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5.1 thDBRICTH I BHRPBONGTWIEE,

XIFBAMICH

BArHBEEZEZONDHEIMERT LI &,
5.2 M/MREL BERIER D 5 A THIMY A7 PEnEEZ 5N D
BAICHHT S &
53BN N4 Y EORFOERESEIC, RAOKS P HE
et n 2 BEICHERI L L,

6. HiERURE

BHE. RAROCURM EO/NRIZIZ, TV ba YR R7E LTH)
[\ 5812.5mg#% 1 H1El, AEOH{% 2 % B ) T2EERHIC
BOHET 5. 2B, M/MREL ERICIE U CGEEERT %,
7o IHEAKRSRIZS0mgE T %,

7. BiERUREICEEY 3R

70 KFIZAFEEEBICRAT A EMPEENSBETRT S &P H
50T, BEOHIB2EE 28I CEERICRATSZ &,
[16.2.1 2]

7.2 HIEEHl, BT, ZMBA A (B ALITL, TILIZ
Th, RTARVTL, BL Y, HiRE) SEMASE EL IR
3% EARFNOMAEEIERT 2D T AHIRH O 4R &
OB%2EBMIE NS 0BWMZ# TS5 &, [10.2, 16.2.1,
16.7.1 18]

73 KElOHGHIE, MR & A EER R 2 & 1112 L
L. AFIOREIXRE7.3.1-7.3.722B0 k., #fAfidt s &,
A O 55 0 B X O R B 38 801 B 0V I/ RCBOR: O A I R
EARE 2 C2MRAE 2. M/MIBDPRET 5 (/MU
50,000/ u LY EA A7 b 4EM) FTRER. BELE
BEABRET A ENEE LU,

7.3.1 AFNGHE LR ER/NROARCTHERT S Z &,

7.3.2 KEIO%RIZ. BHE1I~2EBMTHODLNEDT, RO
RO DICIIP L B 2QAMIIFR—HEZH#FET o2&, 7272
L. FBEOHZBETIE. /MBS EFIREBICETSET
DOHMMPEL 2570, $ROMRDI-DITITAD 72 < & B 3B
WBR—HEZHERT A L,

7.3.3 M/IME#50,000/ pLZ2 B & L. I/MIED Zh %2 T E S
BEICIIHEEEEE TS L,

7.3.4 M/IMEA350,000/ 1 L~200,000/ u LOBAICIE, Hifno
VA7 BT TEHI0ELLER/NROFAEE %5 LS. #E
BELERBTLHZ L,

7.3.5 M/IMREA200,000/ ;1 L~ 400,000/ 4 LOBEITIEAHE %
WETHI &,

7.3.6 IM/IMREA400,000/ n LZ B X 725 E 1 3 AKH 2 k39 5
&, COBAMIMIBORIEIZEIC2EERT 5 EAEE L
Vo RS, IM/MREAT150,000/ n LE THEA LB AR
EHORESEIVBFAE LT—EREAEZBE L LTRS
*HMTHZ &,

7.3.7 KElOHRSBEZ M T H5EITI1E.
L9 %,

7.4 A#l#1H50mg. 4BEMEES LTHM/MUEASEME S, B
KA & 7% 2 BIMER O E D FRD 5 N LIFEITE, &
HloEhik2&ET 5 &,
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8.1 KHNL. MIERBOWBFIC T 72EBEZROEMO b & TE
HyaZ&,

8.2 RAIDHREICL D FHEERENHS5DNL I ENHEHD T,
KA O SFMGHT R AR 3 2 E S, AEOLEE 41
X1 ABICFKEEME (AST. ALT. BV LE V%) %2 FE
92 &, [11.1.1 ZH]

8.3 M/MREAIERHHE LI N TH > TH MBERENTRD 5N T
WA, MMREIC b 6 T IMBREREORIUCERT 5
Z&o oy MMREBPEFRERZBA 2 & MREREDY
RIS B RN H 2 DT, BEETHITITV. /MR
BMBEOBIREE T 2 LNV EBA LA, REOREEX
IfREEZERT 2FEET S L, [11.1.2 3]



8.4 AH| O 5 145 238 R LIS M/ MRE A B S RIRET OE £ T
BERL. HIlZE LB ENHHDT. AFIOFRSH I 4ER
FEEISERNC I/ MBI Z BIES 5 2 & [11.1.3 BE]

85 AFlz&L bu YRR F U RBRMEHREICIE, BHOL F
79 VDT UHRME(L 2 AT S B A REMED B 5 D T
AFI OB S FARTN IR MBEHREARE 21T, SO E
EHEEZHERT S L, T2, KFloZSTIE, EHAIMER
Sl e ECEMERGEZRE L. KPR I BRI S EE
SNIEEICE. KEMBHREAREEZITVL., BEEHEE
(RMARIMER, EZARMBR, RAAMIRE) OFKHLHEZE L, M
RBLOBELRERT S E. ThHEDEREDNTO 5N-HE
I RFIOH/ER2FIEL, BER (P12 & 3B L
DOFHZE) OEMZERT S &, [11.1.4 ]

8.6 O Y ARRIF VRZAMEHIEICIL. HEOEHELBER
B0 MRS 2 8T S S5 REEN H 5.

8.7 Fotiir AW -BHRBICBVLT, ANEIASN. £
7ov BREBRICB W THARAHRES N TVWAD T, BNREIC
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9.1 &HIE - BIEEEDH S EE

9.1.1 ZYF rOVEVIIRIE. IV VEBRAERESOME
EREDZRADH HEE
MRERIESH S5 DONEBETNLDH 5,

9.2 BikaelEEEE
M/MMEBOHEBICMA TREHITOVWTHEEICHET S
L, BHERERE 2 NRICENEROREMEZIEIEE LE
FRERIERL TV, [16.6.1 2]

9.3 FFikpEEEEE
IR ENSB(L T 2B EF N DS, T/ Mo EE-BERE iR
TR (AUC) AT 2ulgEEs1H 5. [16.6.2 BR]

9.4 XNEREZH I 2E
RS B ATEEME D & 5 At i3, AR ES TR ORKZRS%]11
HEIZ B W CRIE S 2 0B K OEY) 28 EEIC O W THAT
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11.1 EXBEWER

11.1.1 FHaEREE
AST (3.3%). ALT (16.7%). ALP (5.6%). EU L E >
(25.6%) DHENEPHSHONDENDH S, [8.2 ]
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12, [ERRERRICRIFTHE
INPAYARNTEIFR~BETHSH-0. BRBREICEELZ R
FITAEER N D B, AREZBRESNLBHEICBLT, MBEOE
BPLREYLE VRSV LT FZUBREBICEENRD SN &
DHENH 5.
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13.1 fEIR

AFHI5,000mg z B &S LR Tld. BEORES., —@&%D
AR, %95 ASTROALT LR HE S, /M
929,000/ pLE THML 7=,
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MIRZMZ B2, AN TL, TILIZTL, I TFHTY
LEDOLZMGA A 2EFTH2HAOROABE2ERT 52
Lo Fio. M/MRBOME % BTV, BEOKEZ 731
BRITHI &,

14. BRALOER

14.1 ZFIANFOER
MRS &,

14.2 FEFIZAIEFOER
PTPEEDEAIIPTPY — b H5BID H L TIRAT % & 5 {5
T5Z&, PTPY— FOBEMKICE D, FOFHAIT A REREA
FIAL, BICRELEB I L THERBAREOERE L& IPE % 0
HTBHIENDH 5.

15. ZOthDER

15.2 JEBRAREER (CE D < B
AAENIE P ROF U I=DSHNDO ba YRR F VBB
NUHMEZS 729, & NROF 2 Y=Dstogiicit L
THEIEERZRE RV, ZO-OEEREBICBVL T, G
IATHES 2 E8IEEHT S LTV R,

16. EYENEE

16.1 MOEE

16.1.1 BEKRSKURERS
HAR N AR 28R, TV b1y RISFEE25, 5085 5
WId75mg e ZZIE R E R O RIER OIS Lz, =L ba 2R
T EERPICRIRE N, HBE5H3~ 4R/ (FRE) TR
BRIRE (Cow) IEL. BEIKRUOCRERSHOBEE (Chn
KROAUC) 3. BEEOBEIMIN U IS L 7,
Fiz. T bu YRR TIERERSRG®RNTH CERREICE
THEEZONT. RUTEYEREINT X —F 2R LI,

£1 EERAICERRCI0EBREROZRS LzBO
HHEEIST X — %

#E5& P Cnax AUC” tmax tis CL/F
(mg) (ug/mL) | (pg-hr/mL) | (hr) (hr) | (L/hr)
H[E 5
25 |10 3.56 554 3.0 29.6 | 0.534
*+1.13 +23.2 (2.0-5.0) | £5.0 | £0.256
50 | 10 6.44 106.6 3.0 31.0 | 0.525
+2.14 +32.4 (1.5-5.0) | £5.9 | £0.218
75 | 10 8.39 134.9 3.0 32.4 | 0.604
+2.84 +37.4 (2.0-6.0) | £7.6 | £0.201
FAE#H S
25 110 4.83 58.9 3.0 39.7 | 0.478
*1.17 +18.4 (1.5-5.0) | £3.2 | £0.196
50 | 9 10.6 133.8 4.0 51.3 | 0.396
+£2.38 +33.6 (2.0-5.0) | £12.2| £0.102
75 1 10 12.78 164.2 4.0 47.8 | 0.476
+2.84 +35.5 (2.0-5.0) | £11.5| £0.102

BT RSt S FPORE (HIFH)
a) BEES  AUC.. RIEHS : AUC...

HA NIRRT M/ MR A PR B I )L b > RS
$212.5, 255 2\ I50mg ik 5 L= ROEFREBICB T 5%
MEEINT A =5 #R2TR LI,

K2 HANRFEMM/MURD SR ITREE OEHREICE T 2
SHBREIST R — %

58 s Cax tmax AUC o.- t1.”
(mg) (pg/mL) (hr) (pg-hr/mL) | (hr)
s o [aseras | 010 T A0S T 08
35 |5 | 678262 | (o0ony | eariz | s7s6
0 | 4 1882393 0% | u7s0s | sa0g

B PIOHE Rt X PRAE (HIF)
a) n=7 b) 24BEE TORAS > v SEHEDZD ., BEHE

7B, BARAROIEAORE 2 F\ 72 LY B BT O

B, IV ba YRR TDAUC, (& FERE T V7 R F I/ MR

DHEIDREE (FICAA) ERBLT. By V7 2R/

WA SRR B TR87%mMEAE R L7z, F/o. HAANRRME

M/ MRS BIR B E DAUC, - (&, JEE 7 7 A FME MM

BOHRIREBEDAUC,. . (RBHEMSEY S REMATHEEME) <k

N, fI85%EfE %R~ L7212,

REE MR B REMNT OFER . R R M/ MR D R BER B E

BT BHAUCH 1. BHICHANTHS0%E P> 72, Fiz. Fisik

IV ba YRR T ORI EE RITS hh o721,

16.1.2 EYZHIRIEF K ER

()L bOVKRINTEE25mg [F])
I b u YRS TEE25mg [F] & LA L — R§E25mg%a, 70
AF=N—=FEICEIDZFNETNIE (TV by RNTELT
25mg) EEMRABEICEERERFOKS L Cmfhl b
VANRTEEZREL, BN EREINT X —% (AUC.
Cuax) 1 DWTI0WEFEX VA IC THREMEN 21T - 72 855R. log
(0.80) ~log (1.25) &N TH V. WHDEYENEZEME
WHER S N7,

(ng/mL)
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4500 |
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i I
T 3s00 Hll
L3000 ¥
]\

g 2500 4
~ 2000 [N
N L
J% 1500 |(p

o

i 1000
B 500 ff

—e— T)LhOVAR/ 87 5E25mg [F
@ LARL—R§E25mg

mean=+S.D.
n=57

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
53] (hr)

EMBT A -8 (BEREORS)

HEINT A =5 BEINT A=Y

AUC, Conax Tnax T

(ng - hr/mL) | (ng/mL) | (hr) (hr)

i/ N w D% AL/ 55803 3609.0 3.33 29.9
$E25mg [F| +13982.8 | £772.956 | £0.961 | £4.66

L ALV — N 55106 3567.6 3.47 30.3
25mg +15210.9 | £808.506 | £0.975 | £5.51

(mean*S.D., n=57)

NKIMAEFREN OICAUC, CosFEDI/INT X =713, #ERE DFE

R BEOFREEIE - FRESORBEMEICK > TEZ S AEE
HhdH 5,



16.2 DRIY

16.2.1 REOEE
R AIC TV b a VR8T 8E50mg % AR EELE T
Y —. BEMOAE (B YL427TmgeH) L& bICHERE
O#% 5 U7z, ZBIERICHNTAUC)-1359%, Cruld65% 1K
U7zo F72. T b0 VRN T 8E75mg % = RE R SUSARRERG O
AT LERERBOEN (50mgHiE) AREELEHICHS L
B, WTFRH I O YRS DAUC R OCunll B R 5 2
Bl (HEANT—%).
(%)
BEBRAICIL T YR TOROBERHABA (LT,
PfOS) #AI25mg (EHNAKR) 2@mANTILE (AL
LKj448mg) fEE2EREETICHEERES LKoo )L b v RR
T DAUC,K U Chraxlds ZEIERR G & R TZENZN20% KRV
14% & N L7ze —H. ®ANLT 7 LAEEBE2EMZICPIOSEA|
25mgZ HEHEG Lz, T)L ba YR8 TDAUC. U Cuax
. ZEERR S & RN TENZNAT% R U48%IE R L7 (4LE
ANTF—%), [7.1. 7.2, 10.2 Z&]

16.3 97
IV b a rARNTRin vitroiBRORER . 2~100 ug/mLOERE
HHT99.9% LI LA MMEELHE LA L. EoEAERE
B7LVTIVTHo7
I b+haYARISTIZBCRPORERETH > 724, P-FEEHY
(Pgp) RUOATPIBIOHEE TR W EPHER SNz, &
7oy TV b a r AR Fdin vitroikE COATP1B1 % O'BCRP %
FHE (ICsf : WIFNBRI2.7uM) L7z,

16.4 {X#
I)Lbua Y ARNRTEin vitroRBORBER. K100 uMOEE T
CYP1A2. CYP2A6. CYP2C19. CYP2D6. CYP2EI.
CYP3A4/5K% O CYP4AQ/11DEHZHEL 2 H > 7255,
CYP2C8 (S7 V¥ F+t)) ROCYP2CO (¥Y7u7x+7)
OEMEEZHE L. [CoffiidEn2ehn24.8uM (11 pug/mL) K
020.2uM (8.9ug/mL) TH-7",
RERABHICIL Oy RS 75mgE REKROKRS L7
B, T ba >y AR)871IZCYPIA2, CYP2C19. CYP2COR DY
CYP3A4DEMZHERFHEE L o712 HHEAT—%),
I b Y RNFIEin vitroiREBOR R, UGTI1AL.
UGTI1A3. UGTI1A4., UGT1A6. UGT1A9, UGT2B7K& U
UGT2B1507EH #HE (ICsHE : 3.0~33uM) L7z
RERABHICTIL b a > R8T O CAE#A75mg 2RO S
L7-KE, BB{bik. o urgladd, 70y F4 lasidEX
B RATFA s RIcREEN: EATF—%), £7-. in
Vitro B OFER . TIU b ua > R8T OBIERIREHITIZCYP1A2
BOCYP2C8D., Z vz uvigEi&{ICIEUGTIALED
UGTIA3» S LTWB EEZ 5N,

16.5 #Eitt
IOy RN T OELRPRIERIEERTHD ., T ha YR
ST DUCHEHART5mg % B O 5.5 1 68K & Tl iy
TEREED30.7%PRFIC. FEED58.9%EHICHRtS h
7oo RANCKREE (T ba v ARI8Y) BROSNT, #Eh
WCRHREEOHN20% P REMMEE LTt sz (AEA
TFT—%)s

16.6 HEDERZEFIIEE

16.6.1 BikEEEESEE
BB EREFICTIL b a YRS 7 $E50mg & B S L
TeROTIL T YRR T DAUC. DA ME I ERRA & H
NTHREOEHEMERE (Cler: 50~80mL/min) T
32%. FEEOBEKERERE (CLlcr : 30~49mL/min) T
36%. EEOBHKEMERE (Clcr : 30mL/minkii) T60%
B olze L LD H, BEBRAKRVEE~EEOEHEER
FERFEOAUC O (F/ME~mAME) X, HIT32.65~
99.32, 22.54~83.51, 21.10~109.95, 3.44~117.54n¢g -
hr/mLEESDENKRE D721 (SEATF—%), [9.2 &
H&]

16.6.2 FHigHEEEEE
[ RERERE ICTIL b O YRS 7 3E50mg 2 BERE OS5 L
7o T 1 > AR78T D AUC,.D HEASEHEfE ISR & L
NTEEOFHEERERE (Child-Pugh2a7 :5~6) T
41%. HEEOFKEREEE (Child-Pughzxa7 :7~9)
T93%. HEEOMHEMRERE (Child-Pugh2a7 : 108 )
TOWE M o7z0 LA LN H. BEBRAKROEE~EEO
HREREEREOAUC.O®E (B/ME~&RKME) . B
34.46~174.99, 35.86~127.74, 57.64~263.22, 32.26~
26351 pg - hr/mLEESDENRE 07292 (HEIANT—
%), [9.3 2]

16.7 ZYWEEER

16.7.1 HIEEHI
RIS, TV ha YR RT8E75mg & SfifGA 4 > (K
L7 NI =T L RORB~ 7327 L) %&THIEEH % BilE 6
F#E UE. T ba Y R8T DAUC KU Crald & B 12K
70%E TR L2 HEAT—%). [7.2. 10.2 BH]

16.7.2 OANAIF
BERRAICTIV b O Y RN TEE75mgit 5 O E FARER I,
OATPIB1XUBCRPOEETH %1 A/NRAY F > 10mg% Hifa|
PER G L7 BE, BRI SEHCHARNTH AN A Y F 2 DAUC-
1355% Cuaxld 103%3EMM L7z (n=39), BRI OER. 7
VT ATIE AUCo-1332% Craxld61%3EMM L7z (n=21),
BB, OANAYFE, T Oy RN TORYBREICHE
ERIEE o7 BHEAT—5). [10.2 2]

16.7.3 OEFEIL/U R FEIVESH
R AICT ' EIL400mg/ Y+ EIL100mghe &1 H2[E
RE#HESRIC, TV ba >y R)87100mgz BEFHZS L
B, BUIRSRICHARTIIL b Oy RISTDAUC 13 1 7BET
L7z (n=40)" BAEAT—%). [10.2 ]

16.7.4 2 00RAKRUY
BREAICTIV b a AN TEESOmg B EH SRS, 7R
ARY >200mg % BRI GRS LB, B GRIckRTTL
B YARNRTDAUC KV Craxld ZNEN18W% KTV 25%E T L
7z (n=37K%Un=39), /. 7 ARY >600mg% HEH
5 U7-B, B SERICHARTIL b a YRR T DAUC
KUCuunld ENEN24% K V39%E T L7z (n=33%0Un=37)"
HEAT—%). [10.2 2]

16.8 ZDfth

()L bOVKRINTEE12.5mg [F])
I ha R8T 8E12.5mg [F] &, [HEFSRL2EOE
AN OEMENR SRR A FIA V] cEDE, Tvbo
VAT EE25mg [Fl ZEERA & U7EHEBRoRER, B
EHHFAEEHES N, EWENICRAFEE LRSI,

17. BRRRE

17.1 BERUCREHEICET S5

17.1.1 EBAZEN/INFERER (A)
BEIE O 18 1 5 R M i /R R D M BB B (/MR
30,000/ p L&) 23fzxHRE LT, —EEHR KT by
AT EE12.531325mgx | H 1\ ZERERHC . 7EBS Lo, #%
51x12.5mgh 5BAME L. #5338 E o fv/MREIC IS UT25mglc
HERE L. 20/R. BE56HEBICB T 2T ba v KRN T
SEOFERR (MM AH50,000/ n LELE. 400,000/ u LELRIC
WimL/-BEOEE [95%EHEXM]) 1360% [32.29, 83.66]
THH., F5tAR (0% [0.00, 36.94]) IZHNTHS DRI/
WESEIM R AR SNz, —EERIAK THRIZ, Loy
AN O SHBA26AMIC R A XD ICTIL ba v RIS
ZREER S Uz FRIEMI/MREBICIE CT12.5. 251350mg
ICHEET L7z, ZORE. HE55EE Y 5268 H £ ToM/IMEE
(frofi)) 1350,000/ p L2 #B2 THER L. I/ IMRELOSEANIC LR
H MR A e L7210,
BIEFRFBBEE XTIV b 1 > RS T8 58 T48% (11/2341)
THolzo EREWERIE. 5. ALTHEM., M/MMREEM. K
BV T LMAEER% (2/236]) TH-olz,



17.1.2 EASEINEERER (BA)
LE223%15 1 9ffl 25 E N R Ak 4% 5 AR 1 B8 4T L 7. FIEZ I
IMRBUCIE CT12.5~50mgIcFEi L. 19106 TIdE% 2
HEOHAGDLERLREREORTLITo . TOHKE. Bl
M 5B T B M/MREL O 10 & IER O BN RSN
7oo BEHIMOMRREIZ27.5% H (4 : 9.9~32.35H) T
otz (BHEHER)Y,
[ N = ARk 1 5 BRI B8 4T L 7226% (5/1961) ICBIEF 2
Ha3 Nz, FLEWERAIZ. ARE., BR&11% (2/1961) T
Hote (BHEBER).

17.1.3 EAEINERER (BA)
BEVRE O 18 M 5 3 /MR I A R BER B (/MR A
30,000/ p L&) 19712 E LT, T bay R8T
25, 50X1x75mg% 1 H 1 [EZE2MEREIC. 26 8/K#59 2 —E5MH
REEZEM LU (TIL ha R8T 5E13561. 752 R624),
B51E50mg Ay 5B Ly M/ MEEICIE UT25. 501375mg
WCHERE Lz, 20OEE. T ha YRT8RO TSR
BN B M/ IMRESE I RO 4 v TH [99% EHEX ] 138.2
[3.59, 18.73] THV. BRIIED» -7 (p<0.001), Fiz.
I)L b a Y AR TEEROM/MIEL (FJE) &, #E5LEE XD
L., #52~26;8H % 50,000/ uLEZBXCHBLLE, T
Vb a AR TSI L D IR (WHO Bleeding Scale
ZRAWTHME. Grade2~4) »ROLNLBEOEEIIOWV
T IV MO YRNSTHBO T SERBIINT 54y IH
[95%fE%EX ] 130.35 [0.19,0.64] THVD. T barR)¥
TR AHPERIET LA (p<0.001)*2),
BIERREEEIZ, TL MO Y RSTEBERT3I7T%
(50/1356) TH-olz. EEIMEAIE. FEE11% (15/135
). ALTHEIN4% (6/135%1). 4% (6/13561). HNE
4% (5/135f1). TF#I3% (4/13561) TH -7z,
(RAIOEANAZHARIZ12.5~50mg%x | H1E#5TH 5.)

18. ENEIE
18.1 {fEFERF

LM MO UARIF URAGEORBENAHEAEERAEZMN LT,
MO YARRIF OO T FIVGRERBEO—HZEELTH L
12 & O BRI OV BE BB A o0 B85 K OV b 2 et S | 577,
18.2 M/MRES(BEIER
18.2.1 In vitrolZB W T, kb FEZERRMIIE O HEHE 2 /2 S
. b MR BN LEFE L7,
18.2.2 F XNV IV —~O5HBEREOREGICKD . K506~
1O M/ IMRENE A 25 12380 L 7272,
18.3 IERM/IVREEEEIC R (F T RE

b NEEM/MRICBWTTY T ¥ 2 Y ERFEFRO M/IMRGESE
WCHEZRTET, P-ELIF U ORBEEZFE L -7z,

19. BRI ICEIT BIBLFMFR

—f% TV rarKR8T FF 3> (Eltrombopag
Olamine)

{b24 : 3°-{(22)-2-11-(3,4-Dimethylphenyl)-3-methyl-5-
0x0-1,5-dihydro-4H-pyrazol-4-ylidenel
hydrazino}-2’-hydroxybiphenyl-3-carboxylic acid
bis(2-aminoethanol)

3FR ¢ CsHuNiOs - 2 (C:HNO)

FFE  564.63

" R ReE~BEOBEEOHEKRTH S,

#ER
P O COH
e ‘N 2 /\/OH
N, H OH « 2H,N
N
; O
H CH,

22. G

(T)L bOVKRINGEE12.5mg [F])

70%8¢ [7%¢ (WmE7)L I="7LPTP) x10]
(T bOVKRINTEE25mg [F])

7088 [78% (WE7 L 3I="7LPTP) x10]
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