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TE S PRI P9 B R e R RIS B IR 220 7 2H o i DL P R e R B 5 e M D) 2 4%

(50.3%), HIGZEDIRE R HARIZET, NERMEIHIER (9.6%) %Sl (9.6%). IEFEN
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Fefp (8.7%) B E+ —48Mmitm Il (8.3%). MEIEEL (6.2%) MEHEEER (6.0%).
TEIX LR, 77.8%EA ARG PR AR R B S B 58 o /DB PG 5 B R
WS ThREZ 438, APACHE I WF4r>15 (3 (3.3%) SiAMRHIG RAEIR R ILIA 210 2 K&
PERE N I R (11.4%) . FERIN AR MUAER B T (5.6%), BT ERMAR. K,
XU R BOAZIE AT .

FEAR R T IR _ BT ) W 5 FLI SR MR N e (cIAD E R, B IR EE e Bk
TR R b, A B NN R RO RS U VR T

1o A B MR R VA ARG I B 3R 244K 70 5 B RE I o IR HE R 2 o5 5 I3 3 SR
50%. [RItL, R YT A AR AR AR S

AR SR IR 355 PRI [ IS 45 245, 0128 PR Pl JE ) M At 5 3 ek 4 s
B

JUF- P DU 25 5 S D IR 25 i ¢, HC P B BE vl DU R 2 b A i e DRIUE, TR
BEAEATATH B A4 2R BUA 249 5 IAEIETS , ROZBIRIX AN ST, IR EE,

4) JLEANE

YTFIRRE AW, 5T 8 % KU FJLEEE, BIAEMNR TR HedERR
EHIE R, HHRETE LRI REETHE S 7 A .

TE LB DA, HoC A @ AR AN RN . SR T RE S KA I K . 7E)L
BT, BN M R E > 60 48

PEARS , BT )L e N — R Lo ISR TT RE AR JR AR 28 HOAE 5 o T R H B
%, MAFIEB NIRRT

TETFUA T IR 2R YT 2 A B I ) RE A 3 L B 1 S 4 LV 2 S8 e Tl R s I g
HEAETR YT R AR B JA AT I S

8 G UL R JLIEAEH BINIAER, B ERS B Bk = 22 4 PEANS T 808 HLA i m] BE 22
IKAMEF AR

3. BEFM

JLZ A A, ALREAS TR P TR 2 S TR R B . AR TR TR
G (WFEEEE ). SRR MR MG, BOZ A RRE, TR S R T
W IR, ABZNOZAREAE . BURA A ECR SR AR IR S8 (1) BRI A
HITIA M (2) SEINGHEE H O 24 T BEME,  (E 45K SRAS BE R A i sl AR B B 2576
I7 o

N5 2 BT R LR R H LR A, 8 A AR R S &b AR PR RIA
J7I5, BEERE -FABERBRHNHESEH, B SAKREERME CFEBRA BEZE
FURHO. i RA, B Nz RS mEE A .

4. MEBAVLS BRI M
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AIRERAE Sk, XSRS AL e VR e

5. At

B IMIA AL P B AR 1R G B R ST 25 A R

A Aek SRR TR LR, P Re S A ME R A E S AR . SR
A EEZEAARS S IERD, SRR S EAA S, TR LE.
A SR R P R B R, MR AR A SR BU N (S0 HERD, M
15 A, FF0E S R REEAT AH SVE T
[ZFa kA aLHE]

HiR#E L

O 25N

SRR A R B IR AT RE SRR LEE (W DAEFEFEVEY DU AR N,

ARG EERIA L AT R T B MR %R, W BRI . A8 RAENG
LT AE ) 2 188 e 08 8 XS IS 4R 2% R AE A g S B4

AL

R 14C PR B IMARBATIMN T, & RIORBINH R 5 T LW I KRBT 7
We BN R OREDFHEAR, 5—32, WAL PMIEEEAMRIERBME MR L
5 7 HR B P AU

MANTE AR MR B A NI W BURVEFZ 245ME NFL oWk, It LAAS 5t 8 T FLBEI BV 14
1H.

[LEAZ]

HH T E AT SR TR 90 L8R B4 52 B INEA V89T 8 AR T S g, DR A gk — 2B 9Py
JLE RN B IR R T R Atk . R, AR 18 FLARJLEMEA.

XTI HARZ )T G, S 250 MR RRHE A B REEAE R S, AdhiEH 1A
J7 8 B K VL b)) LE B EHAE N AE LR R A UK TR R BT BUR g . BT LRHEE AR
NIIFREF S, HEF T 8 £ 17 B )LRHERENHZE (W THZEHED, DERA I
T FHETRE 23 15 0L T 2% .

NN F R R BIIVER, AEEHT 8 5 UL & .

[ZER%]

7 LI AR S0 3L 2514 B2 A MIRIT I EE T, 65 2 KU FIk 664 44, 75 % K LA
b3t 288 44, XM AR A R AR A BT A B SR B E A L TC AR BRI = R, AARE
BRAh—Le A B A 5 A RF A

FEAR I BT E 2 100 mg B DA ERI, AR R 4E 2l MR 32 10 1) B A s L 4 2
BEAMERIHEZSS. W (AR 1%].
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[Z M EAER ]

TELGYIRE ELAE IR S0 AR R 25 A RS2 AR i CRT 771 100mg, SR J5 48 12 /N 50mg)
e (B 0.5mg 4k 2 0.25mg R, & 24 /N —V0 . B R AR F ) Coax 52
JEFEAR 13%, (EXTHE ¥ 1) AUC BUE R IFTC#M . LLECG [ ISR AE BT AR HE, Cumax
(104 JEE S AR S b 12 o AR S 2 RN . Fa b, B S AN RS0 B 3R R K 254X 8) )
Retke DRI, A St s I T 2 250 7R R

{8 RS2 AR RIS S AS 5 CE 7R 100mg, 2R 5 4F 12 /NBF 50mg ) R4 (BLF B 25mg)
A 3B R-AVES T S-HEIEA IR Z 73 ks> 40%H1 23%, Crax 7370151 38%F1 43%,
AUC 73 HlI3G T 68%1 29%. B INFA 3R B35 BUR 450 INR HISEIT . 4, HBIE KRR
B INIR R 2B ) R G SO o SR, B INIAZR 5 ik A FH 240 1812 s 00 1 g
B 1) B LA B 3 PRt 1

NIRRT Fe 4 R oR, B IR AHH 5 6 Fhédfifl (a3 P450 (CYP) LAY
A SHAREHERE: 1A2. 2C8. 2C9. 2C19. 2D6 Fl 3A4, RLFUIE MK RSN ETFL
IR B AR I 25 AR R . 5340, BB IR R AR A iz, TR Ll ) ml
75 FIX L CYP450 T ALEPE R ZIH A 22 5 AR 5 (R BR 26

i/ Caco-2 ZHMIBAT MIAASIMIE T R, B INFRZRBA Ml s 2 S, X BB n3k
FOFAE PR (P-gp) ST BeARAME BRI A Py 25440 ELAE FHATE 70 - B IR 20t 1
S T R TE R MR I — R IAH AT

il FH I B 20k P-gp M2 REAT 1) — TR SMA T R, BINFRE 2 P-gp MR XF T
P-gp N SFHLISTE B A KRN AL B IR B EE, BATHATERE . 5 P-gp #0157 (1
L R BRI 1 2R BX P-gp 5 571 (BIINAIAE T & R T RE 2 52 B INER R 251380 71 %

PUAEF S 1 Rl 2 24 [ B s P PT 3800 e2 24 47 FH BEAG

[ZhdE]
B R R MR RGP RS PRSI E B IR 300mg (60 73
BRUAE) R ECR O B R AN MBGEHT AN BE R R B A R

[Z3EH ]

ZEEH

B gdd 504 30S WAL LA FHIEZ AL tRNA 73 3E AAZBEAR A AL 7
20 B A e X B T IR DR I U R R TR AR I A4 o 5 INBA 3R 52 DU A 2 287 K
ZINLAE] OB LR RIS N BISEMAEN . AR, RS R4 NS0 TE S B PR R 2L
AU AR R IR R HASU A AR RS X2 . BN R A B L
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B CRLfEE) I p AMCZEE) BRI, K A BRSRAMER SRS A 3 (AN e g/
NN SEMTZHLEI R . SRT, 28 ESBL A TE PR T REIE L HAR 245 LA X 2
R AEM G E . ARSI FEARUESE B IR R 5 HAR ST YA E RS PUE . Bk b
YL, EIIAF IR -

TS

Teie A SR B0 8 CIE R ] Pl 13 (4 W A T ek 380 Sl i 2 A 200 B A o £ K 28
BRI R LA LR I

BEHMEE

FEW R (PR 5 2 BUR B AR

SO AR R P PR RBURR BT 24 TR D

ARG

IAHTA BEFR IR (LI IRHA BETR T A ) BE TR AN 42 P G TR )

MR EEFR T (B2 25 R )

IR AL TR

BEPMER

T 7 TR IR T I

B4/ 1

A 27

TR I AT

V-

AR 5 7 1

HENEE [

REH

HES5T AT i

ZIEMIT

I B

EEIT

TR

WD IEEERR

PREMIEFEGORHIE SE B INFA 20 T S4B BA PR A 1, BRI ESCHANE2E - X4
B E D 0% R R IR S MRARIN R E (MICS) KT BUEF T B m3A 22 0 A0 B 8 B A=)
AR A BRI IR B o IR T B I 2V 7 3K o 240 T I 580 P R e ) 22 e AR AT 28k v R A A2
Ft Xk B B 1 1 PR 1K P I S

PR
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IR

AR

FGRRE T R ED

BRIGERET CF T R U A2 b

IR

R

R ATAERET R PR S 2 D

I AR

R

BT

kTR

AT

PG

TSI AT (T

R I A

LR

BT

IR A

PR B

AT A

TR H

LR

SEB

P

HoAt B

WM A AT

PR AT

*ELAY A AT ETE M PR B IR 2RV 300080 B 25 R, O 25 1 4 F
LG (MDR) SN Moo 50 o o T 0, SR s ) e T A ek
P SRR R, R AR AR R R S T BT I . A 5 B B A e e Tt
7 B BRSO T 26 O U R

BRRR T
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FETTREIS s I RS 4 27 S0 8 2 A2 M i PR B A 4R (3t 50 1 BR e IR Gk B A DX SRAG 95 i
TR ) 24 RSO O0 F0 E JU4I 35 5 AT 757 IS 224 22 i B g B oLl s X T 70 T 24P A A1 24 Bt 6 4
RIS XS BT Im R AR F A 6 T MPTR 259.

PUH VRSN EIREZ (MICs) HJIISE R E &%, X MICs W ATt 4w xt
PURE 23 U . MICs BER FH AR HEAL TIN5 72 CIRIZ BRI AT BB A A BT Bl
2 KWE . XTI G RRE I T AR, MICs ZUERMBFRCH] (12 /NS D I
SR EEAT . MICs {ERIZARTESR 3 o (IR EEAT ik

e BN R | LA AR v AR R T S R AN T A RN T 25 IR R o R A
AR5 200 52 100 A Pl RS LR AR AT 151 B InFA ZIRBT AR AN G A= ) B I 22
IBUENE . AR Y BOEIT R 3.

VS ErZN

1T P BRI % S0 AR 3L, B A 3 RS B0 36 N 12K F B IR i B A 1R AT

R 3. BIMARABRR S FAEAE

AN B R i) O
I Jir TR (pg/mb) (HIEE B E A4S, mm)
S | R S | R
SEHERT AR CRLERE F A TR 25 D <0.5% - - >19
MR GETR B2 S FERR 5 )57 <025 - - >19
MR GERR B <0.06¢8 - - >19
eIk E (AR T B R BURE ) <025 - - >19
JAT s} P <2 4  >8 >19  15-18 <I4
TR AT A <0.25% - - >19
PRAH © <4 8 >16 nla nfa nla

A BB A bR, BT BUEHRRR 1 0B Z AN ST EFIZEHE X MIC 2
S U I BB R 58 ST ST 5
BB AR AT ATAT IR 27£5 A £ A VRSB R
© B R
A B () WEFOR, BB LAY Rk B 5 A T (R TR
RGBT K. S5 4 (1) WHRREERTRE, SRMEA LI IR
AT, A S SR ) SRR AT 25 M0 VR B s o]
AR L 2PN T, 2T T . B SR T — s, D)
SR R BB AR 3 SECER WILK IO, 2" (R) bzt
PR FTIA BRI, AT R A K s BLEHESALIT
SRS
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PRAEAL 25 SO IR A e 7 BER S S T P It DA I 5 8 DR A6 P T P il A5 4
AERPERTRE 2 1k, DLRRIR HAT N G RV E TR I/ o ARUEES IR ZOR R N RE SR HE LA T 3R 4
Jos i MIC Y6 . R 15 pg BRI I BEORBIZIE 21 4 Fros bR HE

R 4. BN FTREREZ KR BT

RS AR R IR JE %iﬁﬁ&
(pg/mb B EE, mm)

S H O R EE ATCC 25923 ANiE A 20-25

T H R 7Rk E ATCC 29213 0.03-0.25 A&

A7 B ATCC 25922 0.03-0.25 20-27

277K F ATCC 29212 0.03-0.12 AN3E

A A tE5kw ATCC 49619 0.015-0.12 23-29

DR /B I 4T ATCC 49247 0.06-0.5 23-31

JHIRE ATCC 49226 AN 30-40

JE 75 FFE @ ATCC 25285 0.12-1 ANiE

ZIEITE * ATCC 29741 0.5-2 &

B LR 15457 @ ATCC 43055 0.06-0.5 A& H

TRAEFRE ATCC 70057 0.125-1 AiE A

AR I 0 j7 ® ATCC 27853 NiEH 9-13

ATCC = E[EbrEREE

* TRUlE MR I

O G 1E A T T IR A
FHEBI
L.

TE— M CRLFE A B BR P S (CHO)D 4 ik o1 et AR i A% 036 . CHO 41l (HGRPT
2[R JEE AR A IE 1) AR RIS /) BRIk L8 4 B Ak &1 1 1) S8 A58 DA K AR Y /N BRAZ AR B8O
WIRRINE IR B SR A s ARk W R E .

AT

PLAUC 5L, B A 3% 1 2% 5 77 & B IA BN AR TR 5 B ANTE MK B 5 e Bl

HEE T, X MERE K BRI O S Bl 15 S Y T 2 AR S R

WEfaRa A B R R T, L AUC T, KRR InA 2z B e & (12 Al 4 mg/kg/
RIS 735079 28 pg/mL-h A1 6 pg/mL-h) 73 5AH =T NAEH FIER) 5 540 1 f5F, EImT i
R ANIG B A S AR AR R g, KRR P e w] I . AR AL AL, 5 14

JhE IR R A S N

Rl AR 2 AR FU I, 2C FRic B IR R REIELL IR 2 AR 412

BUE -

RHEAT BN L T PP B I3 2R A B0

HERG AT
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£ 2 JAWFid, LU AUC w5, 0 5l4 T RERIR: 8 £ 10 £5 T A &F H 775 1 & n#t
REFGEN (L2578 N 30 f1 12mg/kg, 5% & 45378 50 ug/mL-h Al 60pug/mL-h) , AJH
DL EBEAHIA ORI A . LALLM, P, b iRsD . 2 G )G, X
LRI ULE 8

T KRB IR G AR EE B CHBURVEIES .

FHoAth:

KEFIRFIKAEE B MR, LLAUC T, FREE= 70 AE 2 T N HRE R 14 £5F0 3
i, A ERL R

(/317751
AR i R 24 B A BT TV A BBk, B I 3R R B AN 22 R B ks 24 (1 2 24K g5
SRBEENAR 50 BN R ERAKGTER 8] K20 30~60 738

R S5 BWAROPFHLGRINFSHEHERE (CV%)

FLF & EZi

100mg 50mg & 12 /i

(N=224) (N=103)
Crmax (ug/ml)° 1.45 (22%) 0.87(27%)
Crmax (ng/ml)® 0.90 (30%) 0.63(15%)
AUC (pg-h/ml) 5.19 (36%) --
AUCo.24n (ng-h/ml) -- 4.70(36%)
Comin (ng/ml) -- 0.13(59%)
ti2 (h) 27.1 (53%) 42.4(83%)
CL (L/h) 21.8 (40%) 23.8(33%)
CL, (ml/min) 38.0 (82%) 51.0(58%)
Vs (L) 568 (43%) 639(48%)

Cmax: m%i&ﬁ, Cmin: ﬁ’%‘zg, AUC= %HifE%TE*R}J\E?W%%KEﬁ,AUCO-Mh
=24 2R T IR 24 /NI 1, = WHEBRFEE; CL=IERRR; CL, =515k
K Ve = B AHM
@ 5 100mg, 4k S0mg & 12 /NF4A 2,
b A 30 A4
¢ BV 60 4rE.
1. 4
FRPE G PRI FT (0.1~1.0pug/mD) WEL, F N2 BRI B A 45 AR JEFE K208 71%
~89% . BINIRRMIFAR A BT 500~700L (7~9L/kg), HnEIMARLLA DAL,
HoAp A i 3 250 .
33 PSR R B IR G 100mg 4k 50mg & 12 /N 252 J5, TlivEgn i
BINFR RN AUCo1on (134pg-h/mD) HILE AUCoon %0 78 5, _E R 4RAt b B s &
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) AUCo.12n (2.28ug-h/ml) LI AUCo.10n 2050 32%. 10 A7 {8 FESZ 0 10 5 K i b &
HIFR A AUCo 120 (1.61pg-h/ml) HUf5E AUC-10n 21K 26%.

FERFIER T, AR VIRA SN TREETT#E 8 T2 B ma %R
100mg. 5 IME 2GR FEAIEL , B InIA R 4h 24 4 /N5 IHZE (38 %, n=6). fifi (3.7 fi%, n=5).
g5l (2314, n=6) MZWIREEE S, MR (0.58 i, n=5) FIEHEE (0.35 1, n=6) %
VIR A 20 70 40 24 i IX R 20 1 35 I A IR B i AR AT I 92

2. R

B AR A 12 o NSRS BB 1 R A B AT & I3 A4 AT 5T
SR A IR B o 1EHZ UC- B N2 (0 TV R G s v, B A 25 2 PRI 3%
fE ORI F 2 UC ARIC B, AE A RT RE  ERER . N- SRR B AR R e A
R R A Y AR I 45 25700 2 1) 10% ) 6

S #R0E P-HEEE O (P-gp) I AR R AT 10— TR 7T o, B 22 P-Hli
M (P-gp) MY, XT P-gp N FHEHSTEE IR AP R W EIEM, Bl ANE
3,

3. FHit

UC- IR 2R 24 5 S AN RV U E HE  E FTCR EE ROR, BN R A 25 R 1
59% i ok IR/ ST HEM bR, 33%& PRIEHRE . BT 22% DA InFh 2 SR AL 28 PRIEHRE o
SN, B IMFR F A ) S BERAR O B NI 3R R A R AU D R IR it o RN
IR 2 SR L 1) T S R B R AR

4. FEERAEE

FFThREdR

— I XS 10 AP AT I REHIE i3 (Child Pugh 404 A 2%). 10 {7 AT ShRERI
A (Child Pugh 7344 B %) 5 i BT DRI FH & (Child Pugh 432 C 9 5 23 fiisf
e AR B A UC T 1) g T RS2 3 JEAT LU, 45 SR R IR FE R D e i 35 FR R B IR R i) B
FIEA RN TIF MR R AESL . SR, BT D AE 3% (Child Pugh 4744 B 40
BN R RGE R 25%, HAEZIEK 23%. B DR EE 5% (Child Pugh 73
% C %0 HEMFENARAGERRRD 55%, HPZHIEK 43%. 2H5 ™ E T IhRER
TS, AT A

B F

— W 6 4 E R DR E B (WUEHEFRE<30ml/min) . 4 A 7EMBGETHT 2 /NSRS
B INARMAKRIE R (ESRD) E#. 4 LEMBENTE 1 /NSRBI 2= 4K M
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B (ESRD) BN 6 44 FEx I8 S22 1) S0 S SO 0EAT T LA, 4 R DA ¥ T e
i BH A IR R IR I F RS R W 2 008, BN R WA RRE BTG . AT
LU D RE A0 T B 2 LGB T 1R T 8 EH A SR &

JLEBE

A WU FE X B IR R 2R R AT TR AL, SR TR h 8-16 %)L
(n=24) 2 THFEHEMAE (0.5, 1 3% 2mgkg, AR FEFIE 50mg. 100 mg
F 150 mg), FHAKLE 2GS IR] 30 434h o 58 TR i 8-11 % JLEHZ T 278 B #0075,
1 8% 1.25 mg/kg, N HEFIE 50 mg), B 12 NEFREKEE 25—, 25 251)1R] 30 7%
FER BT AR RS TR . BB HEEER 6

6. JLEFHERIT—ILA 1 mg/kg FHRIBMIFE Cuax 1 AUC CPHEAFHRE)

W () N Cmax (Ng/ML) AUC (ngeh/mL)*
FF
8-11 8 3881 +6637 4034 +2874
12-16 16 8508 +11433 7026 +4088
Z 5
8-11 42 1911 #3032 2404 +1000

* $ﬁ|§ AUCO—oo’ %ﬁli AUCO-th

JRNTEHZAESF ¥ 100 mg 5747 771 5 A K BB J5 A5 12 /N 50 mg 7 & 2 J5, HH AR AUC.
12n Z1°4 2500 ngeh/mL.

PITUIE FL R PK BRI, 7E 8 & KU\ b)LE A E RGNS RIERE ML E.
8 £<12 % JLEAEA 12 /I 1.2 mg/kg BN R BRFIENAE 12 /M 50 mg) I 27 %
N, BLR12 <18 FHADELESRE 12 /N 50 mg 4 24577 & N3 B 57 81 5 ONAE SR AL v
452577 % TSI R B A

XL, H24)LEN Cox AR THRANEE . Bk, 7£)JLEMNE/DER TR
BN ER R

ZERE

f@REZEZIRE (FF 65~75, n=15; F#>T75 %, n=13) FFERZIAE (n=18) F7|
B TAM 100mg 25 IARBN 1R TR 2 5, PTG 75 AR S T R

P51

TES NG PR 2324 U1 38 A A A 298 A7 B2l Vs b, 2ot szl
BN R (£SD) iR (20.7£6.5L/h) 5 B2 E LR EZER (22.8+8.7L/h),
W TG T AR A M 0 IR R A

i) /3

TES NG RZGERERT AN 73 AR 2R . 53 M BANZRE . 15 M PHE T &2
190 A7 FANSZAAFE A 3 753 FN HA 32380 VR R, W% 521X #(28.8+8.8L/h)
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WAZIRE (23.0£7.8L/h). FUHEF & ZilE (24.3+6.5L/h). AAZIRE (22.1£8.9L/h) FI
“HoAl 321X F (25.0+4.8L/0) Z A IR (+SD) EMRFELREZE R, KHIHIEHER
P B A 2R )

(-5
I 25°C % HRAT

(R3]
HIRE B FE ST AR TR T 2R 28 2 /&

[E &3]
24 NH

[HATARE]
YBH13032020

[##ECS ]
[ 24 7 H20123394

(25 EHHTHEA]
B VLSRR A TR A )
Mk TH A RS AT R X

[A7=40 ]
G LI RR G RIH PR A F]
Hidlk: ERERGFHARITRIX AR EEK 5 5
HEE gmhig: 222069
&S HAT: 4008285227 JA—&JH 11 9:00-17:00 CTi{E HERSM
W3k:  http://www.hansoh.cn
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