 A Ry A%10.54~11 nmol/L » B#U6.8~17
nmol/L? «

A SHARY fy BRI SR R e N B2 B > DB RERARP
B¥Peramivir » HAE 178 Ry BB BT RN - L S0% 208 &
(ECs0)43 5y A%I0.4-1.5 mg/kg » B%Y0.1-1.0 mg/kg ? »

PrgEr:

18 HARFTET TR S8 Z BARR RSB B DL/ N Gl 3 52 1 H AR B8 = HARRR
FABE > PeramivirBE BRI o B HE A BUR G A BT R RES BT A
SENRZ RT3 LURD 10 o 5340 > BRI [RIEE =R IR s
ELfEREPeramivirit B GUAHEI BRI 2 AL SZ MR SR A TR FIER Y -
- SN R SRR HRES R RIHEE A T
SEMERERTI L - (ENfEPeramivic R A T TEE MR BRI IR S 12

13. JERRARE1E™

13.1 BiEM - REMREBEGTE

Bt

A HET TEFARTE §Y Peramivirfy EoiE 1 35

ZeRE:

PeramivirfEFRRTSE Bl 1% — R YA B S S BT IFSE - ELFE Amesil
B a8 228k EE ~ vhlsd A BN ST T e o S A 488 A3 B/ N BT
TPz - Sl R B S B R BB RIS -

B

Per%rgivir;fi%;%&éﬁi%%w() mg/kg/day Pl 4% G AT E AL K
R

13.2 SN SIREA K LI ES

FELA G- TAYENER - S B Peramivir g i B /VERE B B DIRE R
W BRI AR T s e R AT R VE SR AEE - AR
' BB AL SRR R A B NE R E ARSI - DU 2R
IMEATSE -

14 BRFREAER

14.1 SRR

14.1.1 HAZE —JRGIRGES

ARG ERETAL B B AR 4 Peramivir 300 mg ~ 600 mg:Z RN ELZ:
B R ZERR IR S Ll iEg o 29661 (Hrh ARUFREYR A B

2008




—7JO77—< SE7UY (RER)

98.99% - TBAURE Ry 1.01%) Fi AL IRRRARING ] (3 ZAY TREAE IR TS ]
SR AIIRE )i AL BAIERSFTR © Peramivir B3 BiAIHAH - AH
N 2RI MR DB AR RIRE ] (pfE(32<0.05)

28 H AN SR PRRA SR T 2% 1 R AH AT RE AR R AR [

1G] RELEE | n | (b)) [95%(E IR
Peramivir | 300mg | EFARA | 99 59.1 50.9, 72.4
600mg | BRIRA | 97 59.9 54.4, 68.1
Placebo g | 100 81.8 68.0, 101.5

14.1.2 ZBZ s = RIS

AGRES AL B K B 5 I B Peramivir 300 mg ~ 600 mgZ JEEAH L 42
2% » FyOseltamivir (75 mg » 1R2K » 2 Bl5 R)GREEH 2 S5
Leieeil o 109151(HAR74201 ~ 524441 ~ FREI10561] - AT K BRI
TR A LB 153 71 589.83% 52.6.42% » 53453.76% A A1) i it R AE 7
RER i AT AR IR /R™Y © Peramivirg$- 5 B HEAH & JRIBGEAR AR g
R EFEEE AR OseltamivirfH °

9 ZE %O = ARG 2 R IR AR AR

bi=scaabill FERIE | n | PRH(h) | 95%EFEIERH
Peramivir | 300 mg | EFIKIA [ 364 78.0 68.4, 88.6
600mg | FHIRA | 362 81.0 72.7,91.5
Oseltamivir 75 mg 1Ak 365 81.8 73.2,91.1

14.1.3 HAZE =R RGBS CHE A L B

DIEEERFRERRE ~ SOMSEITTIEESSR « SOEERH i
) Z iR A5 » DAPeramivir 300 mgak600 mg » 1K1K » #Ed1~5
H - $2E1600 mghH (1961 i SE IR AR MERF FET A oh A7 350R 42,37 NRF(90%
BT © 30.0, 82.7) 5341 » $2EL300 mghH(1841) Fy114.4/NEF(90%
{EFEERY  40.2,235.3) -

ﬁk;ﬁf?%ﬁ}? B8 BRI 2 DR RSRE AR AR e RE R P AR Ay e (67 B 2
105!

210 (IR I 5 BT 1. SR IR R AR
(BafEkak 1 ZmA)

BEUH|  APfe=37) 300 mg (n=18) 600 mg (2= 19)
no |zl 90% [n [HHGZ{ 90% |n [HAZ[  90%
B | fEmE| | B | B |fedeE
(hr) (hr) (hr)
1% |10 [92.0]146,2533]7[132.0{23.2,inf*"| 3 [ 146 | 132,686
5% [27%ea.1]4L5 1121111121402, 123.1]16] 42.7 {30.0.1033

1o IR
2 0 2R2341 ~ 3R2B1 ~ 4R 141 ~ SKIH

14.1.4 IS m Ry #1502 H AR = IR REER

DB SR8 » IRIK » S 1~2 K% EilPeramivir 10 mg/kg (FEEE
60 kgLl |- BRI R600 mg) » 1ISBICAE H ~1SpR) Uitk i i
IRFRIF A7 3R 2 7.9/ NRF(OS % S HEER ] ¢ 21.7, 31.7) « EFNRIEEIR
RRAPIRFIE] L RFAL  RAFERA L PP AL BANER LR - AR AT <
TP EANER12FR

U AREEE A BURRE IR AR AR IR A (5 )

i n iz #(hr) 95%{E Rl ]
0~ <25k 12 31.0 20.8, 50.9
2~ <655% 20 264 17.8, 68.9
6~<125% 46 25.6 20.8,31.7

12~<16g% | 37 29.1 209,363

12 (RIS BRI SRR IR AR AR IR AL (5 )

PRE n iz #(hr) 95%ofFHE L[]
[BS 105 253 21.2,30.6
2K 10 478 294,913
14.1.5 DU EE Ty 5 2 S50 2% vt 5 — IR ARG ABR(Study BCX1812-

305)(#ZE201 743 H3 T HAAESR) 1@

ARG R R ~ BARCME ~ 1R BIREEE  DUS IR ~ REE G
K750 B FRRE Ry S 82 PR B 2 £ 48/ N A A 52 B 2 B
BRI N Bl Peramivir (1321755 15600 mg 5 2 1255 %12 mg/kgE
BRI R 5 5600 mg > 26944 52545) - Bk Bl Oseltamivir
(IR2R » $RBASK » HL15845250F) o HUUREARAR BN ] b 67 837
s PeramivirfH 79/ NF; (PU43AERE © 34-122/N\FF) ~ OseltamivirfH 107/)\EF
(P95 78R ¢ 57-145/]NKF) -

5N =" (24/11/19)

()]

142 BERZEERBRREA

Peramivirhf T F¢ .2 B TSR AR E S MR35 B RERE(1)] -
B398 TR L FEHY EE S RIS AT TIVRERS ~ B - 2l ~ B
RIS BR PRGBS (Study 301) » FE5 A AR BR 72/ MR » ER
B Peramivir 600 mg - HHAEREISK > PRI _FAHEIERETRAY - BARED
LRI AR IR AR I 2 R A ACE I - - SR B R IR
FEf#(Time to clinical resolution) 7 Fffii] » HEF BBAIAIEIR LS STEAE
AR (B ~ FURBIRIRE ~ PRIGHSR ~ BoHsRBGHEIRE) £ 4%
TEIGARME > WHERF A 24/NEE © BeEPeramivir il A E I3y A Bl B
%T?%%ﬁﬁﬁﬁ%ﬁﬁ?’ﬁﬁ%ﬁ*ﬁﬁ » FRRAR AR R P AT O AR R A UGS

3 “EHE 3 o

16. BRAEEFIEEE

RapiactaZEaEF Ik SHK > F360 mL - 148%(60 mL)H+5 Peramivir hydrate
349.4 mg (FHE [ Peramivir 300 mg) BRI EERE Fypolypropylene °
Bt it | 25°CLL Pty

PRAFIIR © BRI

17. MABEH R

HAWAH AL ERE ©

* VURYH A HBURERHSIE IR B - A1 AFES% B Rapiactall HiE
AIERTT Ry BRI B B Al R (5 R R R BT (5.1)]
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