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(7 ERF A5 FH 70 B3 R 5 24 470 R S e s T 288 24 P ) 5 A e s TR 32 2148, g
e MBS AR RS o« DRk, > FORZGWIERRIRT, 5535 D1l mE, ok AR b &
B2, % SLEMs H IR ST Vb B R T R IR
4. FEEERPIR 2 (NSAIDs)

ERIRAE I R AT AIE FE AN RIS h B3 15 BIAHOC S5 18, (H VR IR 25 A1 E
ES AT 28 2510 FH 2 1Y 0 A8 rhoRX o 28 2R 40 PR ISR el 42 7D XS
5. fEK QT R ZY)

A PR TRk B B R 5L G Vb B R A G KK QT [RIIAE F i 24 ik FHL B B
TR RCEMEAE A . CUIESE T 2RO 0w 24 2 M i SR AR B b R S v b
B RSB JE 0 KA — 2P K QT IRIMARIMEF o Rk, ek b0 bR 5L vt Vb
B5 TA A T K P00 AR 2 RN .

[25%id & ]

B DR 253 2.8g, AMERHA RFRAE . IS &G
B, RHERS BRI R IRy . T RE S SRR 3 QT ML K, R T O
FLRY, JRAFAIIEE, AR IR RIS LS T B & S N SCFRRYT . A B
RIS VR AT 27 IR 00 vb B R R ER R . 20 3% M 9% S u b &
PA 2% A1 4.5 % 180 4 4k I R AT 7 400 T o e e 322 82 B R B8 At R L0
(PR

BAFIE AR 2000mg/kg. 500mg/kg il 1500mg/kg ThER = PGV &, A A% 5
FEOCR N RAEEEREIE T o K5/ BRS8N EUE R 29 100mg/kg .
IR R DAL P2 R G5 (CNS) R AL RGUAEIR Wil 3 70 T R Hhi
N IH: GV
((i1Z3Re )

1. BHXRERSMERE

— ISR E TR XS X BRI, VY T SRR SR B

(400mg & H—K, R 5 K) MBS % S REMRITIE N . &0t i3k

FISTWH3 R



M 629 L EE, MEMREPWEF SwhisRF (500mg & HWR, ZEH 10
KD AT T L TR TR Z e 7-17 RIVIGIRIG B3 . EHRIREEIE
I RYE B3N 89%(222/250), Tadi%s 2= A Bl RIE B3R N 89%(224/251) .

R 5: 1R B 2 R R T VRO B E A RE T VAR B R e AR (B X RE R B RE)

I R B ENENN Yy wNERA
JIi ¢ K A 16/16(100%) 20/23(87%)
DLEIE AT B 33/37(89%) 36/41(88%)
I LI A B 16/16(100%) 14/14(100%)
RN OAT S| 29/34(85%) 24/24(100%)
S v (3 A BR TR 15/16(94%) 6/8(75%)

it ¢ v B AH B 18/20(90%) 10/11(91%)

IR B PU VY IR TT A B A KR CGR R KO« il 2 BE 3K T 100%
TG AT B 89%- FIILIEIE MAF B 100%. RHWBEH R 85%. 488 il A1 BR 1
94% AT 5 5 B AH B 85%.

2. H:XIREGEAH R

TESE AT B —TUBEAL . XUE X FRA I RS, ) $hER 2770 & v (400mg
H—U0O SmAlEwsifsR r (500mg & H WO 67 & lm R A A
TE B A A XERAF R 28 1 J8 8 0097 RGBEAT 1 . PRI 474 28

(o 382 A BEE AN 14-35 KBV VI BEAT 1097 201D . SRR 5L
WE R A S R R A, PR R VE A B I R R R 5
95%(184/194)F1 95%(178/188).

TESE [ AN E AT B — T XS XS, X RS E IV/PO
FPET4A 2 (400mg B H —IK, ESEZ) 7-14 K) 5 IV/PO FME RSN R 25 (i
b B B S D D) B TR T G RN TBOR S 2 UE W AT 4 X SRAS it 58 1) 28
BT ROEAT T . AT RILAN S16 4 (b 362 ZLEEEAINGE
7-30 RIGIT G VIR EAT BT R0 M ) BRI B 7 b S8 2L R R o ) 288 0o TR 4L P
I A A 253 N 86%(157/182)F1 89%(161/180).

FEFE [ LAAM X EAT (1) — IO IO S LN 628 44 f 38, X Eh IR S/ b &
LR S AR/ e L GERR 2L TV/PO JPEi4h 2 (1.2g Hilikeh 2, & 8 /NI —1K/625mg
PR, 4 8 /N —1R0 BZE 25 8A S fE IV/PO whid R (500mg & H P
O BT T ECEL. WG RS AR 3RS FDA [tk 25245556 5-7 R,

Fl6 W H 36!,



RSPV B M PRIG 1 F0N 93%(241/258), U1 BT 52 PU AR/ 58 1 4ERR Hh+ 50 i
3 (85%, 239/280)[ = IUVbE HXIRZG G MEE RN 95% B A5 X A 24(2.9%,
13.2%)] . 55 21-28 RiGIT R Vi RIS, W EH K IR IG &FEN
84%(216/258), T Xt 245(74%, 208/280)[ F 74 b 2 5 % IR 24 1) 16 fir R 2 7 1)
95% B A5 X 8] M(2.6%, 16.3%)].
4 AL X RAGIEMT R (CAP) BIFFU440 IR B 73 2R I ARV R U03R 6 P

X 6: HHEHEDRNIBRIEEE (CAP HHFILEHIE

k| HRE/RY R

Jiti 8 % K A 80/85 (94%)
St R 1720 (85%)
Jiti %8 v 75 AH B 11/12 (92%)
TLEKIE AT B 56/61 (92%)
Jiti 98 A% Ji 119/128 (93%)
Jiti 98 3 JiR 73/76 (96%)
QNI A 11/12 (92%)

3. HNEZZAMABEIRE (MDRSP) 3I#EHIAE X IR M 4

ERER S VD BTG R TT T £ 20T A EER R MDRSP* 23 B8 #k 51 A A A X 35
BYERT % (CAP). 1E 37 % B4 MDRSP 43 BRI Z W B, 35
2B (95%) TEIRYT G LI PR AN i 2290 1. B TR yT B NI PR vA
M E FIREERME T s,

*iif 22 2 0 il R BEER B (MDRSP) 55 2 5T O 50 vt 75 2 2= il 48 55 Bk B
(PRSP) MJZr B MR LA KT FHIM R B A B AR 0 Stk: FH R
(MIC>2meg/mL). 5 “ARCKE R (. kv, RIFNERRZY).
RFR) LA R A g /i e PR A
K 7: RABBREFYEIRT MDRSP CAP (A FIIRREAENMEFERR N

EERATIT R
BURM: R G e PRYE B2 M FIRRE
n/N* % /N° %

[ER=E= 21/21 100%° 21/21 100%°
i 58 Ak = 25/26 96%° 25/26 96%°
it KA A i ¢ 22/23 96% 22/23 96%
i P 4R I /i i P P e 28/30 93% 28/30 93%
[EILEZNEN 17/18 94% 17/18 94%

F17TH H3®T



a) n=lAEMEE AE: N=EA MDRSP [J#& A3 (JLit 37 4 B bkl

b) n=iAEAEE AEL GENZR KSR K); N=HF MDRSP fIEH A¥ (Lt 37 L84
HIEED

c) — X EEWINPIRIE 7 B R 5 B 2 AN SRR A i 24 1, (LI 23 B R0 7 A 2 A Sk
W Fi A o 128 AN N T IRIR 2R 500 53 5 AR R B P

d) BI&EHmER. i ®M4E 22 MK K AR E 2.

FEAERTAT (73 B R A Bl A7 S0 B PURT 25 A R 251 o VA RARRR KR

WK 8 Fion.
K 8: MLMREERE GLXIRBHEMR) KRG BRMYHE R KE
ity 25 24 it 58 BERR TR I RIE R P A KE
i} 2 Fhdi i 24 12/13(92.3%) 12/13(92.3%)
iy 3 40 B 24 10/11(90.9%)" 10/11(90.9%)"
i 4 470 B 24 6/6(100%) 6/6(100%)
i} 5 el bR 24 7/7(100%)" 7/7(100%)*
PN 22 245 1 98 B K B 1 B IHLAE 9/9(100%) 9/9(100%)

a) % EHHINEIGE S B RRI 5 RIEZE, M BERRI 3 R . %R E RN 5
TG 25 B 73 2K
4, DIEMEHHEEER
TE3& BT (0 — TUNE XA 7T, 0 ShBRBETG YD B v (400mg B H —k, &
252 10 XD 53LMk N (250mg B H PR, B4 10 X HTHT 2k
R 1 A S 6 I DUIEAT T EUE . RGN 457 440&E B T AU T it i
R TEVD B  H 5 ShAR AR VRYT S B 7-21 RIEAT IOYA A G U ML () 11
R GAREEE) 73018 90%H1 89%.
AT T —TEAERT I TT, DASCER AN 1 2 B R PP A0 RO S5 R R IR 2
bE R (400mg & H—K, L5257 XD IGITIAE RORE .zt s, &
HATITEFR (n=336). JBITIEEE 21-37 KIATHIBEVI UG OLRT, fili 6 BEBREH -
IS Ath Sy B R R LA BRI PR VA T 28 RN R KB HE N R K R A N 97%
(29/30). 83% (15/18) #180% (24/30).
5. AES TR B JRA R iR A R e
FESR EHAT I —TBEHL. XE . PRI ARRES, * R R (R,
400mg & H—IR, B4 7 R HhBEFEHKRE (DR, 500mg & H =K,
TSR Y] T FOMIT RORAT T LB A%, A 30% 010 3 TR IT AR A PRk i
8%IBIT T 16%IRITIE BT 58« 20%I6 97 M, 26%I69T Fofth i kg . SRR

F IS8T H3 R



SV R AR R HH 17%H 14% KB F AT BT (DIFR 5| ki
8D EHIREVGYD B A LAz R SR ER TR A, ATVEAN B B RS R il
89%(108/122)F1 91%(110/121).
6 ARk R IR AN Bz Jk 2H SRR G

52 M B AN R R A S (eSSSD AT PRI IBEANL 36 P HE A ES . — T
FE R, FEEIEX T, MNEREYE VPO P42 (400mg
REH—IR, B 7-14 KD 5 TV/PO Xt R B- P9 BER%/B- P9 e & B30 1 75 F 1
TBYT cSSSI R YT BOHAT 1 LI . W3RN 617 45, Hid 335 L
& A HATIT BT o 73— WU I BRI IO 5, % $E B2 578 70 B (400mg B H — X,
BB 2 7-21 KD ST B- A IR/ B- N R G B A7) TV/PO P B4R 25 H TR
J7 cSSSI U HIE ILHEAT 1 LU W T 3L 804 44 (6, i 632 & d
ERHATIT RO . XL T, ERIR SR VD B A A 3 A 55%A1 53%
(AT F ARV S1REGE O, 28 BhER A M AR & B 1R T AT 6 75 i —
51 IR T BE IS W R AL AR Ak, IG5 SR 1 61% B9 K P A 1 90%.
IX ey 12 550 R ZE U 5 B 6 2R AR AL . RT PP BRI S Ak 18 3R DL R4
T 70 2R B PRVE 8 3 3k 9 AR 10 Fos

R 9. H MR ORI R R SRR G BB 1 B AR I PR YR

A HREGAYWE xR 24 95% B {5 X [A]*
n/N(%) n/N(%)

b= 125/162(77.2%) 141/173(81.5%) (-14.4%, 2%)

[ P 254/315(80.6%) 268/317(84.5%) (-9.4%, 2.2%)

P RS A MA@ R ER (YRR
R 10: Bk Bz R B IR SRS 28 3 W R T 0 R I R VE A

T3 JE B HRE/RY R X2y
n/N(%) n/N(%)
v (] R 106/129(82.2%) 120/137(87.6%)
R FA A8 PUARBRURR IR 73 B D °
PNI7LNE] 31/38(81.6%) 28/33(84.8%)
JIi ¢ e, B E B 11/12(91.7%) 7/10(70%)
BFVE) T b 9/11(81.8%) 4/7(57.1%)

a) AR P AR BB R AE B Se it s il

7. BRVERE S P RS
SRNERE I IR BEAT 1 PN TRBE AL 7 X B

FI19OW H 36T

—BUNUE WS, FE




FEAL LS IX AT, WL EPGILE IV/PO FF 425 (400mg & H—k, HEL:4
2 5-14 R 5 URBL G AR /At i U I 5 Kk 25 24 5 11 IR BT S P A/ se b 4R TR 97 B
RGNS (cIAD B3 CEFEMEMIA . . PR 2 FLIR R R R & W 28 £l
(RIF7 ROIAT T LA ISR 681 4 i3, Hon 379 2 BBE W AR R TV
i . H—BUNEBH ST, RSV E (400mg & H—K, HEL:452
5-14 KD 55 3Lt b e Ik 4 24+ R R i K 265 245 i 11 JIR B S 8 AR/ e 4 R T3
7 cIAL BFH WG OLEEAT 1 OB, W RN 595 &4/, b 511 4 B
AR TN 8 o IR AT VAN B AR 2 F RIS RAE B Mg, 204
25 5 KU GA @GS VAL 3 EAT 58 25-50 REEVI A 10323 o IR AT EA
AR LRI R IE R 11 FioR.
F 1. SREEENBRERERNIRREEE

i EENE N X2 95% B 15 X [H]*
n/N(%) n/N(%)
ek Cai 146/183(79.8%) 153/196(78.1%) (-7.4%, 9.3%)
JHG i 40/57(70.2%) 49/63(77.8%)" NA®
A fife e 106/126(84.1%) 104/133(78.2%) NA
EHpr Gt 199/246(80.9%) 218/265(82.3%) (-8.9%, 4.2%)
Jiefih 73/93(78.5%) 86/99(86.9%) NA
AF e 126/153(82.4%) 132/166(79.5%) NA

*ERR YD B X R MIRA B (RRE Y B2
a) HEBRN A TE AT 48 /NN T AT F RIS
b) NA-ANiEH

8. W%

F T A0 B 22 AT AT 14 7 T P S5 O TGV il B2 3 v T e h R s v b 2 1
A RERE ST . PRI, 33X A& RS R A2 J2E T DA h P A L T J 1) — T R AT
TE AR SN 5 B SR 2 AR 3 7)  H 0

LA it B I AR N A R, JF e T —TRENL. BVE. R0
BE5E.20 HAEPHERAEC10 RAERE AT 10 HOERE R 1271 £ (£SD )N 100£50LD50
(JEFE N 92-127LD50) HIRZEHR /R AR AT (CO92 Bitk) 5. =i,
S v BT BRI HIS 2R AR BT B BRI (1 S N B R EE (MIC) 2 0.06meg/mL. FF
BRI 4 AN, BRI NARLE 2577 g TR B BU BT, #3517 10 X
TRIT . TETFIRWRFEAA 29T, Framt s sh s R #, AR AR % HR /K £k ICHF

F20 W H3RT



B D). AT G 83-139 /NI HATE] (45 11519 /NI, #5252 2711 10/10 (100%)
RENPBET W AEIRIT ARG 30 RN, SEPVEIRITAR 10/10 (100%)
RS AES « 5 R AEAE L, SEPavb BRI T R B E B (AR ZE R
100%, XL 95% A5 i B A5 X [A1°8[66.3%, 100%], p<0.0001).

TEM B ARSI A v, 5 22 RGRIZH AR EL, BE7E V0 B B AR A7 23R st
HA G W5 M, sChvb B - 33 i 5% i Bk B siland 1 IR bk 4 24577 %8
RIS 25D I R P o BBk IRTE 400mg SEPEILE AT (£SD) IR
(Crax) FIRZEFERE (AUC) 435N 3.940.9meg/mL F1 39.3+8.6mcg-h/mL. %
NAREE 25757 RAENARL 2GRN 400mg) IIARMEER, fE4525— RIa 5 uvp
BEHPFY) (+SD) IEHREEA AUC .04 7751l 9 4.4+1.5meg/mL 1 2248.0meg-h/mL.

[ 2353 ]
ZiEEH
(1) 1EFIBLE]

BEPGYD B EA T R TR R B A I 8- H SR e VA TR S B B 24 BTG Y
BAEARAMNE /R AT S BV . B DA . BURR B AN ML R A
SCIEAR L AR AN [ 3 BA ) 1S B i

RN T PR Rl LAV . 30 4h 53l 2 %) DNA R NFI7E
DNA S|\ BRIz S .

TG BRI AR P AR A 1) 2 B T o B R A7 T AR R B AR T Ak B A
—H.

SEPHVD BEXF B- A S AT DR FA P TR S 245 10 4 A1 AT 280 o it R 44 ) S 56 5y
PIRERLIESE, SEVEYD AR S I o

() %

SFENTFERE. KR RIS FIFEES KIA N BRI KM 25 1)
i AL AN S0 S P8 VD B BT R 1 o S b R RO S i B 245 T T A8 X 2412
A AR DT A TR 241

SPRYL R 8-FAREE 5 8-S 70 A HE B AT 0T B 22 BH M B v Vi PR AN 24
RAFPURIE SR o TE R 7 A — BRI EERE P L 3304, Z 3 3hHMTE N
Vg P 2K 245 P 1 i 24 LA

F20W H36 ]



WAMRLE IR G £ 2048 S 7 RE SR 1% bt UG S 16 b B2 1 24k« s L
L ZEARAR(107-107"0) o F7 51t 45 40 B 5 R AE AT 2 7 70 B MIC IR BE I LR A MIIC
HA SRR,

5 A v G AR 25 2 TR AEAE T 24 o AELIRE ) — it HAth g s i 288 24 i
2] 1) 2 O A R R DR A B X ST b B R

(3) X N7 b #EAE

FEP TG S CIRER R B VE Vb B B AL oW S 3 R A4 A . KIGIRA T L 2F
FAFE R B ERE . 50 BT IR B R AR SEE (LSBT B . BT B
FNHACBERR B S5 (iR, IR LSARLAE I JE AT AR IR, R R IR AEAR 14 7
o

(4) AAMAIS U

U T JEE UK M 24
AR
BB I

Jils 9% BEER B, 035 2 F i 24 il 7% B BK 5 B ik
[MDRSP], 4% CL A1 & 5 & Wi 25 14 fk
(PRSP), Mt FiAHuE &R R pFp el 2 ik
K25 Hbk: HHRMIC>2pg/mL). 5 A3k
MR nskfamkr). KIWEERZE. IUHE
e, HAR NG T I

A AL RREEBR H *

K RHEER B

B BRTA

oK

{5 FLBEBR TR

WA ¢ EE 2R bR *

2 EERR T *

SR OEERE (BFEPEAREURER) * | SO EKE (/A m D
B E +

A %] BRI

RBHEIERT CELFE F S PU AR BBUR BT D KB FRE AR 2
e

4 100 H] 2 B R

NG EaEEN

JE§ A R BRI

A5 7] 4 BR 1A

A HEREARAT

F2WHIIRA



FERE QO T B R IR B R BURE )

* /o LIRS RE N BURR TR 3 S5 LAt v A s P B A A X
B VDR UG HT MecA S PR 93 ) R 4R P AR TR 24 81 26 BR 11 (0 4491 MIC fELAE HARURE
Wo Pt WSRO DX E PR AHEL AL a7 2

U

o 5 UK

[LES]

B

SR LI B (L AR P2 gl T e
i)

AL SRR AT T

AR S B (AT A A A BN B B
) *

1 H % AR T

KI5 T *

il 2 e P A T

PR A

P

A AT

BH A AT i

Hh R AT

B e iz A T

CEES LN

FICE LR

PR E R

WA SR SR B R

T AT AT R *

WA

JEE R EERR 1R

AR ()T R+

w2 SR

W7 IR 2 e

* /% 20 UE SE RE X REURK IR A AL A I PRI R AE AT 2L

U

Hh LUK

M 245

PR

I

B P AT T

e 55 FUAF T *

YA B

Z AU B *

F2WHIRA




FTEAURT IR

AT &

TH A K R Je

MR B T

PREAUN I 8

AR IR L

DRI L

HEKKER

AT 1)

7N 1 *

EZ

U

|
W
&

e

[NES]

FoAt

Jili AL A

IO IRA Ji A

Jili 98 SRR

INEO AT

SR

W it 2 141 T *

(EIE R AN S

* e CLZEIE S B RBURR PR 5 BB v P e RO RS 2%
X T S LA A FRBRAT I 24 2 W] e e PRI [ 110 038 o J) 30T 24 2 7T
BLE, FFARIRTT ™ B GL  _EaR AR S MR R 45 R T RIR R W e ) 2

TR BP0 B UK.

BRI S IKAN D IRSS T 0.4g SRR PE V) B 1) PK/PD ELAL.
FTAEBE B 1) AUC/MICop 1 KT 125 H. Cra/MICoo A 8-10 I PR YA 8 1A
BE. T2AFENSHEEFEEAK, AUC/MICy KT 30-40.
RN EEBN ORSG T 0.4g EHIRSEPG VD (¥ PK/PD I SLME L

EE WV

Fitfik

Ak

SH(PAED

AUIC[h]

Crra/ MICo0”

AUIC[h]

Crnax/MICyg

MICy
0.125mg/L

313

325

279

23.6

MICy
0.25mg/L

156

16.2

140

11.8

MICy
0.5mg/L

78

8.1

70

59

a)lh #

F24 W H3R




BEMA

RSV G AL ER R 25—k, FRIERL G B O IR R GRSt
Ry E BEA AR ) L PR e 8 28 G (O PRt R R R (R BR  R B 068 14 J g - v
FAMIRGE), X LEAR TR R K A H h R S vE D B2 S B

FERAR A BEAT ) JR) 3B 2 PRI 70 ey, Sk S SRR S vH Vb B J R H IR B A
M 52 AE G . 2Bk NS 2505, Sk A B 23] WAR PR3k, s RiE G
2Bk ]S SRR SV AR

WAL

Ames {5 F 4 Bk (TA1535, TA1537, TA98 Fl TA100) MBAYE, # E
YPEL HPRT ) 28 AR50 A1 K B 5L 4R ) UDS 858 th 5 9 B . 5 oAt i
WA 23 —HE, SRIRSEVEVD B X TA102 [ Ames RI& A PHE, AT RS d1F H 4
YA AT o A MRS s K B P V) B (300 pg/ml) AT S B0 4 UK V79 4
IR R RN S r N TP N R N G W o] 5 R e SO b P N SR g
FOR N BRI BRI . Sz, AR 0 45 R 78 7 SR T HAR A (1
R EE M

A

PAKRER S S HEAT BB AR RO 7R W], $hR S e v B ] LLE I iafit . Xy
KRB (22 1 45 2R IR S AR (22 T 45 2D I FE 3R B, 48 T 3000 B R R B
SR FHAS A= B 185 . R IkeA 2 20mg/kg AT W5 3B SR TE . %0 7L 45
R ORI RIS 2500 B B OR B IS — B FENRITIREES, AR
FERAEFRIEIN . FEORE, 228 T8 2550 B I 24k AR IR T 7RV A P A
HRBKZAVIFIER 63 (3% mg/kg AEIFED B, HIUREAERD . R
FEMEZ | R KT SR — R P R R R4 BR RS S NS IS

Btk

HIRA KRR S PG v0 B B0 AE F I8 U I 50 0 R AT, (R 28R4 T 1 5%
DR AR SRR ARG . A, R BRBEAT 10T N S B A F gt i e (15
TR ) o R KRR A5 P A e T 8 A e B H A B0 R B

JaEEE

R FL UV B XOGIR A E HIg R MEARAC . ARSNGB Pl 56 1 7R #h

F2 W H3RA



FRSLPa Vb B TR A AR VR R S 2457 /N o 45 /)N R — e VA i 288 24 1 5 ) o
R SR AMER, X LUrE T R S 2 ) T B IR AN R (R BURAE F o AR AT R BR LT
VO R IEBURE AT I, 1ERIEFE W T IO A e s SRR S v v BT AR Rk B
B

L L

R JEE 1) R R ST v B o T AE IR AR B IR A, BRI S8 QT 1)
WK, REOHTRT 90mgke HEFEyPRIHMTHIENT, FHUNZAGKE KT
16mg/L, 5li2 QT MK, HARMILOEAT . Y BRE KA 25T 50 %
NHFE0.3g/ke))a, 7] FHBUM 25 FE>0.2g/L( = T ## Ik 4 Z576T7 W EE R 30 %),
AT I AR S A (1 = A O R

REE 1%

REABEL LS 6 RN A RRE . ERWAET, ST EfE
(>60mg/kg)if ML AR FE>20me/L, 1T 5 FLAL M R i B AR Ak, AN Sl H B
P 22 4

KATREME

ARFI AN, W AR 24 R] DL R AR S B ) A 7 B G O B AR
A3 RSN AF R IR ST B3 1 I SR R B v Vb B B /NG T 4 2 7 B R A B KR 9T 7R
(0.4g/50kg NAAEE) ) 4 4%, oA 249K B2 LEAER 1R 97 77 B I Il 24 9 B2 vy 2-3 i
(2R3 71%]

I O o TN AT N 271
The

SRR ORE, 8 HETRRI R SR AT RV A
90%/ . PRV E SmllE (RIED T 500 Rk BELAGED FIRE, A s
PEvb B R .

SPEWEYS 1 AR FIRA 204 B R ISORE FE BRI (AUC) F=AE 2

F12: BIRELZ R AAR 400mg EFGIDE JFH) Cprax A1 AUC FIE (HFHEE)

Crax AUC AT
(mg/L) (mg-h/L) D)
HIRORE 2 3.1+1 36.1£9.1 11.5-15.6°

F20 W H 36T




{i# A (n=372)

ZIRAMRE Y

i FE ) 474 55 A/ L Ve B (n=15) 4.5+0.5 48+2.7 12.71.9
R B2 4 B PR S (n=8) 3.8+0.3 51.846.7

i FRE 2 A7 Lok S SR (n=8) 4.6£0.6 54.6+6.7

g R A 52 53 1 B S8 (n=8) 3.640.5 48.2-+9

fi BERAE 3 L1 B B (n=9) 42405 49.3+9.5

a) AN [FIAHF 72 1R 381 Vi
F13: FIREEIR 1 /DI EEKETE 400mg ZEFEYD R JF K Chay M AUC “PEME (LhRUEE)

Conax AUC 3
(mg/L) (mg-h/L) (@N:np)
IR KR 24
R ()4 42 55 1 /A 1 R R A (n=56) 3.9£0.9 39.3+8.6 8.2-15.4"
B (n=118)
P E(n=64) 4.443.7
L E(n=54) 4.5+2
<65 % (n=58) 4.6+4.2
>65 % (n=60) 43+1.3
Z IRk 2
B R A 52 55 1 3G S (n=R) 4.2+0.8 38+4.7 14.842.2
#FEREEEEE0=12; 8 A B,
4 54t 6.1+1.3 48.2+0.9 10.1+1.6
B P(n=107)
P E(n=58) 4.2+2.6
P (n=49) 4.6+1.5
<65 % (n=52) 4.1+1.4
>65 % (n=55) 4.742.7

a) N AT FE A T
D) Cruax RV S5 A IR 1R DD
1E S T B CHRLIR IR 1200mg) Y P, if 2459 B 5 7] 2 s LU Ag1 - v
I3 Bk 2 HA PR TR) (EhRvE22) O 12+1.3 /s & H—IK 400mg 4524
I, ZEAFE 3 RIGIARRES.
B 1: BH ROk 400mg (n=10) BRFREKEE 400mg (n=12) EHREFEYYERIRFHIT
Wreds MR E

o

F2T W H3RA



S

Gif}

Plasma Concentration (ug/mL})

Lei)
1
E L |

—@— oral dose
—— v, dose

o
1
———

Time (hours)

RV RS MIEEAME G FLN 30-50%, SHYIREAHRK. EhbE
M7 A B RRAE 1.7-2.70/kg Z18]. BEPRIbBAERN 2040, HIUREE T
M5 . £ FIREGEEKRE 400mg Spayb R e, CAEMER. SNSCTE il
Yoo SERGRE. BPOKIER BTG B i LA A R AR L R (A e ) 8 52 7
WE. HIREGE KL 400mg FPG0 R )R, FHSRARR NG = 2k
FER RSN 14, SE00V0 B NG B 00 15 IR BR g 2R AR L
R 14: RO REFIKHEE 400mg J5, ZAEDENAZIRE CEYEAMER) MAEME

MZWRE

H AN N 25 E R RIR B HAR- MK LA
(mcg/mL) (meg/mL B mcg/g)

WRIR 2 45
Jii v, 1k 4 5 3.3+0.7 61.8427.3 21.2+10
SCE R 8 3.3+0.7 5.5+1.3 1.740.3
b R A A 5 3.3+0.7 24.4+14.7 8.746.1
5L
R SR 4 3.7+1.1° 7.6+1.7 240.3
7 B R 3.7+1.1° 8.8+4.3 2.240.6
BEN 4 3.7+1.1° 9.8+4.5 2.640.6
Rk, Wi
I 5 3+0.5° 2.640.9 0.9+0.2
J R 6 2.3+0.4 0.9+0.3° 0.4+0.6
HHEILA 6 2.3+0.44 0.9+0.2° 0.4+0.1

F2 W H3 T




i s

e R L 8 2.9+0.5 7.6+2 2.7+0.8
IS ) 10 2.3+0.5 3.5+1.2 1.620.7
e 6 2.7+0.7 2.3+1.5 0.8+0.4

a) IR 400mg 452455 3 /DI, DIE VRV T A KL BRI ZURNE YK L R
AR BEAE T 2 ANFHIE S5 SERIEAESR S FIAAZAIE 3 /N IIsE

b) N=5

¢) N=7

d) N=12

e) RMZGYHAREASEGIRE.

RE) 52%I 1 IR 5 B K 45 24 70 5 DURST 6700 1 BR AN AR IR 8 45 & i % Uik
ITARY AR PASO REAS 5 VGV B AR, 3 BAZ 3081 B2 .
TR R ILHUY) (M) (5 SPa Vb 45 2570 51 38%, FEL@d # M H . K4 14%
P 1 ) e ik s 24 7 Bl 4 P T R Y BRI HE ) (M2, SRl PR
M2 [ 111 24 V34 B 20 9 REVR 2590 60 40%, 175 ML F9 I 245 3% B35 30 o AN J2 S i b J R
FERT 10%.

41 £ 2R (CYPOP4S0 B AR SMTE 72 R , S 7570 B A4 CYP3A4.CYP2D6.
CYP2C9. CYP2C19 5; CYPIA2.

He it

RY) A5% BTG 70 B RG] R0 e ik o 24 79 2 DA R B 2 e i IR &4
20%, FEEHL) 25%). it 96%+4% ) M ik & DAJR AL 2459 85 2 0 i AR Y
AR . R EARIE R EIE AR IE (HhaAEZ) 40508 1242L/Mh Al
2.6+0.5L/h,
2. WRENBRENI 1%
ZEAN

16 LR ZEEEE (8 BhM; 8 L&tk M 17 BERKMFEEREY

(8 &M 9 Ailcth) 1EIES: 10 KRR 400mg =AY R G, ZiaEmAA

BN IR ISR BT SR 16 ZIEFENBHEEIES B LERN: 8 4L
FINOBIR O R 200mg 5PV, fE7 N 52EF NH 4 5 G 12 (AUC M Chax)
RS RN Gt 2R, IR A,

NI AR AR T . AR KT T AR 7T, 7R B K 400mg 757D

F20W AR



BJa, B BEERESS RN W SRR 5 R B A

JLE
AR ZEAT S PGP B AE ) L 32l 7R N I 254080 11 220 5
el

23 AR B2 (19-75 %) 24 AR ZHEZIKE (19-70 £
B H—X MR 400mg SPiyb 2, ELLRA 10 K25, ahszil# i s AUC
H Conax 73 B EL B 32 R 5 8% 16%. 4% etk 22 i, B2k 5 &tk
Cane NS erIpA L VIR TE FoE

X 18 SRR L AN 53 M AT — U R & 400mg BT, ZBE T (9 A4
B 9 BERSM, W RENARI FLRER, kS5 AUC
B Conax HILZE S0 AN TARIEVE T
B

FERH—R AR 400mg EFEW R, HA B2 M2 B RS 244K
IS E IR NMLL, P Cpa N 4.1meg/mL, AUCy4 A 47megh/mL, &
LIEHN 14 /N

HIIREA S

BRE. PR, EEEEACRIE T, SV E MRS 1S HCR I R
ik, BHESY AHEFLBREN (HD) sUESENAEBEN (CAPD)
B AT HEENE.

TEXT B ThEE A IE 5 B 40 1) 24 4 B T I — TUR R D IRGE 25w 9
H1EE (CLcr=>30 HI<60mL/min) MEHE (CLcr<30mL/min) B 4513 & 575
V0B P B IR FEE (Conan ) 73 B AR 21%F1 28% 01X 88 H 35 (1) T 45 4= B 2 T (AUC)
SN 13%. FErf REAVER BE BB S o, BRI ERILEEY) (MDD 1°F-¥ AUC 14
T 17 (il 2.8 18D, MEFEHRRILEY (M2) #I°F) AUC M Crax 7311
Wy 2.8 % (il 4.8 1) M 1.4 £ Gk 2.5 %),

%t CLer<<20mL/min [ L% AT 23 SO SR ENA I OE AT 2 (8 4 ILKE
Prif, 8 BIESEMNRIERLET B AT B IR A M2 kG 2, LI
RGN T1% . ERIRIR 400mg ZPYDE G, 1KLL L IB0E B 1 2L B AR IR
BT AT AUC SRS R W WS R AUC ML, HFAEERZE L.

F30MWM AR



LB 3% 7 A 252 B PRI OB AT R B I BV . Conax 8, 51 RGBS 1 3 00
REAHLL, 73 50l FRAEC 45%F11 33% /e A5 o X 46 25 3% B BRIR Eh LA (MDD 2 75 & (AUC)
WINT 1.4-1.5 5. SfEReszila i, ety (M2 17 AuC
BN 7.5 6%, W0 F3Y Conax G T 2.5-3 5. BP0 R IRIBT R A5 R0 2
ML A BAT LG, BB CEREIEAT M%7 R0 % B2 b I RS T 1)
D AP AU 2 B B R IR R S AR AT 5T

LB A 55 2 B SR MR IE RO BT 155 & H — K 1 /IR 400mg #hER 5P VD A2,
B 7 RE, EIUWERFY 2R ik E (AUCss) 51 R 10w M EE
P4 GBI B BB EF R Cre E HGIESEENA IR IEIE BT &
K 22% /e, BE# SRS B T HL . M ypods b A B R IR % A
FONE R HEH D BB R, 58 9% 3% 4. MLTRGE BT ALE SEENA IR
FEZE BT 43 S HE 29 4% 2% 0 AT REEF IR (M2).

JHThREA 4

B, TEATEEA 4 (Child-Pugh A, B 20 AFFEFE. g, 5HF
THEEA A G AR X AL AT 22 51 QT [MIIIRE K, Xk B2 R E FH AR i

6 % FENFIhAEA 4 (Child-Pugh A 2% HEF 10 & EH RS A4
(Child-Pugh B ) & X ik 400mg PV R 5, SP0vb B34 5 25
B (AUC) 78 18 4 i Bt HR & 1 78%M1 102%, “FHIEIRFE (Coax) 43 H1A
XTI ) 79%H1 84%.

5 B T T REAS A 2R o P52 JFE T BB A 4 4 1) B G Vb B TR 3k L HE A 1) T 1
AUC 38T 3.9 % (el 5.9 %) A1 5.7 £ (il 8 £5) o PIZHM M1Cmax
SR T 3 A5 AT (lernik 4.7 1580 3.9 455 . 2L I B 7 /b 2 A B R SR
P (M2) KIS AUC 900 1 1.5 % Clemiik 2.5 4850 M2 BI°F35) Crnax 2 1048 1
T L6 f5H 1.3 £ (i 2.7 f5M01 2.1 f5). DR S A1 & 0 B R L i) 2R R &
BN R SO A BT . 7E— S 51E PRI &, Child-Pugh C 4
B (n=10) 1E 5 UK B IRAR 5 500 v B TS W I ) 2e A5 A ) S va b
B R HACH I 253K 2 5 Child-Pugh A/B 283 (n=5) ML 1b4h, 51
R RE S W 50 UL B 1) I 24596 FEE AR AR o
TBTE BB

F3WHIRA



Xf 32 A REEIEE (B4l 8 &) AT —TURAAL (UVA M1 UVB) AlA] I
SRS 5| A I B RS SR I o A FEAUE S, AR i 5 2 ERIAR LG, FRA BRI
AL (200mg 5% 400mg, fEH-—O. WWEWE (400mg, FH—R) S
ARG, WE BN BEFE (MED). FEiZBFFCA, A 5 W Rl ah 2457 B
IR/ B S 2 AR LG, ARAA B2 R &R BN T2 PR T &
INELBEF

B SRR R AR, AR HMER S RPN () S0 U T 288 24 ) T AF X D R
SEEEVER AR SRR, DR O HA R R AE i 8 2 2 1 o KA A R SR 5 T
EEEEH: BEMERORIE. AN T 805 A () iR
PRIT G A0 2 b ORAP TR A4 A5 FH A 2450 | S e v e 2 24 W 1) P S R 5 22 T
3. AV EAEN

CURT i R 25 IR 3 AR 24 70 1 T B 20 LA R kAT TR

55 A e R SR 2 WD R B (1 —FF, BURRZG AR W) B PEA 1 S b B A
FIF B

5. e, R, e, PIRRET . BB BT ASIURARE AR S 2L
Pavb B 2B )15 AR B S . AR AN AU X s g RFNHE R, STV E
AIREA S B E H IZ CYP3A4. CYP2D6. CYP2C9. CYP2C19 5% CYP1A2 BffX
W 2RISR 2

SR RANSXBT RIS R e AR B e, DR, R
B P B R AN VAR 2454K3) g 2 A AT I PR e SRR S 35 52
iR

12 g e E B FHAENR H & 40/ 8 TR 2 (900mg E AL B 600mg E AL
B, HAESIEIRD 2 /NI AT AEBE R FH BRI HTIR 2 4 /NI 5 IR SEVE VD 2 (B
RO 400mg F7D, BEFGY R IIF5 AUC 405 FEK 26% 60%H1 23%. NifE
MR & BB IR . BibEES . SBMEF (k) DL S B 2 gt A= 2 il
FRI B U ELES /R v BN L I IRORIORE 28 /0 4 /NI B 8 /NI /S iR F 375
WE R
BT 5 % R

FE—IIN 24 g RRERE (12 2B, 12 B2 MR, ik
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ik 50mg BT £ 3%& IR G 22 B A28 24 )5 , B B 7R (F°F- 35 AUC 5 8K IR 400mg
BLPG YD B BRA B B R 45 25T L2 B SF-35) AUC AR L. BRG 45 T A 2 257G 70
BJG, BRSBTS R Coax FRAK 10% 4545
5

12 4 i B IR FERE4S T 57570 & (400mg PRI E 45 24) A4S (500mgCa++
FEEAN T RFI RS 2D, FIEETRYP B2 12 /N AT 24 /N0 A B FRI4S .
RN B PGS B )T AUC PRAAEAT R . St B S ECG 4A 2510 T3
Crnax WEAK T ZEPGYD B BABRLA 24, T I 24 4 FEE Ak UEE IR (] WK T S 78 b J2 i 24
(A3 2.5 /ST R 0.9 /N o 33k 8 22 SN AR LA IR 3 X

TN 12 A REEF WP AT, RIWEEDE (400mg, & H—IK,
HEH 2 KD XHEE (0.6mg, HFIELZ) ) AUC FRAE R 5. His
SEOYATAHINAD, i3 0 P38 Conax 39007 50%75 45 0 MU SF Crnax I ZESRIG NI
AN HAIGRE . SR BA s 45 25 B a0 B o 45 25 00
SLPEYD B 2B 1AL . BV B S i AR 2, AN TR RS A
B i 2 IR
LY IENITS

ST WEIR WG 3, M PIARBREC & 2GR 2 (400mg B H—K, #EH 5
K B, EFIANR (2.5mg B H—K, &L, 1EATGYT: BEESS RE
HHZG) B2 AUC T Cruax 70791 FEAR B A IR & 22 7 25 25418 12% 0 21%.0 AN
i, FEZ A B ARNIRIE & BP0 A5 25 (0 (38 S H AR B AR IR B 25 2 i E AR L
HUE KPR G ARG, IX RN BV AT FUARIRIVETE . AN IX EeAH FLAE
&R BAIERE L.

LS

PR RIS (R 100mg, BH—K, EHBR BAEHHN,
BEPGYL T AUC R Crax 70501 FEAK 39% 811 59% . PRI, AN b 927 iR FH 25 il 351
4 /NEFRTER 8 /N R 452

ity e

FE—TN 11 ZAEREIRERWT T, ARG (CYP450 B 3A4 ]

F3BWHIRA



— PSRN, 200mg B H—K, M 9 KD XSLFEIL R (TEAR Mg 255
7T REIRE T 400mg LEPUVb ) W25 )7 AR 2500 . 1Ak, A5 &
N, BEPEV A R m AR B 2R3 71 %
e

FE— TGN 20 44 {1 53 1 R0 2k B R ORI 90 7, R W5 1) o e e .
RALAES 10mg) X EEFEYPE (400mg HLIRZEZ)) K35 AUC Fl Coax 77 HAE
ORE SN
I e die 2 245

—IRGN 29 4 JE LoV 2R 1 2 BERDG R 7T 7R, 400mg BEPE D A,
H—W, EM 7R, RETHE 0.15mg Ao Brifs 2 /0.03mg KRk % fr) 11 A 38k 2
I ANE] (R MIE 2 . FSH. ME BN LH FOIED BF- it 2225 1 264K
2115
AT T

FE—INN 12 g REEEF RO, NREET (500mg, &FHMIR, EH 2
) AEAEZLFGYL R (400mg BLIREZD) 1B TERRE LS B HEH 10 5576 70 BL A

=

H o
meERT

FE—TRIN 10 Al RS IE A mtsirh, RIERHE T (150mg, & HMWIK,
BEH 3K, AEATINAIT) MR E (400mg FLIRL ) MZRE) 157 AT

AR

St Ko
S

TN 12 AR ERE R, RILEEDE (200mg, & 12 /N
1%, 3ER 3 K) S50 (400mg, & 12 /N1 Ik, #EH 3 KD KRB J2r7
AEARATT 25 S o AL, BTN, el AN s S pE b 1) 254K3h /1% . 400mg
ST VD B 5 AR A A B R A A
EAP RN

TN 24 Al REEF WP AT, RWEHDE (400mg, &H—I,
B 8 KD X R-AI S-HiEMk (B8 5 HEIRE T 25mg VEMD 12530 )15
P AT AT L 25 A o 5 L5 R ) A O 5% AT A S 2 A

F3MTWHIIRA



4. HEAZRI TR

PR 10 S RZ R F R T R, BENLY N 3 ACGE—A 3 A,
FEH3N, BEHAN), AN 0.2g. 03g. 0.4g BLPEYL A, HE ]
990 Zrh, RRRIRSEIRGA 7 Ko EAMERER STV B S B R
RIS 18] 30-60 73 AN S o AR v (5] {5 524X 2 O I T R 52 PR A T e 1T B
LR SV Vb B S A AN S RAE AR I8 Hh B 18] 90 438 )

PS50 fh RSB T & s = AL, BASHI T

Crnax(mg/L) AUC.96 (mg*h/L) 7l &t Crnax U AUC .06 L
0.2g 2.528+0.191 32.642+2.754 1:1.5:2 1:1.5:2.05 1:1.48:2
0.3g 3.78240.333 48.433+3.227
0.4g 5.178+0.176 65.189+4.965

ZHEGH: 10 LAERZHAF G H —IKF BT R 0.4g, S84
10 K.

MZGREELIFES 4 RixFads. BRAE PR E ) 5.35140.533mg/L,
PR EE N 1.084+0.177Tmg/L, & EEENRECN 1.39. 1285 AUCssa4
5= AUCo L REWZ R . FREMLN 14 I, RELSZ
10 RJ5 2iIER N T E

i [E N 254030 77 2k e 45 SR 5 I A ST S A b, IR BE A 75 5%, R &
TR FIKATOR AR BT, 0 2R o0 A SO R R AR — 3
75 ]

B, 25CLL R & ERAT

R TEVD B BRI T AR R A N . K E T LE AR AR T
[ 2]

RALIEHIRM K IHHAHE G ZRET. SHARX I/ & 3 F/HRX2
W/ S IBUOX IR/ &L 5 X 2B/ & 8 Jr /X 2 B/

[ A %081
24 ™ H

FI3IS W HIRA



[ H 47451 ]Y YBH17992024
[#bvE 5 Y E 257 H20244634

(205 B #eA A
2 EHVFATREA N LR E IR AR A IR A F
FMHbE: RV T T X AR % 88 5

A7 4l ]
Zidn e el DR E DR R A IR A
Ak LR T T EOR X AR R R 88
i LS AL LS R 0537-2271888
B G VAL 510 0537-2983615
St : 272104

Wk:  http://www.lkpc.com
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