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A BERMW AR RGERERGL, O A 1R IUE -

DNUE ARG 25 K R 2 i DR A 2 el S ELA B i 259 197 R0, MIZR MR A 187
T2 B e B PR B BRI U AL o TR RS 4 B 1 SR A G BURE 25 2R, 8224 2% FE Al it ik
FEORBDTRIGIT - WSk Z X, b i AT i o SORN G W USRS T s Bh T4
RrlkvRT i

ES I AT 7T F, S6F T N FH R S e £ 77 28 R I e A MR AT R0 i R AT PR

AR MR ANIE TR YT 2 AR G . Wi B2 G OF R L AR R e, SLRDIT
GRETXMERIBUE IR T (WS

(3]
600mg

[REHE]
A iR TT IR G HERE TR LR 1o
K1 FIRMREHES &

HIE. SYBBMHE BUUTE
RYL JLE B RN D4 (ESRIT
(HEZE N %) (12 B KU L) RE)
Bt A SRAF I it 28
FEDXIRAF RN 5, 04 £ K IR B 8 /M, 10 mg/kg 12 /i, 600 mg 10% 14
ik i Bl 0 AR i Bl 0 AR
57 ek R TR AR B R 2 2R
T3 B 2 T 24 1 PR W BR R U £ 8 /N, 10 mg/kg & 12 /DB, 600 mg 14 % 28
ALFE BE R 1 B AR B Bl R B Bl R
A AN RAN KRGS, | 5 SRR & 8 /NI, 10 | BRA: B 12 /N IR
mg/kg Ak 400 m
5-11 % ﬁglzd\aﬁ, 10 | HOH: ﬁlfdxﬂm 10 % 14
mg/kg FARY M&*600 mg

©fREREER A SRS (B0 CERYED

TR 7T OREIHAEIL: KRR 7 RIGE LR AR 34 208 )X IR 1 RSB FR R EE
JPUFHAR R, H AUCHE TR XA JLRIAIAGTI RN 10 mg/kg B 12 /NE4525, il
IRBCRAERS, N5 FE TR 10 mg/kg B 8 ML 2. FrA izl 7 ReUAERHTAE LR 10 mg/kg
8 /MRS Z) (S0 (AR A%E] AR DLEAZD.

T IR i A 2 AR 7 B 2 el 1 T 77 o

MRSA BEGL ) A B3 BCR RIS E 600mg B 12 /N — IR TIRTT

TEARIIERER T, 6 BLEEE I S B (83%), FIZSMefZ e FIB YL # == fH
I SRR B A B IR N dpg/ml, SR RMERETT JE MR . SR, SR AL, JLE R
FR SRS B R S Y R (AUC) (ASL T B 58 . 24 )L 3 B I AR TT 2%
RIKBEAERS, JCHIE XS T FI R B ARV R LN dpg/ml B0 B AA,  LE BT 80P Al I R
FREILERM A G R 2y BRGSO ™ R DL LR (L [ZR30 151 —
RERAEE. JLEA DLERAD.
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[ A FE TR PR 6 10 4% 4 SRR 0, 26 SR 24N W Rk b W S BP0 S B S A
55— R 2 I PR RS T O B R B3 e, I L T R T S WA I PR S X 4 51
O B SR

BUAE B

TEIT R EKIA 28 KI1 7 A T HHBHPE 250 BRI PRI ik, NGk T 2046 91 &35 AVEAR
I 5% T e (1 22 4 1Pk

FEVRTT AR 2 1 B JH AR 2 B3 A BB G (uSSST) IR R TR, 25 4% [ {8 P R 2 Mo e 1) 6 o
FT19.6% 15 I HE 244 0 i3 2 /b R B — 2 5 250 G AN R 6 T B o ei& i
JiE s 20.4% 1A I e IR 5 R0 14.3% 45 X RE 254 1) BB & /0 I — e 5 2504 O
A RFf.

TEIXECRF FE T, $A REM I ERE S, 85% MR ERMEA REM RSP, &
2 ARAEZREE 2% A RF4E. Pl ai WA RFNIEE CRERFE R EZRS
2.8%% 11.0%), kIF ANEFFRHPRAERN 0.5%% 11.3%) F%L (AEFFRHRAERN
3.4%% 9.6%).

K2 FIZEMRZRH A5 R IR O, B BE+

RERDY% A BEH
H = BB X2
(n=2046) (n=2001)
&5 8.3 6.3
LIF 6.5 5.5
Bl 6.2 4.6
X it 3.7 2.0
MR 2.5 1.7
(& 22 2.1
Fe % 2.0 22
D 2.0 1.9
KA 1.6 2.1

"% HE 24 04 S A i B 200mg B 12 /N CTIR— 2 St thiRn 1g 4 12 /NI KR S — K 7e i 85 5 250mg
B 12 /NI IR— R R PEHK 500mg &F 6 /N IR—K: ZRMETEAR 2g B 6 /NI Bk — Ik Tl EE R
Lg &F 12 /NI S — 2

HEAE A DI T b (A R RS DR EREN . BB S BRI &1
Fev AR RIS, SRR, SRR

R 3 ARG AR PG ) FH 25 W BRI PR AT T o, JeeE S8 P BB YR T B R A%
KT 1% M EAEMABER KR RHT.
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REZRRT 1%RRA R R B

FE AT A M R JER A R Jok R 2 Sk e BT L8 1 BEAE
I ZE Wz THHER I e frz
REER 400 mg 1Ak 250 mg I/l 600 mg BT He e o i 2
A 12 /M —IR £ 12 /NF—IR £ 12 /NF—IR (n=1464)
(n=548) (n=537) (n=1498)
SN 8.8 8.4 5.7 4.4
515 8.2 6.1 8.3 6.4
Wl 5.1 4.5 6.6 4.6
X - 2.0 1.5 4.3 2.3
PR 2.6 3.0 1.8 1.5
FE 1.1 1.1 23 2.6
gl 0.4 0 2.1 1.4
R B 1.8 2.0 1.0 0.3
IoH 38 B TR 1.8 1.3 1.1 0.5
I Bk R 0.5 0 1.7 1.0
JFF ThRets & i 0.4 0.2 1.6 0.8
LR R 1.5 0.2 0.3 0.2
TR 1.3 0 0.3 0
S B 4 A 1.3 0.6 1.2 0.8
PRI R IR 0.9 0.4 1.2 1.0

W MR 24 G S AL 5 e 200mg B 12 /N DUIR—K; SkAaliin 1g B 12 /AN EE—X; BUEFIHR 500mg &
6 /NIF IR — IR RMEPERR 2g B 6 /NRTERE—IR: B a 1g & 12 /NERE— IR

FEIRYT uSSSI R T, 3.5% 4 FH R ZR WA 1) R 38 A 2.4% (A48 0 R 25 W ) S8 TR
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552000 LN, B THEERENRIZMRZKIL 28 K.
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N

AR 9 28 M 5 I ™ EEAS RSN R PR TR R P s o A £ A e 1L s

TELE TR KA 28 KT IR RIS, AR 0.1%8)EE R T3 B K
A= iy PR R AR 7 G 50 1) B R RIS YRS R 00 H e 2 R 23 el , <28 RN H I 22 IfL )
BE AN 25%33/1326), ML FiET>28 KA HBLITIM M B & | 5 A
12.3%(53/430) 0 HtARk TS 2540AH O™ B2 ML JF 75 L5 B LUl 5, fEVRY7<28 RIEFH TN
9%(3/33), TEIRTT>28 RIKNEE N 15%(8/53).

JLEEHE

HF 500 p A4 )LEEE NEAER 17 ) BIINRIFFT 0 2 41 50E A R R 25 fig
X)L R e R AN R T RN R

E215B A Z 115 2486151758 (HA 14601 852118, 10268125178 HJLE
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(153 5 R83%FH99 %6 o X Hh 2 BH P T SR G AR B ) L B8 SR 3 AT IO A rp R A8 9 I 1
i@uﬁx%%@zm%wwmﬁﬁ<ﬂm%&mﬁ3@%>%&%Mﬂ%ﬁﬁg%ﬁ
HIFETZH A 5 6.0% (13/215) F13.0% (3/101). %FiX e g X4 ™ B ) R, ik
AR K R RANTEIH, PR L& G5 K AR E /D2 % A RF.

TEVRITuSSSIF ) LE BB T, 19.2% B FH I 45 Mk i 1 28 35 R 141 % 1) A8 FH 6 HE 24 1) 2
HRDHI— RS YA REM . XTI H e IENAE, 18.8% 18 F R A me ik it i
H R34 3% A xR 2500 i 18 3 & /0 B 5 29 MR SR AN R FE4E

R 4. EFFMERERHELGYIN BRERT S, JLERERER

>2% B R

ANREM eS8 J e Bz AT B2 R R S G Rk e B A& RORE™

25 e fr LR EE Pl | AhiER

(n=248) (n=251) (m=215) | (n=101)
KA 2.9 3.6 14.1 14.1
&5 7.8 8.0 10.8 12.1
Mg it 2.9 6.4 9.4 9.1
Jie 75 IfiL AT 0 0 8.0 7.1
Fe % 1.6 1.2 7.0 15.2
LIF 6.5 4.0 0.9 0
gl 0 0 5.6 7.1
/N I 0 0 4.7 2.0
b P T R 3.7 5.2 4.2 1.0
Tl 3.7 3.2 1.9 0
I I N X 0 0 33 1.0
ST R B B A 0 0 33 5.1
fts 33 4.8 2.8 2.0
WA ¢ 2.9 1.6 0.5 1.0
T ik 0 0 2.8 2.0
I 4 0 0 2.8 3.0
it ¢ 0 0 2.8 2.0
/NI 2 0 0 2.8 2.0
% Wk 2.4 4.0 0.9 0
ok B I 2.4 2.8 0.9 2.0
Jei B 14 R 2.4 2.8 0.5 1.0
I 3 0 0 2.3 2.0
B JigpiE H i 0 0 2.3 1.0
4 B K 0 0 2.3 1.0
i 1.6 0.8 2.3 3.0
JR BRI 2.0 1.6 0.9 0
J s AR 2.0 0 0.9 1.0

*

5% 11 BHLE B FIZEMIE 10 mg/kg & 12 /N OIR—IXRBELZRE T 15 me/ke 5 12 /MO
BR—k. 12 ZEE KR JLEEE . AT 600mg &F 12 /N D AR — R BRI 2 4% 500mg 5 12
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NI IR — I
ORIHAEE 11 S LE B RIS 10 me/kg £ 8 /N IRERENE K T B R AR AR R A B i
B3R 4% 10-15 mg/kg B 6-24 /N ERE—IK.

R 5 08 I FAE 25900 B B R AT 7T b, AR iR T LR B E R T LA
AR R R HRAERED 1% OF2 T 16188 ’ARFMT.

& 5. Y KRR, A0 AR LERE PRET RN RAERET 1%
GFZ T 1618E) KARKRM

5 Z M R R AN R IR 4H Rk e H e ERE"
AR KB G
Iz M fiz LHBREF Iz M fiz AHER
(n=248) (n=251) (n=215) (n=101)
i3 7.8 8.0 10.8 12.1
WX 1t 2.9 6.4 9.4 9.1
SN ] 6.5 4.0 0.9 0
gyl 0 0 5.6 7.1
LIIRANY iR/ 0 0 4.7 2.0
Wy 3.7 32 1.9 0
R iE VE N 2.4 2.8 0.9 2.0
Je BRI 2.4 2.8 0.5 1.0
Wi fgE 1.6 0.8 23 3.0
WE IR 3 =2 0.4 0.8 1.9 1.0
A S A 3R B 0.8 0.4 1.4 2.0
% = 1.2 0.4 0 0

TS E I SHJLERE - FISWEE 10 mgkg & 12 /N DR —IRECL R E T 15 mg/kg & 12 /N
FUR—K. 12 H KL RIS 600mg & 12 /NFFER— Rk IR 5 4% 500mg &F
12 /N AR —IR .

tONIHAE 11 S RJLE B RIS 10 mg/ke B 8 /N DEREGFHE — R i B RRIEERAETE
FrZe4% 10-15 mg/kg & 6-24 /NITEHNE— K.

FEIRYTuSSSIFT LI S T, 1.6% 1 FH R 2R IR 1) S8 2. 4% R A3 L X R 257 0 ] PR
ZIVHE R AN R BT R TT o 0TI LB RAE, 0.9% {3 FIFI AR AL ) 5 F16.1%
A PGS IR 25 ) B8 TR 5 25 MDA SR AN R A T L VR T

LI E A SRR

50 A A B 600mg B 12 /N —IR . B Kah 28 K, R ZSMefii 5 ifin/INSIs b FH G
FE 111 JBAPE 250 BRI R B FE b, BN B BA /i b - G SONAR T TR 3 {8 B RE it
B 75%) HIBET, FIEMIARN 2.4% CRAERBTEEA 0.3—10.0%), JFHHEHN
1.5% CRAZRPTEEN 0.4%-7.0% ). 7E—TNIHAS 11 2 {ERLEEH 7, B
B2 /MR 98> CGE SO T IE R BERIE 75%) MEHE A, RIZEMERZA N 12.9%,
ST BHERMAN 13.4%. fEH W5 552 17 ZHITE)LEEEWT TS, LR MR
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A GESONRT IEWAEEEERE 75% ) EE T2, FERMEAN 0%, ke w4h
0.4%. FIZRMRIEAR R MBS R IO 57 REARSE CRET R 2 D). KZHEH
A /A U B BE 5 B BV 2 25 1R A KT o AR T I PRI T, ML/ MBSO 28 R W
I PRAR S HIAS R A o H I A S L) 2 el ) 15 A28 2 FH 50 o 0 A s b J8 3 A
R R WG LA R B ER (LS.

HEsti =R A RN ER, TRRT SR, FIZRMERL S X 252 [
LR XA R IR E L, RIBUFE, JFHAREN. REM)LEEE
BlED— R ME . AR EE TR 6. 7. 8 1L 9.

R 6. FEFIZEMEREFR MY R RARPT I, RERE N
EHO— KU RIMLEMAE FEE T

LI E R AT A5 Ze Bz R AN Bz k3R 4 SRR HBIENAE
FlZR LR RHNER F)Z2 s FERE
400mg 250mg 600mg TR
& 12 /P —K & 12 /P—K & 12 /PF—IR
L2188 F (g/dl) 0.9 0.0 7.1 6.6
/MR (x103/mm?) 0.7 0.8 3.0 1.8
F 41 (< 103 /mm?) 0.2 0.6 22 1.3
Fp R4 (< 103/mm3) 0.0 0.2 1.1 1.2

WHERE IR, <75% ChYERAIEN<50%) FIIERE TR (LLND;

St HERHE S B, <75% CRIERIANMN<50% ) [IEH (TR &<75% CRIEERIANMN<50% ) [5ER{E .
ok R 24 LA Sk A I 200mg B 12 /NRE AR — 2 S ALt 1g B 12 /N KA — UK U ZE AR 500mg
6 /NI R — IR ZEMETIRR 2g 45 6 /B RIS —K; B R 1g B 12 /N ERkER — XK.

R 7. ERRVERE R R RBT SO, BREE B HE
Z2O—KABMAENTRERERE HNEEE L

LN ERE e Z i B R B Rk 4R R IR B B ERE
T 2k i RhER FIZE B EHEEEg
400mg 250mg 600mg
& 12 /P —R & 12 /M —R 8 12 /PRF—K
AST(U/L) 1.7 1.3 5.0 6.8
ALT(U/L) 1.7 1.7 9.6 9.3
LDH(U/L) 0.2 0.2 1.8 1.5
B PE SR B (U/L) 0.2 0.2 3.5 3.1
fig i BE(U/L) 2.8 2.6 43 42
TEREE(U/L) 0.2 0.2 24 2.0
MBEZZE (mg/dL) 0.2 0.0 0.9 1.1
107, F£2971
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BUN(mg/dL)

0.2

0.0

2.1

HUEF(mg/dL)

0.2

0.0

0.2

0.6

P FERAE IE R, >2 fFIER R (ULN)

SHHERE S, > 5 IEFE RR &>2 £ 1 S ah i
Ot R 2 AL S LA S TR 200mg B 12 /N IR — I SkA R 1g & 12 /NI KR S — K WS PE AR 500mg
6 /NI R — IR ZEMETIRR 2g 45 6 /B RIS —K; B R 1g B 12 /N ERkER — XK.

R 8. AR IR E R ST, JLERE U

Z/>—IRYEIMUE R E B A0 H

TR EME 52 F e B AR 2 R 4 S g BT B NE
FlzRme iz LR EF FIZE e AEER
L2138 F (g/dl) 0.0 0.0 15.7 12.4
/MR (x103/mm?) 0.0 0.4 12.9 13.4
40 (< 103/mm?) 0.8 0.8 12.4 10.3
FR R (x103/mm?) 1.2 0.8 5.9 43

* X EMMEIER#E, <75% (FRPERgEA<50%) MIE®E TR (LLN);
SHEREE S B, <75% (PRI N<50% ) AIEHE FIR fA<75% CHnZEmE T 1EHE, Tk

MM N<50%, MLLEA<90%) HIZERIE

5-11 B 1 LE IR M Z 10 mg/kg &F 12 /N EAR— R SKBFER R 1% 15 mg/kg B 12 /M HAR— X
12 G BLL EI)LE B RIS MR 12 /NS E iR 600 mg B4 12 /DB DRk AR ZEF 500 me.

NI AR 115 L B E R R PERAL 10 mg/kg BF 8 AN FRE/ LR — IR T B R AL R IS b R
6-24 /NI LA 10-15mg/kg #E— K.

R9. FERIFMEEFHEZNRRIERTRF, JIEEZFHR

2O—KRARMAENRE MEET T

5 Z B R A B2 R Bk AH AR R Gy B oA & RO
EWEME FUFS Rz DRIEZE S FIZE e AEER
ALT (U/L) 0.0 0.0 10.1 12.5
NEWilE (U/L) 0.4 1.2
VERMEF(U/L) 0.6 1.3
SRAT Z (mg/dL) 6.3 5.2
HLEF (mg/dL) 0.4 0.0 2.4 1.0

* WA IR, S2 B IEH FFR (ULN);

XPEERME R, 2 IEEAE RS2 f5(>1.5 SBLLER) ) EEAE .
TOS-11 BHLE B AL 10 mg/kg B 12 /N EHR— IR SIFRERE 15 mg/kg B 12 /N1
R—k. 12 BERCA B LR B FIZRMEIZEE 12 /M EIR 600 mg BUAF 12 /N HIRRFERZER 500

mg.

THIHAEZE 11 B JLE S FIRMERGZ 10 mg/kg B 8 /NN ERE/ DUIR— IR T3 B R AR AT RS B

FAF 6-24 /NI LA 10-15me/kg FE— K.
11T, 297
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AN A7 FH T R A 2 e mOAS it ELA R o0 i ) SR

B S AN B4 ] 5
IR AR AT REII I AL BE A BB 19251 (e SRAJE, SRBN EE, B
195 A P9 A P X S 2 ) B AN A R R I

5| R ifiL s F 1 ¥ ZEAH ELAE F
R AR REAE X T 53 n] RE B I T BT WA, 75 U 2R e e AN N FH T A7 AE DA R T
FENG RARI B A48 FH DA AL 245 W i) i
rjﬁﬂfgikizﬁﬂﬁﬁsgéi REARANMOIRT . SR HURARALEETCHE . RUMHIAR. 2 215 Bk
i Fh A B AL T 2 SRR S 1 B
DA N AT 259 8 S i BB DUmil R . 3R RPTAR 2y | 5-F2 th ik 5-HT,
ZARBEENF] (IS . HEES NS B S 2 (HFEE IR SCEY TR
PR B HRAN 2 H RSB . T N2 (. B BARER. EHE LR, ZEEEk
2y (. ZEE. 2EB T IREESCT SN (0 FERFH]) (AYHE
fEAD.
SRR, RIS R AR P eT 3t NFLvT, R B AR 6 97 2 1R 3]
R IR L OO D200 R PR A L FHZ D

5 SR ARGV A EAEA
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FRAPE DI B S-SR OGRS AERARERT/ SRR, 5 R AN TR 45
R R B AN/ AR T AR 2500 8 SRR (Ul AR BB 7, =3RS PaMAR2y, s-fath
& 5-HT1 ZARBEEhF CHEHZEZ YD . IREE S T IR (U [ERER) —REEE
WA (AR ELERD.

[EREHR]

T G A IR ORAS R AR T 25 W YT 28 R RE REZ A TR
BT 28I S B e S PR F A B 5 RS R I PR
Eae)

FE N AR MERR ) 838 A B IUE BE MBI OI0E (BRI, SAMmL. S
IR FMLRIRA ) o FE CI0EE HEPR BT, 12 RIS R 4845 T BL_ BT+ B B 2R
STRTHIKT . HBUX SR S 5T REA K. ERRRMRIGIT 245 8 HILL
BHRERE = THEREE . (MURDETEE DRSS (EREBIEERREN) &
HEHEE L.

X L FH R 2 AR 14 28 3 LR SR AT 2 AT AR, U R A2 A, &
RZiR BRI R I/ MRSRAD . B BEH], Ba IR AT AR M 213 7K
Wikl B4R XM BRI A R . RS BE BIMH Ay, BF
FEEBIREAZKEE; HZIHIT 10-14 RUL LK BE BUR BRI AR B il a )2
P AERGT R EE . REEN UFETIRNNAEAKF. S8 THEOR MR 1E
UL IR LR BB 7 Re S P AR R

X A B B S BES R A BAL  RB 3 N5 SR A R MR T . FRIRZART AR 4
BERENAYT, FEMTEELT LT 0 01 it 200 L T B SR BUE 2 AL SN

SRS, R E MR IR AR MR B e AT (BE LA EEAKT.
MR BB RED, ANRHEELL A T BB ST

FERIBEHMAERTIT T, PRI B HER R 28 RT3 hn/™ E R R AER,
XEEEFLFFEHL. LTEREBERLKTOBEARSE, TR0 HAEEZRIR
MLREIR T REIT 28 RIEE .

BT GiRE S R S M A R . FE AN R I TR A R R, RS HURE HOF
FMWRRTREET 28 K. KEBBEEEANRWEE, TRETERRIAMIGST, #A LT
SRR

TE BT FI A B B FIR B A, S W8 1)1 S 1) JL A A0 T Ok P 168 71 1 4 M 2 k2> o
P JE S A B 5 R LA PR abk ER A s D I 5. (L TR D.

FE—T-F A S L3t /AR G FE e A SR AL R L PRt 9 P R TSR TR AN 35168

— TR Z3 e e ot B 75 iy B 200G T PR/ e T ARV T LT PN 5 R O R ) EERE RR
BRI e, R IR A0 T 20 (1) AN S5 R 2R MG A BB T2 36 9 78/363 (21.5%), X HEZH AN
58/363 (16.0%); LB L N1.426,95% FI{EIX[EN 0.970,2.098]. KGR MARME, H
AU B AN 7 5 B A T O S e 2 [ T R 2 P B VR A IR e Bl R R 4 B
B9 Ji5 B R0 F) 25 W Jrg 2 BB 3, 7 Ll 2 S A TR R BB TP R R BIBE T R AN A o 52
HUT 2 (1 5 DR 35 DR 2R T 1) o 22 O P B S e 19 1O, o B0 2% T e TR G 1) B B T 2R AR
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(LB LK M0.96; 95% B E XAl 0.58-1.59) , {HIELRIS & I oAt J5 A4 B0 7 Ji e Sk e i
FIZS MG T AL AL T 2 B B 5 =1 (p=0.0162) (LLIE EL ~2.48; 95% B 5 X [A]: 1.38-4.46).
TBIT AR LA S AT R LD IR TR N AR T 3 d S i o RIS MR IR IT 23 22 3 AE It 9 I 1) Uk
e 2 PR B SR A, FEAE T 22 P T e S A 5 | R IR e AN 2 AR g . R, YRYT
ST NE R R AR A UGy, R ETC & ARIBYT 77 ST I, FIZRm A w] N T el
G R GS E VE R 0 R . fEIX BT, 2R B s P =2 IV B R 9T -

TR 2 W e A A Ak v FLAS B 9697 5485 A DR I It S e Bl A S o s e ) A 5

TR 2% T e o 2% 5 JE AR AR I R 2K, ANIE R YR I7 A S T T R G . a2 B
A I S P T JE ARG, LRI FF AR ET X (B 2L I R IR YT o (L L& REE ]
A LHZERE]D D .

Pl RMHERIBEMLS K

R TLERTE PR 25 CRIEFIZSME ) B #5S A DI gE i 2 fie o DRIk, i
TERS AR YL 25 ) s MRS, WIS [E OB 46 1l 2 . an SR B 12 512 &
BHUAEZRMRG AR, PIRERT ZAT RIS . SR BGE 4 1 AL B4 it .

JUTFr B B2 (WAFEHR) 8 8 S A ik A GRS A g g ¢ CEAEOh itk
SE I RS H A OCIEYE (CDAD)) HIHRIE, ™ B AR 0] AR B IRYS B3 an e 45 11 46 o
PUB 23067 W R iE B A, SECERTR E IS AR

MEHR S E A TR M B 8 %, 5 CDAD R4 I MEPHR A 1 s 2 Bk il S8k
RIFBEMICT T, KRB ERRIT WA, Ao ReRESEMYIG. M4 RETT
F4) 53 T SR HR B VS U4 I 2 & CDAD [ R RE

PEkiE, AW CDAD ERG AR HEAMIG 2 AJaA BB, WHEEE T i
.

DRI, SR R AR R s e e o SRR B 5 ™ S, IR &2 W, R 5E2
BRIZPUAE R CNEIE L CDAD, I 875 245 R MEHHAR TR 1% A B RS L ) IEAE AT BT
WAYRYT CERFERIZEME FEARRBUE M EI TR i ARAE IR ARTEAE, P& AN
YRR AR P BT AN SR AR T, 4A T A RDEFRR IR LA VBT, T AMRFEARVEAL . 75
AR LT A FH A0 B 65 3h B 24540«

i b

TEFIZE MG BT RN A, SRR A e CaTisifr), RGBS i S AL B R 1 7D
[Fi) B 42 52 Jok 8% 2V T B IR AR 0 2400 P W R 0 R85 A PR AR AR PR o — S F e S AL Tl
O] 7905 2 52 i 8 2R BB W 24 0 RO R R (AR IR R VAT B 2R o ER AR R s e e 551
IR SR OC R I ARG ST, (FR S 4 i PR £8P R 2 W frg ) ] i i A FRAER I e v o
WS MRE A A, PRI 5 22 B IR P 2 B3R &, B4 ok VIR B 247 T B 35 ) s e
FEIIVR T -

—REEFN

AR R

MR MRS, FARERDERIRE. EREFHEH P, BWAREHIUROLH
MKk, BEEERZAZERN, RERSEBOERE., BB, AERAAMRSE. K
BRER MR B St ¥, R|ESANETIRREE . WRBIAARERT R, NECTEEXK
AU 2 (5 FH R 2 R R Y 2 Ak

LA T RE RS

FIZRMERL P RIZ R E 6 . ZMEERTTRIBASREH, WARERSE. 7
MAFREHRE (LR E B ERE); XREHGEMFALGYET 28 RIEL T
o
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S5-I ATE

FIEMEEEH S-REakRAY, SRERMIRYE, W BEM S-RAKFERIIHR
(SSRIs), BEFHERTF S-REAKGAMEHARERSE (N [FEEHEMH] HHOEWHELE
F. Hik, RS s-RAERRGYER (L [#2D.

KRR L A& BBV SN B RS HILS-F2 RsE A ME BB M 45 A AERE(NMS-like)
R BLHIARSSARAERI /SR, 75 RS MR AN /] F T2 45 A AR AL /B R A 259 i
S-FEAREFERIENHIT. SRPIAL. S-RAKS-HTIREEBIF (HEE) | IRERE.
e | T T SN T

LR EFI MR SS-RARREYE AN, NETINREERE RS- RAKSE
FERPERFUEAE, WEAMIRERS . B RETHMILF R, WRHIT LREETRER,
BE A i e A4S R IR 2 B M 2 315 e

FEREFBRT, D8RSR AP Z ST RPN ¥ B3 1 /e 7R B RIS ik &
BURIT - IR B FIZ MR AR 2540 T F EL R F RS R A (9B 1E 23340 K T 5 B 45 A AR B
NMS-like & BLfEIRY, RL7 B4 S-BR AR IUIMA A I RIS ek . B PR HE
(I AFRETRARE) RSB RRE —FIFEME 24N G, DRRE . 576
FELR A AEERNMS-like K B FER GG R A BE. UIMEZE. HEWHERERILAEHRES
M3 (EEREREFERBAEEMERE) o BRIP4 & 2 R AT A .

WMRHI T ERBAESGER, EAERNEEERLP—MAYRFEFHAGER;: R
EHs-R AR, THIEZER GLASKESER LSS RHEEE) .

JE BBl o 2R A A 2205 2

TERIZR VR TT I 8 oA T BRI 20 . MM & i A8 AL 8 2 IR, E 2T I
[ T 28 RE R ACHEE TR . EAMP AR AR e AL R T, IR YT
AR T A AR TR . ERISMEZIR YT /N T 28 REVEFH , AR50 ) 4kiE o

s B PRE BRER, s FRERE R . B oA . A IR A T e, &
W BATIREHG & . WTFHREKY (KTETF 3 MNA) MNARIZMER BH KIREE TR
SRR B, NRHBEZRIEMREIGT N B KE, NS TR Thee . kA
JH s 2 AR AR 28 A, BEIEAT FH 2570 2 5 V8 A0 XU B PFA, DA 2 A5 4k 2k 245 .

H Al IEAE A8 B A8 B I Pt 9 SR B 29036 97 Il 46 4% 1) B8 5, Q0 S () N5 FH 01 2 e e
HH I 22055 A8 B XU T e 3

1593

TR S MR 7 ek R PP i R AR o v — S5 491 J5 A R A 1B S B3 R R 1
RN . R WAV S, BB,

A fi S A Bl A o 75

1) 253 W fre Ry mT T e B L A B R (MAOD); fHA2, EHRIRITRIET,
HAR P EFUMALEF o« INZ5WH B AR R 5 PR A T E 5 /SR IEAE & FI AT g MAO
FHIE B 25000 B3 & B3RS BRI S M g e 2 ER AR G PR . Rk, 7EIXEfE Ol A g
W RS MR, Rl mT LA DU SR ) 56

TERY

10 A I A T P DA R 2 A 06 9 5K I 5 e P B

A Z BN o] e AR A R BUR B AR ) BEAE K. B, ARG RIS BATE], $22 HERE R =
FZEmefe B, KL 3% B ML T 29 S BRI . E67 hin B R,
IR BT 4 R i Tt
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KPR N BE

e E W D RN A R, AR TR 2 AR I AR AR I A AT s A iy, ELAE R o 75 0T
BB AT E DI

EEUO™ LTI BEAN 4 B AR Al o T 148 IS P s Y ) 2 e

1ol AR ) 2% el FH T AR A ) v ML o B A R | SR SR SR AR VR T 1 IR L
RETCRE M B H BEAT T TT

I R ARG
ES I PRAIT FE F, 6F T N FH R 2 e £ 5 28 R 2 A MR AT R i R EAT PR
iR 245 78 7= A2

FE B B2 B L PR A TR Rk G R UEAR BT TS FR AR, AT MR ] e A =25 i
B REAL,  HA RGN 25 40 R A 1 XU o

HEE SRR
VA= PN -Ep iR N e Y= g7/

BEHAER

DA I ENSH

® MR M AR T BUR HT IR T

o NREH A mIMERL, MEREE;

© R MR, IR A B FH R R s R R ) OB o RN R T fr R AL
T 100mg. BEHE &Y OFEBEEEMEE . KB SRR R 5 B e
FASERT ), BIWRFEIALEE (A S 0— 15mg B&iE); KIEFEEERTRIRNZE (B
A& 0.1—8mg [iEfZ); W3R (B 8 #Hald 8mg Fi%); il (FF—7X&H Smg BElE);
RN (RE 12 A E Amg BERE) ; 403 (B 8 F A 0—6mg FEA%). A SRACHT 8] A7 51
ANIE P, AR — A E R i Y LR e S e .

® R EE IEAE R A 5 SRR 8 R S T B A A RE I 245400, it RS B 25 W) RN G2 A A8 L)
2, N HIEEA .

® N RIEAERLF 5 (0% PSR DU ) ) AR, R AR A

® KPPR: & Sml HUAS A 100mg/Sml FIH) A L T IRIE 25 H S5 20mg SRR . HAth
S MR A RN IR . QB , 7 5 URIER A B2 7T 4

® I AR, B AR A

® U R E A R A AT SN 2 T R R A

o JEIERPUA R FENE Wi, 8 A LA R AT L AR RIRIT TR,
BE TR A KPR (FEERAE B EENAHO, ERE R HIERE 2

HEGME 2 AfERE. kE BN, BERIIIEGEAERKR.
R R0 R B 29 AR S e i AN A TR T AR R B g, T AN R TR 9T B

e (e BEED. AR TN G, NA A AR R, BRI E

AL, AN IR R R VR AR IR 25 . 2B B SE AR YT IS, ATRES (1D

FEAR I VBT ROR e (20 SEINHR I 24500 K42, BLACRE SR AT BEA fig v FH ) 253 Mk g it H At

YU 2R T

ZYMELER L (GEFE]L (HYHEERD
BB EAT: PRV — AT ARk B B AR R 7R o T EL, M
f 5988 ERRERAEM SR SR 2y T AE A ELAE T o
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B LARFFEFZGHY: A7 2L BB 1 A 28 M v REAE AR B S IR 2 2540 . I8 Jn s
2788 % SR 2GRN e AR AT 30 PG o 500 3 550 Y 900 24 0 a8 AT e R 9 DR Tk 1
VEREET TWETE. B LARERAERAM), W% B slE IR RGBS, JFIED %
Z ] AR 2K

S-FECNGRZGHY: A2 T W1 THHIAN ) AR I o, R WA e fie s s-Fe iR &
M5 - OMREREIERIRIE . PRI E R SOy, WfEpimarsg, . e
P SR e PRGNSR (SSRIs), A S-REMKLEEIEN B R MR . HZ R R MR
G AN RN RS- ISR 20 80 24 2 10— RO R T 0 R A7 7™ M )

# CYP450 1577 A£— U@ RS IS H T AR FT, AIARTA0 IR A e & F 3 B AR
(f) Cmax [#{I% 21%, AUCo.12 F#AIK 32%. 3X—AHELAR IR RS SN o HLe B g5 175 7 711
(RSP Rzae, KO , TREsEmusfzrLit (U (HEFE] (4
/LR (D IR

ZY SR ERENHLEMN
BOA R TA G ] TSI A A E -

[ZE KA E L 4]

A2 el K ELAX 7 A mT it 2 LUK SR R L o SLIE AR B 2 ik B 5 R (4 1t
IR AR o MR 15 70 B NS P M AN . T 2 2580 RE R A SR I 7L
o, DR 2 e I AR P T L e 2

W RAEGEARIA 20 F b AT 78 00 (0 TP X BRI PRAIE 7E o AT TERAE (1 2 AL X i LB
FENBRI, A BT YR LV -

[LEAZ]

AR MR TR YT L B T AL (1 2 AR ANA 2 CAS 2 LU WF FE RS, (S
FERENF AT M RS IR AGIR PR FE L3 B E 2580 J AW Fe B0k A K AE
0-11 2 522 S B IR ) L b b AT B B 25000 B i R AT 8. (0 CERZAE ) CAEH
] M [sRBFED:

o BEPIRAGIEM K

o IR R TRAN B IR B A AU

o HEXFRMMEMR (A H 8 AMNHE 12 £ BHES AR B T RIEE SR

o TR 25 Y PR IR TR K G

—AME 5 17 B )LEBE AT A FRPEXT I FEUESE 1AM T SRR 1 2 Ak
AN L DRRBFFED

o FRDNT FF AT PR BB ) 46 B0 €0 6T R R AR A P M A R R 512 1 =l 5 i e B R AR B JEk

ALK

FELE I = BRI /S TR )L B8 R R 25 Bl 122 BB R, 45 T R B2 A 4%
WERG G, IR (CSF) FINZAIRIE ZZ 5 0K, IR S REIE B BYERF RN R T IR
PRIE,  ANHEREA R M 22 3 P T LB R I FR A A 22 SR ek

ORI AR 17 2 1)) LE B H HXRIRIERE 1 254080 24047 7. — =, %
TR P RIR IR R AR 2 A ) LB RS e I KT k. 2R, Xl B R AR 7
REFRIL (<34 224D, HARMEGRERFREE A 7 RUANRRE UK. ik, §4

F17T, FL29T
Version No: 20201120



7 R EAA 7 ) Lt R B AR R e ) & 565 » B 10 mg/kg B 12 /M43 25—k (L (2
RN 7121 —RBRARE JLEMN [HEAED.

FEABRIIERZS S, 6 BILEEE K 5 6 (83%), FIZRMEION H PTG 2 4 F
PRI JEAA IR B AR AT B VR B2 MIC 28 4meg/mL, LRI Z=WEIRTT iR PR, SR1, 5 R
b, JLE BH AR G R R e S Y Rk (AUC) ZAERETE. X)) LEEH
(I AT AR B e i, JEHAER T AR M S I RER N 4meg/ml (9 1A, R4
I7ROTALI 2% 8 HLA IR 4 By R R 2 B . RULAR AL S L™ S A R A SRRt (L (%%
RN 71%1 —RBRARE JLEMN [HEAED.

[ZFEHZ]

7E I AR HRA FErh, 2046 B84 7 IR MR T, Hodt 589 (29%) il 65 %
865 Z UL EREE: 253 61 (12%) BEFRKTET 75 5. RNAIRMGAXEESS
SEREBE A A M ER.

(A EAER ]
XL YL F T P450 B9 254

ERBR, FIZMEf AR Rl P450 (CYP450) KBS HAh, RSB A
I I PR 3 SR N RN R e &K (A (A 1A2, 2C9; 2C19, 2D6, 2E1 il 3A4)[1iE . FFLL,
TR I 2% W Jlg AN 2 MR 203X 26 32 LA e €6 3% () L RAR ) 2 I 254K 30 71 5 . 553 R G I
GHRZ, A2 RESCEFEH CYP2C BT (S)-HIEMR I AR T . HRIEAR,
HRZREZY), BN CYP2CO R, W5 HIZsMeii A F i o i A8 45 25 75 % -
i

ST M F G R, RIS S R 2SN S SRR R R A

AAFHZF: U AR, FIERWEE S ORI AR SR R R AR g
GLEAA

SRR B R F AT TR e S P AR gE AR R C AigEAE R B IIEE WM BEAE R
WHot. ZIRNELEHE 1| RO 600 mg FIZ=MefL, FHAEEE 8 RFERIRA 600 mg. 25 2-9 K, %4
TG4 R C (1000 mg/R) m4E4 K E (800 IU/KR). S5445 C S RINy, FIZSme
(1) AUCo34 1 2.3%, 5445 E AN 10.9%. 544 %R C 844K E AR LT
T

# CYP 344 FEH

FHF: AE— TN 16 A8 RSN B E SRS AT IR A, VPN T RIS R s e
ZARBN T80 . W50 B R D IRRI 23 600mg B3 H 2 3L 5 71, R ASEFRIE
600mg & H 1 7k 8 Ko FE-F AR AR, SECFIZEMEIZE Cmax FEIK 21% [90% CI,
15%-27%], AUCo.12 BFA% 32% [90% CI, 27%-37%]. iX—HH HAE R HIIRR R XA . iX—4H
HAERMINLEIR A B, v RS RS A ¢ e ss 35 (RS, K%,
RO, wRe5EAAER R AR
S LA A

FIZE Wi R AT 0 () AR BRI () S R A B ) BT DL, RSG5 F IR R REZW)
B S-FR A S R HI A E E A BAEH
B LRZERERZGY

A e 5B 2 R SR e ] A A B AR UL A AR 2 25 L A N 24 B % L s 2
V0 A F T 38 b 38 . Ok 5 B 24 G 2R TR R R B8 R SRR A FE R AT T A
o B LARERGERZY), W2 B FARR GG TR NI/, JEED 5 S ] A8 2y

18T, FL29TW
Version No: 20201120



R Bl @R SR RN 2 ) 2 MG S 100mg (B G, w] WL
IR R, BT L, R R 2 I f 1) A IR G £ P I e B B v ) B BRI

ERIR N PR B B B ERBR AR A Wi W IfiL s TR R G IR 45 TR S8 e fie,  mp WL 310
Z s friz R T3 3 0 O BR S BR (PSED . SRR RN EERZ (PPA) M EA/ER (L [IEREI]
HZEAI AR R RN L A AT AR 7T o 0T I T ) e R AT TR
W, PSE. PPA. RIS, MFZEMEIGEATRAR (600mg, % 12 /NEf—ik, %
3 K) BEH PSE B PPA (PPA, 25mg 8¢ PSE, 60mg % —MFl&E, ZAZyEIkG 4 /M) Xt
ML FC BRI (R FE o ATATZ5 2505 0B A2 500 . F 2= 5 PPA BY PSE X34
Refdiif & EJb. 78 PPA BU PSE 25 ZIRER G 2—3 /NI, WS B g B ML R AR s AETBIE{E
JE I 2—3 /N, I SR B T AR . PPA BEREESRE W Ty GERD Skl k
PL mmHg FnA: 2E5R=121 (103—158), FIZEMAZHAH =120 (107—135); PPA ¥/
—125 (106—139), PPA 5F|ZSMfEIRt =147 (129—176). PSE [IWFF45 RS PPA [HIHF

ZERAAL. YRR PSE BY PPA BRI, BBIERHISCAR R IK°F- 35 e RIS A 43 53
32mmHg (JuH: 20—52mmHg) 1 38mmHg (Jull: 18—79mmHg).
5-BEHEZY

FEVTS: MRS F AT T RIEM G 54 RSB M EAE R L. 46T
BEAEWIT (CAFIE, 20mg FHR, 1AIRG 4 /N, A4S T EORG T RIS . a2
E%@ﬁﬁﬂm%@mmfﬁﬁmiﬁﬁ¢imﬁﬁ5%@&%?&%@%(%wﬁW\
WREDe AT A%, BB, WL, KT UL SRR D

[ZidE]

e B, BN SRRV, dEREE /IR IR o IBOE AT RN R 43 e P
o 76 THAIGRBE T4, 4T RIS 3 /NG, JEId 3 /NI I IMBGERT, 30% & M2
B BR o 1V TG T 52 i B B T R R S e i ) Bk 244 i 45 T 3000mg/kg/ K A
2000mg/kg/ R IFIZE MEIEI , B4 2t o3 BIG RRER O K RS2 ) R B RZ 3l 2k 1, fi
DRA i A o

[R5
BAEN
B5% A R 154 il ¢

AN R R TS S 255 0 52 (%) Bt PR S RAS Vit 28 TR RRAE JR B NI & — B ML 2 Rl s XUE I
Foe BEIRIT 721 Ko — 4 NP ZS M Tk E S 600mg B 12 /M —k, H—4H
T R NGES 1g B 12 /N —IR. 2 i (1 & 2 sk 8 /N ke A
— U0 G, HHEWRRIEME, 2T DLEK . 203 49 35 NI 5= ML V6 97 40
193 Bl NiE T BRI T H. 122 (60%) BIF| MGy 2 85 F 103 (53%) #l5
FBRIOITHEFTIATIRRA . FIZRMEERL IR AR PN BB R R BN 57%, i
HEHRIBITHRN 60% . FFIRHLARCHH 2 BIIG AR PT PR B, R R yT 4L E i
FNAT% . HBERIGITHRN 40% .. AEREFAT (MITT) B354, FIEMaTHA
o4 fiil, FIHBERIGITHEER 83 6, WFIEITH OB HBUREAR N EE . MITT 204 )
SRR IR T A N BR T EN 57%, Tt B R IBIT AN 46% « KA T PEAL BB AN [
I IR AR YA R L3R 10,

R 10 BEEYEAT VA EIBE P IRAS R K B AR B B TR R I RE T I v A R
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s S V=R
FIZEMERE 0 /N(%) Ji i 2 n /N(%)
G v (O ) BR TR 23/38(61) 14/23(61)
MRS FF AP PR 4 B € 3 26 BR B 13/22(59) 7/10(70)
i ¢ S BK A 9/9(100) 9/10(90)

53R B2 R Bz R AR A 2 Rk

AT eV Bl JER R R IRk 2H B (1) AT R NIE R — AL 20 XUE « XU
WEFErh, LRI 2Rk A 20 fE e N DUIRGA 2, ITRE 10 & 21 RINZGYIT R 2 4
—H BB RS K 25 600mg B 12 /NI —IK, SR BRI A5 Z TR 600mg F 7514
12 /NP =K 55— IR TR KR 2 2 B 6 /BT —IR, SRIEHF N TE AR C R 500mg
B 6 N —IK. HHEIRKIGME, BEFNSTRMEE. R R ES, FIEMRLGT
A 400 1], ZRMEFERRIGIT A 419 . FIEZRMREIGIT A 245 B (61%), ZRMEPFEIK
Y 242 I (58%) RIHHATIRIR VAL . FIZR LR TT 4R R o] PRl B # R A 90%,
FKMETEIRA N 85% . M FIEYT (MITT) 20 Hr A48 IREe 75 & N bnviE () 32, %
MR IT 2HAA 316 191, R FUARZEAT 313 i FIZR MBI 40 38 MITT S ATia 30N 86 %,
IRMETERRIE ST R 8296 o KA P VA R 58 8 AN R SR AR R R LR 11,

LR B R R B R SURGR A M A AT VR A R 1 R RV B e R
s S A =R ¥
I EE n/N(%) ZRMEFEAR/UE TG n/N(%)
S B O T BR B 73/83(88) 72/84(86)
TS FF 4 176 R 4 B 60 7 2 BR T 2/3(67) 0/0(-)
TR BERR A 6/6(100) 3/6(50)
A A BR A 18/26(69) 21/28(75)

TR PR AL T R ZR MR va T i AR PE AR e T AT R B (MRSA) BRI AL . 1X 2
—IRENL. TGRS, BFE IS B SE MRSA JERGL BCE A B B .

— R R AR R Ik 4 2 600mg BE 12 /NIF—IK, SRS B R 23 i ) AR
600mg & 12 /N —R. J—HEBEREZ B REKG 2 1g & 12 /P —k. ZHEER
J7 7—28 Ko HIGIRTFE, HATTEIMHAMBEER KRR, T MRSA B JRAN R R A
ZURGLI) . AEYD 7 T VARG 8 1VE B e R S MBI T 4008 26/33 (79%), fE TR R AH
N 24/33 (73% ),

PE R R

PR I PR O UE SI2 19 52 2 M B JR AN B JOk A A UK R PR3 JE T ) 1) L M PR s J8
BEAL CBZHE 2: 1 LD NiE—AZHt . IR IR AL, RIS 2P FE ke O ikss
2y, RUTHE 14 2 28 Ko — 4G RIS g Ik el T ikgE 245 600mg &5 12 /N —Ik; R—4
FURTOM/EY DI KA 25 1.5 & 3g BE BT S AR/ s R 4ERL T ik 500mg % 875mg &F 8 %2 12
/NEF (q8—12h) — IR TERCFPUM/ET LB LT R 5, F ke 24 1 FH B 52 v dR/ s bz
4R 500mg % 2g B 6 /NN (q6h) 24—k, Nof B4 ) s 2 dn B A2 3 L B A 4G ) MRSA,
ARG T IR 1g 5 12 /N —R. FALEE T, WSR3 A 2 BT
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W, WTLAA TR 1g 2 2g, & 8 & 12 /N —IK. I BB E v DA Y 1 BG T,
YETT R PR B L AR 0 s TERIARFIR i AR, R ZHUEE S T IR . A
BT ATT) NBEEFE, 241 BRI VAT AT 120 B EZGP06 7 B . 212 61 (86%)
MR 7 20 3 A 105 51 (85% ) X IRZWIRYT 4 3 E R IR nT PAS 38 . ITT A
HITE B, fERIZS MR YT 4R N 68.5% (165/241), XHIBZGIAN 64% (77/120), TN
WA A B FIBR R R 45 R IE TR Y7 R I I PR AT PRAl I R 3 R (BRI 5 AN R A s Ak 2k
FIEE) HIVARER, R EMIEEIT AN 83% (159/192) , FEXHIRZGMIZH N 73% (74/101).

— T 1) post-hoc 73T, 1 HE MR ER A7 BRI 20 B8 HH A 22 PP B 0 R, R A IR
121 ], XHREZH 60 1, BT NTE, Ik B 3 T /G P R B A IR B HL A B A
B TR AR X T, RIS ML IR TT B IR A 71% (86/121), XTRRZGI2H R 63%
(38/60). AARFEAHHIEIT AT T FIR AT 34T R B o SR 2% T VAL S TR A (R0 S A PR T
FWE 12,

K12 ARG RO R R R GE BE R A IBE VT I Ve AR
W R A ® "
FIZRMERZ n/N(%) XTHRZH n/N(%)
b (0 A BRI 49/63 (78) 20/29 (69)
TS FF 480 G AR 4 2 00 70 ] BR T 12/17 (71) 2/3 (67)
TCABERREA 25/29 (86) 9/16 (56)
T BRI 2 0 B BR B iR e

AR B 58y T B 2R T 24 T I BR T I G TR R R NIE R — AN BEL. 20 XE
TR FEr, DAsfl R e (600mg &F 12 /N —IK,  FIREGENED BRI & A 45
e (200mg & 12 /N —IR, FIIRERERE) 1697 7—28 Ko BH 0GRS Z i p ez Lm0k
HRPUER. 79 BIEERILENFEFIED, 66 Bl EFHPLENEFIEL. KL OHE N
B R 25 R G (& 36T (Intent -to-treat, ITT) ABEALIE & IR 4L 65 AFMEH)
=AM 52 N

FLLR W N T T BRI 2 1 R R ITT AR, AR AAEELE 13, X
Seyh R AR 45 B B A R B . R EHERE R R IMER R S, H
7E 0.05 K56 K, HZER TG TR .

R 13 ERCHE NI HERW RIS RGN ITT BEERE, E16 R R U i R7E &

x
YR FUFS LR FIZ Mz
600mg £ 12 /pIF—IK n/N(%) 200mg & 12 /MF—IK n/N(%)

B AL 39/58(67) 24/46(52)
TG HA A AH O B AR 10/17(59) 4/14(29)
Sk RAS BH 1 B IR 5/10(50) 2/7(29)
47 ¢ e 9/13(69) 5/5(100)
W IR TE 12/19(63) 12/20(60)
Jiti ¢ 2/3(67) 0/1(0)
Her 11/13(85) 5/13(39)

MO RGN R IR . IHBEIRBE . AR R A AN S A SRR

H2170, FL29T
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JLERE
22 P MR A BT B R e

— TG R A BB 1 R ZE W F 967 LB R 2 2 BE M T P U, L 42 7 i
2 IR P 4 B £0 7 25 BR TR RN 3 7 B 2% T 240 P DR IV Bk B 5 1 RS ) e PR SR A it 8 3 M R bR
IR JR R 2H 2B G R AR G ) 2 R S 200 . LB R IR NI AR 11 2,
JT B COUF SR SE B PE R BT 8, B B IR B —ANBENL. TR BHPEZXT
BRIGERMT . —HEBES 8 /NI 10mg/kg SKITERIZSMefs, B SONEE 8 /N2
10mg/kg FIIRFIZS ML VR B 7R o 28 20 AE S AR AR I AV B TS BR 2, 3% 10-15mg/kg & 6-24 /)
Ik T B R . IESCN T BRI 2 I R B R NIE SR =4, 9 8 /hiH%
10mg/kg B s R MG . BT A B EIRIT 10-28 K, Wi IGPRTRAE AT & JF B A AT X 4
ARG R . ERANAIT B (TT) AR, 206 6 BENLNIEF) 251
H, 102 FIEERINE G EFERAE. 1176 (57%) RIS EEF 556 (54%) F
HERANEE NIRRT VAL B . BRI EE T, IR B R AR R
SN 81% F1 83% (95% I BZIXIAl; -13%, 8% ). (EIGIR TG A S, FIZsmefz s
AT BERAMEEREN 1Y% (5SUMEEXE; -11%, 11%). HEAREMIRITEE,
R [A1YR 7 53 e NG IR AR 3 R SR v B It o 35 281~ P T 10 SR 3, R sl 2
B ZHRR RN 80% A1 90% (95% HIBAS X [8]; -23%, 3%). 1E & M7 34 -
VR R AT B G R rT VPl B A R WK 14 TERSEAE, 740 13 BIAERRTE
4 RZE 16 LB FINT I BEELI, NEBIAF AN VRE H. £ 15 Fosh: Mk
W T VA 1) 5B 3 P S0 TEAR R I PR IR 2R, 036 K AR 78 R NS 1) 3+ 85 R Tl 24 1 PR
BREE B GLI R
R 14. ERBEABPRIRRGTILERE. AEHRAGTLEEEFMERT L) LE R

i, ERERNETFIEEER, BAENFESEHYIR

BEMRTHEE | ARNEFABTRES I R AT AT ) SR
NEE Fmtiz | AEER | MRk | AEER | AIEMER | AEER
n/N (%) | n/N (%) | n/N (%) /N (%) | n/N (%) n/N (%)
ERERZAi 150/186 69/83 86/108 44/49 106/117 49/54
(81) (83) (80) (90) 1) 1)
SRR | 61/72 31/34 37/43 22/23 46/49 26/27
B % 20 2K (85) 91) (86) (96) (94) (96)
S
BE 3R | 13/18 11/12 5/6 4/4 77 5/5
% (72) (92) (83) (100) (100) (100)

TR IAIT B (MITT)  =RENAITI0EE (ITT) SR7E NIRRT 53 28 545 22 0H M R A&

R 15, EZ[EMERER BRI MED ZRIA R LE S
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e A TRE D7t B AR

A2 AT PR
TR IEAE FIZE MR n/N (%) T BE n/N (%)
J3 TR R 2 16 PR Y BR B 6/8 (75)" 0/0 (-)
B O E R 36/38 (95) 23/24 (96)
PR TG AR 24 (1) <2 28 2 7 4/ K i 16/17 (94) 9/9 (100)
L HETERETR 2/2 (100) 1/2 (50)

AR B AT SO UE SN 7 B

g

TE—TBEHL,  FHEXT BN BRI A2 X4 QT R, 40 fifg il a#5%
I ZS M B IR 25 2 600mg FRAKIEST 1 /e, FIZS MR B IR 25 24 1200mg FRIKVESS 1 /N,
LR FRFI AR IR BE X A28 o 7 I 2R U FE i B L AAT T B 1%, 600mg F11 1200mg 75121
FZE et QTe [ HHIIBEAT i 3 5o

[ZasE]
Z3ERH

FIZE L a8 T W Ge R 2 A= 2, AT T YR 7 el 7 AU 2 P M v 5 | A Rk o )
Z W (A AR T T VG I 0 G — S 22 MR B R IR SR - R 2SI 540 508 3 23S 1%
B RNA _EIAL s gh &, WmFRIE BRI RENE 70S thsh B &4, Ja# NAw Lt itk
W BB RG50S TR — % B T 2R 9 11 25 SR R A R 2 e i S i R 1 R8T 6 BR T 1D B
Tl o TR 2 M e Ay K 2 50 BR TRT BRI PR 110 235 BT 77 o

PRAMIF TSR 23S TRNA (1) 55 5848 5 R e i 24 PR 7= AR O o IR 253 A2, X5
T8 i 24 0 PR I BR B 0 R A el e AR T 2 AR s S A KR IE— TR &, A ERE
)2 W it 245 (1) R P ok 1 = B P A & RO IR O o S A — TUTE R 2 e e R 2 i R R R AR T
(PP TG AR 247 ) 4 8% 641 26 BR BT R 247 PRI 5 o IR e A i R 24 W g 4D i 245 5 3 23S TRNA
H ) R RAR (2576 A7 B REA 4k g Jig s e BAR ) A5 9o B e i iR FE R 4wt 23S rRNA B B
PRER T (L3 F1LA4) FART X W e i 247 (°) Ft A A 308 5 0 R S W fle A 8 S 24 P, P
R A 3 10 6 26 3K B 0T R 5% MR e it 24t A R o X PP 24 14 2 H of BRI (OB R puit
FEERD A3, BRI R 0k ) 7R 2 Bk R A

5 HAt FL T 25 KA BLAE

RN TR R ARG S5 T B R . IRRBE R AR T WA r-pa Ay T = Fe
ER RN R 2 SR i I (B e

PRI AN PR B 45 SR B9 B, Ao BL R A K 2 B R B A S et -

8 S HIATHR AR 22 P BUR R -

FRIGER T (R 75 B R T 25 K TR KD
TR A BRTE CRLAE S0P PRI 24 O T O
oA BEBK T

fili 9 BEBR A

A I B BR TR

H2371, 32971
Version No: 20201120



NIRRT AR 90% HIBEMRARSMRARE KL (MIC) AR B85 T H AR e i () U
L, 28 DO ARSI FEBORE, Rl PR SO AN, 1 R JE L 78 70 1R S ™A o 1 s PR AT
FOUESEAZR IR I PR L F 67 Bk S8l e W 5 RS PR I e 1) 22 VR AT 2tk

7 SR 5 Y 2 22 PR B
FefEkE (B BRI A E D
PRIGEREE Ol & s USRI AR

R EIERTE CEOFE TP 2P0 PRI 24 AR TR D
4 100 7] 2 B R

BLAR (U BEER

T SR S Y 2 22 B A B
LA

BT

pu:d e 3

) 2% WA e B R 9 A R0 (Ames 21 B (1] 52 9 A4 0560 AR H E6] 6 R, B9 R 441 i 4 £ e i A X
). AMEE L DNA G (UDS) 58 RS Ak EL 40 fi i) G tpA sl b 23 B R /N BRI 4
PO 18 35 A B SSOR AN SR R A 1 i

AFEEM

R 255 Mo e AN R MR K SR 2B B DB AE B AT N 2 e e P KRR BA>50mg/kg/ R
PIFIRLS 2G0T CRYE AUC HER, ZAEAM U TR T AWML LR, BenldiPEH (%
Tt K BRI AR B D ANAE B AT N o X AEFE T R I ] 1004 B R i SOk 7 AR BT A 1. 32
S (R A A A B T2 2SR ) S TR 2R AA, I HL2 BB s U1 o 5% 380 1) B =2 v b Bz 4 i
PIRERFISE A, HARE I IMIBRAIRA . R Aok WAL B 52254k

B TEPE R SRAE T KB BV RT5 I S TR E (50mg/kg/ R, MHAERIEE 7—
36 K5 100mg/kg/ R M AR 37~55 K, 1 FHIH AUC #EH, ST ARIPMAE 11 BH
JLEAAFEN 1.7 £5), REUATE B AR s K R AR . TEXT 52 0 F T A AT
B M T2 6 REFJGH S KD A 7 52 21 KD\ BURBTFH (7)F 22
RE 35 K) MZREGENEET, RKRMERRFEIT XN AT rm. KRAEHRA 22 RE
35 Rea%), WEEI W RE T 1530 JI B IRAIR T IS BB .

FRAE AUC HEE, /B R BRERSK T 20 Tl 75 1) 5% R i (1) 2 B B A > T TUA A4 2 i 211
6.5 5 CNEO. BiMHY CRED 31 0.06 5 (Ke) B, KWBWHER. (H20 WG 516
a1

FEANRH, ANAEFEERHMATEME QSRR A E 3G S0 & N4 KRG
etk 7EFEN 450 mg/kg/ R (HRHE AUC HESL, 24T AR R FE KT 1 6.5 £5)
B, AT WAE ARG MERRSET N, IR E LR IR ERG. T fa iR e 238 .

FERE A, 7EFRIEN 15 F1 50 mg/kg/ R HRHE AUC HERL, 255 /KF-2055 HAR 4 145
MNARZERR 022 %) WAl WARERFEE. HIREmERERTRERK. WEEtk
FEEE PR, o5& 248w AR IR TR E R R AEBLS . (778N 50 mg/kg/ R, W LR
BEREEVE, RICHMAEIE &R,

EF R, RAMEGLAFIEN 15 mgkg K (3% AUC 5, F4 T A4 R TR &
) 0.06 f55) HIEHATEIER CHEUGRMAIE, A ER R SEE R, 4Bk
I I

2471, 3L29TW
Version No: 20201120



FE DT 45 0 LI 1B 25 - MEPE K B A 50mg/kg/d (L AUC H4, AT AHFIED, 75
1—4 RAATEIATFEORD o 4705 FMEE SOREVE AT 22 1 A 2S T, AT WA 3 TR IR AR Hi )
.

)2 M g K HARUR = m] 22 B LA K SR B LT 20, SLTE e Ak B2 5 R 2 AR L. 1
ANTE BRI Z W g 2 15 22 N LT 431k

B
SKEAT I 2 A AR S A PTAR R 2 e 1 95 2E B0
Hofh

FE R AR (KR BRAIR R, AR WA PR 23 PR L2 B AR ABL o o B30 1] R0 ' Y 5 ek 1)
AFAIEARSS, S0 FT bR I a4 R e 20 B 25 Bl b« T AT e F) 56 41 1 4 R 2
I T DN & A N AR ) IS T AN 7 Nl N )N N e e L R B2/ Nt A
Bk B, WMEHBAER S ] REMUEE B R AR AR S R AR A I A Ok

KEIES: 6 AL O4 TARMNE, 80 mg/ke/ KT ELAMENEZN Y R] WLARE fih 2 HH BLA
FIE D R B A s 2R AL 3 N T TR B 1 R S BLAL
M2 BRI . W RER [ 5 2L 2L AT BB RIS A VP A AT LA 2 IR AL RS - E2525 6
AR 2 R BT ARG AR 2R AR, (Hh Tz W DU 2 s, Hoor
ATAKIFER, DI 5 2500 ELEAR SR A B 0 o S e A A IR X M s 22 R AR 5 2 A K
B AN E AR IR ASAREL, T BEE WL T S SR RNl

EIRAERIG RS — 2 NJEA2 10 T S B A1 AR B AR 2 Ot i S ANk 2 R S i 1 R
SREREEAT FU K R I R e e kR, (E2 R W] I .

(25307151
JRN LR BN 2 R R AN A R 2R R KT B 2B A 2 R 160 FIZR M
600mg, &F 12 /N R UOERRASJE, AZRMRL IR AR LI 1 .
R 16 BEEAFIRBERZGR HZSHTHE GrkEER)

F1) 2 WAk iz (1) 551 Cmax Cmin Tmax AUC” ti2 CL
pg/ml pg/ml hrs ug-h/ml hrs ml/min
400mg Fr
P 8.10 — 1.52 55.10 5.20 146
(1.83) (1.01) (25.00) (1.50) (67)
12 /NI 11.00 3.08 1.12 73.40 4.69 110
4.37) (2.25) (0.47) (33.50) (1.70) (49)
600mg F
L 12.7 — 1.28 91.40 4.26 127
(3.96) (0.66) (39.30) (1.65) (48)
12 /N 21.20 6.15 1.03 138.00 5.40 80
(5.78) (2.94) (0.62) (42.10) (2.06) (29)
600mg itk iE S
A 12.9 — 0.50 80.20 4.40 138
(1.60) (0.10) (33.30) (2.40) (39)
12 /NI 15.10 3.68 0.51 89.70 4.80 123
(2.52) (2.36) (0.03) (31.00) (1.70) (40)
600mg I ik VR 2
BRI 11.00 — 0.97 80.80 4.60 141
(2.76) (0.88) (35.10) (1.71) (45)

2571, 3L29T
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HFIEH AUC=AUCo-» ; Z7HIEK] AUC= AUCo-
$edE B 375mg H—1kifik
© MRt 625mg ALK, FRHIKLE 2 AAE 30 4 Y HE
Cmax =1 KIMHKHKSE; Cmin=HfKIMHKKE; Tmax=ikIEH A
AUC=ZI M4 FIMERG =T EEW; CL=RGHRR

28

24 - —®— 600 mg oral every 12 h

——

)—
—

LINEZOLID PLASMA CONC, pg/mL

1 1 L 1 1 1 1 1 1 Il 1 1
(o] 2 4 [S] 8 10 12
TIME AFTER DOSE, hours

B 1. 600mg, & 12 /N OR—IR, EFRASHRIREERRKMRIKRE CEME + fnfEZE, n
=16)

Wk DR Za)E, FIZMRR IR IT5E 4. RG240 1—2 /NIE 3 ISR IR
Yt A DRI FHEE 20 100% o B LA, R e i 11 AR s ik 2 2450 e YA R 551 oo

TR Z5 W i 2 24 TE 200 2% FE IR AR ) o 4R 23 W i 5 7 AR S 0 R Bl FIRFFT B, S 0 i) AR
1.5 /NIHETR 28 2.2 /NI, Wk EE 20 R BE 17% o SRTTT MR 5 B 48 FR AUCo—., 1E7ERFHIB I
N ARARALR .

S S5 NI ZAREN 772500t T3 A R 4% W i e R b o A7 T YR R AP I 4 . F)
FEMERR I MR B A 45 B 3R AN 31% HORARMREMRMME . R R EIEE T, RS R 2w
()53 A 2583 F- 359 40— 50L.

TERF TR 2SI 22 IR 25 245 100 T A R 72 Fh, o IR A3 450 ) 48 B 5243 1) 22 P A i v 1)
FIZE MR BE AT 1 5 o R ZR MR AE MRV 55 I AR A B 1.2 B 15 7R3 g P i
E% A 0.55 tE 1.

AR s ) 2 f 1) 3 EAR I S IR (B AL, AT PR AR AN TE TR IR IR R AR U 4,
HHELEIE CRREY (A MR CRER RN (B). ERSN, HEMRE= A 2
W —ANEEERIER, AT B B e T A E AL T R AR SMIE 73R R
FE M i TT REAT ARG R P AR E A R4 e 2 3R B P4SO Ao (2, FIZRMei AR EHE 24T
BB e A

HEME: B G bR 5 R R ML TS BRI 65% . FadSE, Z0F 30% M2 LRI 5
MR T 40% LAMRIT=4 B IR, 10% LRI 4 A 7% b FRHEME . )28 e i)
B IEERR AL G52 40ml/2r 81D, SR B/ NE M BRI F58 b 380 rp R 5 e,
KLH 6% H1 3% 25905 M UARE =4 B A A (T s BLIE 25 F

Bt 5 ) 2 W fe ) ) 1G0T U S R A Wl B R R AR SR T B, SR IIATE =R BE I
I ZS MR (1) B TS PR RN AR BB bR R PR . 2R1T, TEBRZF IR /N, AN 2 DA M I 25 e i 1)
e[ TS =3 N

2671, 3L29T
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TR\ BE

ZEN: FIEMRZH 2R s F W REE RS (265 %) PREFELE. AL,
EZFREFHEP LT RERE.

JLE: ERIHAER 17 SHJLERE (FR7ILEEA AR AL 12-17 2 gk
HAOFELLLHAE 1 HZE 12 2 1) LEEE AT TR M 55 = 5 ks 2 280 7
ST, R 17 WA L B AR N IR N R ARk 20 R M 25480 7
SSHOHAT T NG

5)LEBERER TR, FIZEMEE Cmax A0 AF (Vss) EAERZENLE B
HARBL. SRTIT, FIZRMERZ TS BR R AL & TR E LB BT G A BT HAENE—E1)
B2 )L, e MLEA EHAE—AEE 11 %), HiERERRR, SESGMRAMEL R
FESGY 2G4 BERRE (AUC) PR gk b ) LE S PR migm, %
W fi PR Bk 2R BT BRI o T /D 4F B (VS B 2 5 A N HIARAL . 5 e AAR L, IS RRE S 4
BY#GEE (AUC) 1EFTA A FFEZ 1)L B AR RIAMAZ R

WAELE 11 B JLEEHES 8 /NN Z— RN H ) AUC H 5 H D ERRE R H S
12 /NP 25— IR B H P35 AUC {EARL. BRI, 11 % B/hF 11 2 ) L3 B IEs 2555 RN
10mg/kg, B 8 /N —IR. 12 & KH LI LE B H A 272N 600mg & 12 /NF—k (I

[HZEHAED.

£ 17. HEFIE 10mg/kg FEIKHES 600mg FIFEMERL S,

LB EREBENAGRI /%S

#H CEFHE: (CV%); [BRVMESERKXED
Cmax Vss AUC” ti2 CL

RS pg/ml Vkg pg-h/ml hrs ml/min/kg
B LA

R )L 12.7 (30%) 0.81 (24%) 108 (47%) 5.6 (46%) 2.0 (52%)
<—J& (N=9) [9.6,22.2] [0.43,1.05] [41,191] [2.4,9.8] [0.9, 4.0]
EH L 11.5 (24%) 0.78 (20%) 55 (47%) 3.0 (55%) 3.8 (55%)
<—JEH(N=10)t [8.0, 18.3] [0.45,0.96] [19, 103] [1.3,6.1] [1.5,8.8]
EH L 12.9 (28%) 0.66 (29%) 34 (21%) 1.5 (17%) 5.1 (22%)
>—JH{H<28 K(N=10) ' [7.7,21.6] [0.35, 1.06] [23, 50] [1.2,1.9] [3.3,7.2]
BILEE 11.0 (27%) 0.79 (26%) 33 (26%) 1.8 (28%) 5.4 (32%)
>28 RIH<3 MAN=12) [7.2,18.0] [0.42, 1.08] [17, 48] [1.2,2.8] [3.5,9.9]
JLE B 15.1 (30%) 0.69 (15%) 58 (54%) 2.9 (53%) 3.8 (53%)
3AMHAE 11 B(N=59)7 (6.8, 36.7] [0.31, 1.50] [19, 153] [0.9, 8.0] [1.0, 8.5]
HOEZIRENERE 16.7 (24%) 0.61 (15%) 95 (44%) 4.1 (46%) 2.1 (53%)
12 %% 17 % (N=36)* [9.9, 28.9] [0.44, 0.79] [32,178] [1.3,8.1] [0.9,5.2]
AR B 12.5 (21%) 0.65 (16%) 91 (33%) 4.9 (35%) 1.7 (34%)
(N=29)§ [8.2,19.3] [0.45,0.84] [53, 155] [1.8,8.3] [0.9, 3.3]

* AUC=H58 AUCo - ;

R EE T, LR E SO IER N T 34 28 CRAE 157 ) LE A R AR R T 1 2 28 R,
ORHEEE T, A LEE SO AR R TS T 34 24

T 5ESN 10mg/kg

OSSN 600 mg BY 10mg/kg, #¢ % HE 600mg;

S FIEIA—M4 600 mg

Cmax =t KIMIKAKIE; Vss=7r A 5

—HHIRGH R

AUC=ZjI I N TR to=RWIH BRI CL=4%/k =

Version No: 20201120
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PR LoVE S TR, P A E AR N . VR s T 0, o i E 2
S, HARE 25 600mg Ja, LVERFETEERFR AR IVENR 38% . SR1, ~FEIRIFE ERIE
FHE BN R W M 22 58 Rk, PE 2 B e AN 2 W Rt Rl 52
IR0 HOEAE X P BEAT 70 A

B ThREAA: AFRTEREN S DIREA 2, HUR 25WA A WG i 24K80 o 2k AN A AR 2
2. BOfe A, SRR AT RE T A B AR, HE AR IR e i) AR G
MmN (W2 18). AR H B IR A4 B T, X LR PR Qs 7 &8 B R =
BEATWETC . TCIRE THREUAMT, B ARRETRAT AR A A el i S 25 R P, DRI L R 2000} ' 2y
REAN (1 B BT . Pl Tk 508 o 2 AU 0 A A B AR I I PR R SO GR, X
THREAN 22 F 5 NLASUAE L FH R 2 WA e 5 A ) 2 AT A XIS [ P ) B o ) 2 el B JEL i o X
WP A BTG B o AT RIS AT R A % e 24 B J A R R BORE . MR
25)5E 3 /NI IRENT, ERA 3 /N FEENT AN L) 30% 2GR B rTiE . DIk, AR
AR g I8 A I35 45 R 4 2

%18 ARIEESBRALNEZ DL 600mg FIEMIEZEARIE DR, FIZSmRzKkH
RITF=Y A F B ) AUC FITHBREZHFIE (BrtEE)

Z % REEEE | BEURTERSRE | BFUREEZ®RE i 37 — AR
Clcr>80 30< Clcr <80 10< Clcr <30
ml/min ml/min ml/min MBEHE | MEHATR
PlZE MR
AUCo o ,pg-h/ml 110(22) 128(53) 127(66) 141(45) 83(23)
tin, /M 6.4(2.2) 6.1(1.7) 7.1(3.7) 8.4(2.7) 7.0(1.8)
R4 A
AUCo-4s ,ug-h/ml 7.6(1.9) 11.7(4.3) 56.5(30.6) 185(124) 68.8(23.9)
tin, /M 6.3(2.1) 6.6(2.3) 9.0(4.6) NA NA
U4 B
AUCo-4s ,ug-h/ml 30.5(6.2) 51.1(38.5) 203(92) 467(102) 239(44)
tia, /NEF 6.6(2.7) 9.9(7.4) 11.0(3.9) NA NA

THEPIRIEZ 8], NA= A&

BFIhREARE: XF 7 B R AT IhREA 4 i (Child-Pugh 70%% A B B) IR R L, FI%
W iz ) 25 AR 30 7 2 1 o oA DL e A o AR A PRk, TEZ0n 48 45 v FE T Th RE AN 4 58 35 1 77
B MARTE T INRE A A K B RPN I S R 24 Bh 1 AR

G|
WG, B, fE 15—30°C (59—86°F) 4/ F#1%.
(3]
10 Fr/BKIEIREAE; 20 /e
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