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1G 1st generation CARR

2G 2nd generation 552 AR

ALAG lag time in absorption WAL D Z 75 A L

AUC area under the plasma concentration-time curve IS P — B R TR R

AUCo.inf area under the plasma concentration-time curve 0 FEHE 2> B MERRICIRERE 3 C oD M i B — R dhf T
from time zero extrapolated to infinity iy

AUCo- area under the plasma concentration-time curve 0 REE D> & B IR B E i Pl REIRR R & C oo A R e —
from time zero to time of the last measurable FRF T AR T T A
concentration

BCLC Barcelona Clinic Liver Cancer —

BUN blood urea nitrogen . pREEFE

CI confidence interval {5 HH X

Cinax maximum plasma concentration He e LR T R

c-Mpl MPL, thrombopoietin receptor ha AR T /K

CLD chronic liver disease TP % £

CL/F apparent total clearance WFors V77 A

CLcr creatinine clearance IVTF= T VT TR

CMH Cochran-Mantel-Haenszel —

CT computerized tomography oo —ZWER

D1 duration of zero-order absorption 0 IR WL IRF ]

dV/dt max maximum upstroke velocity BARILH LR

ECso 50% effective concentration 50%F 20 B

ECL enterochromaffin-like HLE 7 v S FntEH sk

F1 factor for bioavailability FXRINA T XA TV T ¢

FAS full analysis set TRTDOT o Z LEN T S pkBrE £

GP glycoprotein b e =k

HEK human embryonic kidney t s R

hERG human ether-a-go-go related gene b NSRRI U U AT e RVBIR T

v inter-individual variability i {4 FT 2

INR international normalized ratio S

Ka absorption rate constant 1 TR W38 7 45

LSC liquid scintillation counter Wik FL—va sy y—

MELD Model for End-Stage Liver Disease —

MRI magnetic resonance imaging T S g i 1 v

MTD maximum tolerated dose e K &

P-gp P-glycoprotein P-HEEAE

rhTPO recombinant human thrombopoietin MLz e b ha o ARRTF

rm IL-3 recombinant murine interleukin-3 Mz R~ A o H—r A F -3

ti2 terminal elimination half-life FEAFR T R4

TACE trans arterial chemoembolisation (b5 2R s

TDI time-dependent inhibition IRF A RO B

TIPS transjugular intrahepatic portosystemic shunt FRZA TR T PN PR AIRCRARE BR LA

Timax time to maximum plasma concentration e e IILFE F R R S R ]

TPO thrombopoietin FavRRZF

V/F apparent volume of distribution WL O RFE
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MatEs Zendh s,
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& DIEFITIE, /MR O RBERIE L L COMHE BB T2 2 LiEfkEnTnd, £z IFEEZEN A KT
422020 @© Q&A TIE M RBIMAMTH % TE L T\ D TR BE T 2 i/ IMRIBMEIZ S LT TPO %
RREEEEO B A USRS 5] LiEn, #ERE LU (BEE 100%), TET LV AL-ULE B LEShTWn
%Y,

ZOE, AARANEGTLERILFSE 3 /HRER (311 3Bk : ADAPT-2 RBR) KOVEAE 3 85 (310 A5k : ADAPT-
1 3RBR) 12BWT, AN ARSI T 2 TET 5 i/ MRIBE 2 f 5 NEBHEFREEFICHT AT /S e R
PRI OFEIVER L EMENRRE SN2 &b, 2023 4 3 AT TR BLI T % T8 L T\ D8RS
BEICBT D M/ MRIBAE OYE | 2 hRE TR & U CRIEIRGEAREZ B LT,
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D 7o a R 7 R, RO G ATRERK S T TPO ZARMRIEEIER CTH v . I ATEHALY D EARLER O BAFE &
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L. HM/REAZRET D, (VI 2. (1) {EREREL - (ER#F) OHEEBH)

2) EBRIEESE 3 AHRRER (311 3Bk : ADAPT-2 &lR) M OVESMES 3 MRakER (310 3Bk : ADAPT-13R) <Tid. F#F
R 2281 B F 4L 2 T8 3 2 M/ INRIBUE 2 01 5 A D IRMEITREBERE (18 L L, X—X T A DM
IS 50,000/ul Kjiti, A2 Y —=1 7 FD Model for End-Stage Liver Disease (MELD) A =7 %324 LLF]
Wkt LT, T8 ha R [5 02 2510 1100 B AR 22 B T o0 7 B % £ Coo i/ Mg i & O ik
AL E A (R0 U745 ORI | 12615 7T RISk T A EBIESREE S L (FEEEH),
(TV.5.(4) 1) BRMHRIEEER) OHEBM)

c N—2 T A OM/MMEEIMEV AR — b (40,000/ul AKi)



[EBRIEFES 3 B (311 35 ]
7T REE349% (1543 1), R7T L v b 60mg #f 68.6% (48/70 f5]) . BEMIZEIE 33.7% (95%CI :
15.8,51.6) (p=0.0006™)
(Vs 26 3 MER (310 #UR) ]
7T wREE229% (11/48 ). K7T L > b 60mg B 65.6% (59/90 ), BEMIZE1E 42.6% (95%CI :
27.2,58.1) (p<0.0001%)
c NR—=2F A OM/IEEAE 2R — ~ (40,000/uL BA_E 50,000/uL i)
[EpR IR 3 M (311 3 5) ]
77w REE333% (1133 61), K77 L > b 40mg B 87.9% (51/58 #) . BEMIZEIL 54.6% (95%CT :
36.5,72.7) (p<<0.0001%)
(Vs 26 3 MER (310 #U5R) ]
7T wREE382% (13/34 1), R7’T L v b 40mg #F 88.1% (52/59 f5) . BEMIZEIT 49.9% (95%CI :
31.6,68.2) (p<0.0001%)
R Bl FEL oI U R 7 #3138 U7 —#%{k Cochran-Mantel-Haenszel (CMH) #i7E
X HE/KAE 0=0.05
3) BIREHEIEE Th D THrR e Bl 6 F4H B M BEE & L7z 50,000/l BA 125 L 7= gkBRE oEIE )
BNWT, Fak— FOmBERICEEZEARO bR, (V.5 (4) 1) H3hERIEE 0mEsR)
c R=2F A O AR AR — & (40,000/pL )
[EBRALFIS 3 FHEkER (311 35R) ]
TR T0% (3/M43%)), R7T L bk 60mg B 67.1% (47/70 f) . BEMIZEIE 60.2% (95%CI : 46.8,
73.5) (p<<0.0001%)
(viEsh 26 3 FERRBR (310 35R) )
TR 42% 248 %)), R7T L v bk 60mg B 68.9% (62/90 ), HEMIZEIL 64.7% (95%CI : 53.6,
75.8) (p<<0.0001%)
c R—=2 T A ORI AFE O 2= (40,000/uL LA_E 50,000/uL Aii5)
[EBRIEFIS 3 FHekER (311 35R) ]
7T REE39.4% (13/33 ), R77 L b 40mg B 93.1% (54/58 #il) . BERIZEIT 53.7% (95%CI :
35.8,71.6) (p<<0.0001%)
(51565 3 FEaBR (310 3W5R) ]
7T AR 20.6% (734 61), R7T L v b 40mg Bf 88.1% (52/59 f5l) . BEMZEIT 67.5% (95%CI : 51.6,
83.4) (p<0.0001%)
R 2B TR O Y R 7 2 8% L7=—fb CMH ME
X HEKUE 0=0.05
4) BIRFHIEE TH D [R—2 T4 U LN TH B F Com/MEOBLE] 12BN T, Fak—
FOBBERICHEEENRD SNz, (V.5 (4) 1) ASHRIIRER 0EBR)
c R—A T A DM PMEN TR — & (40,000/ul Aii)
[EBRILRIZ 3 MR (311 35 ]
7T RREE3,000/uL . 7T L v b 60mg £ 31,300/uL, FERIZEIT 25,400/ul (95%CI : 19,500, 32,000)
(p<0.0001%)
(Vs 26 3 MER (310 35R) ]
77w REE800/uL, R 7T L b 60mg Bf 32,000/ul, BERIZEIT 27,500/ul (95%CI : 22,500, 32,500) (p
<0.0001%)
c NR—=2F A OM/IMEEAE 2R — ~ (40,000/uL BA_E 50,000/uL i)
[EpRILRIZ 3 MaRE (311 35) ]
7T REE5900/uL, F7T L v b 40mg B 44,900/uL, FERIZE1E 36,300/ul (95%CI : 25,500, 45,500)
(p<0.0001%)
(Vs 26 3 MHER (310 3U5R) ]
77 RREE 1,000/l . 7T L b 40mg B 37,100/uL, BEREIZEIE 33,000/ul (95%CI : 25,500, 41,500)
(p<0.0001%)
Wilcoxon DJEN Fik: &
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(M. 8. (1) EX%GENMERALDEER OESR)

3. EmORAIFHFHE

A LR

4. BEFAICEAL TRAMI NEHTE

WIEFEAICET 2EH#.
i kL - SR

REFEREEN A K54 V% g =4 %

RMP (I'I.6. RMP OHIE ] DIHSMH) H (TT. 6. RMP O4%3E | DOIESHR)
. ERCHEFETEM  TEEERATA K

B ! = IMbT ( A
BMOY 27 F/MEIEE E L CTER SN TW A ER " (XITL 52| OIESE)
T FHHERE T A R A > flls
(R oD g i T A Bl

5. RBEFHERUNE - FHLELDFIREIE

(1) HAE@BEH
S Y A EHEEE A RED b, WYNCERT 5 2 L,

(2) W@ - FRLOFIEEIE
AR A

6. RMP Ot Z

LRV

[BEEhmESNZY 2 7] [EEAREENY 27 ] [EE A el H]
IMnARAE /i A4 FEARE B BERRMERE L G2 4k
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1. ER3E4
(1) ¥4
N7 L b E 20mg
(2) *4%
Doptelet tablets
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2. —hEA

(1) fn& (@m4%)
T bu Y RRT 2 LA U (JAN)

(2) F8 (@%i%)

Avatrombopag Maleate (JAN)
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-trombopag
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7= : 765.73
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5. tF& (@%iF) XIEFE

{b5:4 : 1-(3-Chloro-5- {[4-(4-chlorothiophen-2-yl)-5-(4-cyclohexylpiperazin-1-yl)-1,3-thiazol-2-yl] carbamoyl} pyridin-

2-yl)piperidine-4-carboxylic acid monomaleate
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K )= (99.5) (\ZIEFIZKLK, K, T = UV, T, BTNV, ATV tert-7 F VAT LT —
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V. AEICEEd 418H

1. BhEERIFHR

4. PEEXTHR
FHHERD 2 BLIL A FH &2 TE L T D 1BMEHR BEHE 21T B i/ M iE o e

2. MEEXIIHMRICEET HFEE

5. MEXRIEHRICEET HFE

5.1 M/ MiEk 7 & OEFRREM-CI AR, Bl TEOFEN S, HILo U 27 BNEnL B2 b HA1E
Adaz e,

5.2 BHAE. BAMG. BH.L. BREEIIISERYIRRZ 0 5 BT OHEIL, AR OERLGE2RET 5 2 &, AR O%E
EVEIIMEST LTV euy,

(fiRa3)

AARANZ ST EREILES 3 MR (311 586k . ADAPT-2 3Bk) K OVES S 3 HEBR (310 35k : ADAPT-1 iBk) T

L SRR BLILAN A T E T D MR E & 1 O BRBMEFER BB TR LTI N b AR ORI

R OVEZEEMERRR &N, 2D OERHBRTIZT v & MBI T, MMy 2 FE 2 B HE

WIRLE 60,000/ul LA, 2 EIORIEDFEEME 50,000/ul Aiii) v, N— AT A O M/MEEBMEV 3R — b

(40,000/pL Kejiti) IFIR_—R2 T A O M/IMEAE 2R — b (40,000/ul LA_E 50,000/uL Abii) OBFIZT N B

aURART NI T T ARREE STz, Lo, iAo RS 2 Tl MIE WD O I FESW T

WM 2 RE T RE TRV E SN TWD, Lo T /MM & ORFFRREE-CERRER > S Hifno U 2 7

BENEZZONLHEIMERTH L L LT,

(BE) EABMEER  ATEAR  mERH O s CER314E3 ) 2

IV 1IN TR oD TE £k

3. fERES

/R T OB SE, f/ RS, IR ORRE RS L OSGIHEOFRIC L VIRET S Z L&A LT 5, FRC, M
B OWBWANTEETIIH D203, TNOHN DRI —HITRET L& TIERV, HiZew Ui Em 23 % 5 2
BEE, MBS U CEEE - SRR ORE 2 82170, /MR OBD £ 3 BERFICEI 2 L0 TR 0WEE
(BRI EBE) 1iE, /MR OIS L1372 B2, 2k, AMEHOR SO EIEH ETHH
LZThoT, ECOEFICEETH LD TIERNWI LITHETRETH S,

MR M 24T 9 S AIS i, SRS IR A E T 5, /MR Lo 8 IGS Z R E 3 D124 72 - T, /Mg &
AR O KIEOERZ R L TR LERH D,

—WRIZ, MRS 5 D5/l LA R, /MBI K A EE M AR D Z L3/ < Lo T/ M
MBI D 2 LiE,

M/ NRERDS 2~5 J5/ul Tl BRICHMEAm 28025 2 L0835 0 | Ik K254 i/ MR AS L3 & 72 5,
/RS 1~2 F/ul TiE, BRRICEEREmME24A25 2 360 /MM ALE L R D 5E808H 5, /MK
1 AWML RE T UL UIFEEZRHMAE 2D Z ENH D7, /Ml z L3 L35,

LU, BHEICHGE LT D i MRIBAE (AR REE N, BB AERER e L) ©, icimEn 2z k44
BHER 72 < | /IR TE L TV D HEAITIE, f/IMRES 5 F~1 /UL ThoTh, ifivIWigifi/e L CEEZ
HifLZ g 2 L idxEnR s &b, /N385,

3. RERUVAE

(1) BERUVEAEDHEDR
6. AERUVHEE
WE. RAZIE, 7R L LCUTOREZEZ 1 H 1R, 5 HREIAZICROEST 5,
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Be5-BRAART O M/ MR EL A 40,000/ul LA _E 50,000/ul Al : 40mg
B 5-BIARTO M/ MR EAS 40,000/ul Al © 60mg

(2) BERUVRAEDHRERRE - B
<TEARBY R FEMENRE L AEHFBLE TORFR >
TN R a RN OEYEREFHIFENIH AN E HARALSTRETH o7, 773 b A7 %, miRTE Al
ThHE2 MR 2G6) WAZHO TR LzikmHEO 8omg £ T, SEOERMEIREEZ R L1z, 2G HAI 2RO
G L7 e & omEhEEERIT, #51% 1 <I2 (0.5~0.75 FEE]) MHTTRE/ME L 720 . #54% 6~8 BT —2
WCEE LTz, T8N ha R8T o, AR ORI BRI 19 B ch v, 1 B 1 [EE5IC#E LT
W, RHERISEMENEMINT CHEE L2 0 AT R E < MlENICAOT 2 2B 261D, 78N ha R 7 3=
WP S I, 5RO 88% % iz,
%1 MR T 5% 3~5 HLAPIC I/ MR OB & B iz, 3A2MERIX, 10mg OEAET S ko
VARR Y F R VIR & U TR ICHERE LSS TH 6N Th o7,
R 22 M BHLE LTI ALE & T8 5 5 M/ MRIBAE & 1 5 B IR B ERE x4t & L 202 RBRCIX, &
E7AHEOT A ey R R7 1 A EROESOREME, ZatE Rk ORHEMIEEBREN ML S vz, AR T
M/MREII TR ERBVITHEIM L, X=X T A 6 OFHEAEITYIEIR 544 Day 10~14 [ZHRK E 720 . FAL
/U Day 25~30 IR — R T A MEIZR oo, M/ IMEBAE 2 ££ 5 B AR NBHEITRBERE x5 & Lz 204 R
BRCiX, 7N he A7 1 H 1 RIS HERABEOF M, 2tk OSEYB TN Sz, ARERTH FER
W /MR O TR EB Y T, X=X T A b OYEEEILT /S b a R8T O FE#E CHlEk 5%
Day 10 (+3) 2R & 720, R/ EEIL Day 35 (+7) E TIZRN—RA T A4 UEIZE -T2,
R 22 LM AL 8 % T 78 9 5 /MRS E % £F 5 BRI E 2 514 & U7 [EREIEEEE 3 MR (311 3BR)
K OMESNE 3 MRER B108BR) Tk, 7N hu Uy RS 1B 1R ARG O R OSSR FHME S iz, 8
SHIRBRORR Z L DT —Z K OFET — 2 Th ., AEO M/ IO AR Z — o RNRBO ST, 2 DDT AN b o
VIRRTHE (A0mg KR 60mg) OWTITE, M/ IMEEIZ 1 B 1 E#EE5 O 5 HE O 5~8 H#%IZX 725 Day 10
~13ZHm &2, Day35 (43) IZIZER—RA T A VEIZES T,

<BEOFE>

HAANK OVEA N DR E &5 512 L7z 018 RERTIZ 7 /8 b 1 L RS 7 BRI 5 O S BhRE K O 22 1E A
R L. BEOREE AR Lz, SR A SUXRIBN A OBBIZICT N ke v R T e b Lz L &
TR b1 R DOYIGE EE PR B T 2 o T2, BEOTHICH b b, B% G ITZ @G L Lt
L TT AN ha RS QYR T A — 2 OMERR R OMEGENEE 2 Rk S0%ER NSk, LiedsT, 7
N URRTIIEBEG BRSNS,

<35 3 MR TR S R OB >

% 3 FHRBR O B A IRIRT 2 72 0 O RHE NSRBI RE K OSBRSS AR IX, 202 RBROT — & % FV CHEh
L7z, B2 MHRBRTIE, S ABRG LU A CTHEARCHETELS LIZGA L Dayliin—F 47 R—X%1T7o
T EERREORBERE TR LT, v—F 4 7 R—X%1T> THIM/IREE DO FATKT L TR N 20 2
EPRENTZZ END, BIMRR T —F 4 v F—=X%1ThiRnZ & & L, /W T 5 2 2 L—
Ta URERINS | R—R2 T A D M/NREEAME Y (40,000/ul A #EERF & &V (40,000/ul BL_E 50,000/pL i)
WREIZH L TR IAREZHAVD L Fah— b CRBEO VAR X —BNELNLFEBRENTZ, N—AF
A DM/ R D 2 SO ak— bk, T7bb 60mg % 5 AFEEE T2 ak— kL 40mg % 5 Af&EET2
aR— N T ENEI 89% M N 91%DHEERE 7 Day 12 (2 HEEO fi/MiEk 50,000/ul B AR+ 2 L e Shvi,

< HERISICET 5 >

FI3EABICBNT, N—=R2 T A4 LV OM/MREDMEW AR — FOT N hr kX7 60mg B, w2 A — kD 40mg
BEOWTNTYH, FHl/ T HEE 4 BH (Day 4) ([ZHINLAED, Day 10~13 (FFERMZLRBUMAFHA)
50,000/uL Z#E 2 DicmEfE L 72 o7, H3IMRBROMAET —F THRRIZ, 2 2OT /N ha R8T (40mg BN
60mg) OWTFILTSH, FHM/MEIL 1 B 1185 BE#EG-0 5~8 HIZIZ2M 722 Day 10~13 [ZiE & 720D, 2D
#%IW»> LT, Day35 (13) ICIFIFERN—RAT A MMEICRE T, MMk E ~— 2 F A > D 50,000/ul Fii5H> & T 7]

TR RN A X8, FREARBLIA T B £ TICBEEM (50,000/uL L L) IZ#ET 5 XL 5127 57-0I12iE
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WEhe/EE T D 5 ARG PNHEYE B 2 bz, £o, FRERRBINA T B I BEO /M E
TOHREERKICTD L &b, It - A X FDU 27 BEED 200,000/l LLE Y & 725 B % R/NRIC
MR B0, XR—=2TF A4 ORI L > TRRZAHAEETHZ L [I/IMERAMERWESE (40,000/ul A5i)
1Z1E 60mg, I/ MRS E A (40,000/ul LL_E 50,000/ul SK5) 121E 40mg] 2SEY) & E 2 B, 202 Rk TE
LRI SE, AARANEREZX G L L2 204 A CTT /8 b LR /87 20mg, 40mg KX 60mg % 1 B 18] 5
A G Uiz & & o i/ MRBAZ S 2 0 R 2 5T U7z, R R e 8Ll i) F482 B o i MREDS 50,000/ul BLEIZEL
DOR—R T A b DFEALEDS 20,000/l BL 1 & Fe o T- g BRE OFIE (EEFHEEE) X, 77 2R 9.1%IC
T 40mg B 63.6% % O 60mg Ff: 40.0% CTHEIZFE 2 - 72 (p<0.025, Shirley-Williams fRE), F72. A7 8L
BT B O/ IMERDR—A T A b O ELEIX, 77 B AREET 3,320/ul, 20mg FET 12,710/uL, 40mg Af
T 38,140/uL. 60mg #¥T 27,050/pL TV | R OPEERFH OFIE L FIFRIC, 40mg FEXR T 60mg FETT 7 EARREL D
HREIZKE ol (N1 p=0.001, Wilcoxon DIELLFIMRE), T D OFERICIESE T3 ha VR8T 40mg
KO 60mg D 1 H 1 BRI/ IMGEAE & £ 5 1B MR R EE T DA RIBIREL 70 D Z LRI,
AARANZGTOEEILFES 3 M5 GLL R ([2BW T, 7 2% 0 10 ORI 28I FH o 7 A% E T
O tfiL /SRR L R OV i AL 2 ()38 U 7 R O FIG (FEFHMIEEE) 1%, X— X T A O/ ARV 2R — b
EOENIFR—hOWTNTYH, 78 a R8T BE (40mg XX 60mg) DIEH N7 7 BREEL WV AREIZEN-TZ
Lifn/MREE S BV A — b : 40mg BE 87.9%, 77 BAREE 33.3% (p<0.0001, FHEARB8LMAMTHOMIMY 27 %
FHEE L2 — %k CMH B E) . I/ IMREDME WD 22— b 60mg B 68.6%., 77 B REE 34.9% (p=0.0006, FFEAI7R
B FEOHIM Y 2 7 &8 Ul —#k{t. CMH 8E) 1. AR 722 8L A P4 B 2 i/ MRS B AR 50,000/ul LA
LeotWREFEOEIE L, 2 DOAR— FOWVWTHTHT /N AN THE (40mg XX 60mg) DIFH>NT Tk
ALV EARICE = [I/IMEEAE VIR — b 40mg BE 93.1%. 77 BAREE 39.4% (p<0.0001, &M 72%8]
MATEEOHM Y R 7 /5 Lz —%k CMH BE) . M/MEEAMEW 28— b 1 60mg B 67.1%., 77 BREE 7.0%
(p<0.0001, FEEMZ2BIMATE O MM Y A 7 28 Li-—i{t CMH BRE) ], S 5T, FREM 28I TE A o
M/MREEDR—=2 T A b DEREIE, 2 2O AR—FOWTNTHT /N b R 7HE (40mg XX 60mg) D
FEONT T RERBELVERICKRE o7z LI/ @V 2R — b 2 40mg B 44,900/uL, 77 & REE 5,900/ul (p
<0.0001, Wilcoxon DNENLFAIRE) | M/ IMEE MRy 2 48— b :60mg BE 31,300/uL, 77 & R #E 3,000/uL (p<0.0001,
Wilcoxon DJENFIHE) 1o

< AAR NGRS >

TN R RN T DEYEREN HARNE HRALSTRETH D Z L2 5, EEREFRBBRIC K-SV CTRA D I -
HAEZHRETDIZEERYTHDLEBEZLN, 311 RO B RN SEICEB N T, T4 250 AT SR
K72 B FH D 7 B 1% F T O/ K Ok 2L % [BI58E U 7= oFl G (EERHMEEE) X, X—A T 1
YOMPMREEAMEN 2R — R OEW IR — FOWFRTH, 78 e R8T (40mg XiE 60mg) DIEH BT
TRV EEIZE» -7 LI/ IMEED EV 2R — b 40mg B 100%, 77 EAREE 28.6% (p=0.0020, F5EE1) 70
BB FEOHIM Y R 7 278 Ul — kb CMH #0E) . i/ MIEDMEW 23— k2 60mg B 71.4%. 77 &R
10.0% (p=0.0022, FHERZRBIMAYFE O HIM Y 2 7 2305 U7c—f{k CMH #E) 1, FrEgr0 228l F5: 7 iz
/NREEAY BAED 50,000/uL L B & 22 o T2 BRE OFIAE S, 2 2O aF— hOWTNTHT /N ha R8T H#E (40mg
AL 60mg) DIEH N7 T v ARREL W EEICE -2 /MR E O a7 — b 40mg B 100%., 7 7 & REE 42.9%
(p=0.0134, FREEM7BLNA T OHIM U A 7 %2775 Uiz — Rt CMH BE) . M/ IMRERAMEV 2R — b @ 60mg B
71.4%, 77 B R EE 0% (p=0.0002, FHEARBLMATHOHIN Y X7 2585 L7-—#%t CMH 7€) 1, 51T, 7
B 72 B A FE H DM/ I D X—R T A4 U b DO bEIX, 2 2OaF—FOWTHTHT AN hr YRS
Bt (40mg XiT 60mg) DIEFOINT T EREEL WV ARICKE ol LI/MRERAE V2 — |k 40mg #£ 39,500/uL.,
77 ARHE—1,300/uL (p=0.0005, Wilcoxon ONEFZFIRE) . M/ MREGDMEV =24 — b @ 60mg # 31,300/uL, 77
B AREE 100/uL (p=0.0003, Wilcoxon DNAMZFIRIE) I, VL EO#ERIZERERORRLE ~HLTEBY . BANES
TH, TR YARAT 40mg LN 60mg D 1 H 1 Bl 51318 MFHE BRSO M MR E k95 G 2 2 iak
LN/ AEZ EBNIRENT,

RERUVHZICEET 53R

1. RERUVHEICEHEY 58
1.1 AH OB G IIBMAFEDORATFER D 10~13 HETZ HLIZhnT 22 L,
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1.2 KHEFHHE LI25E 0RO 2T
TWRWEE TIIhOIEREE®RINT 5 2 &,

FENTWZR, BT, f/MRERAS 50,000/ul AR AL T L

(i)

1.1 BB R 2 HRE LT,
1.2 Kl dfh LB E OF IR OCZERIIHR STV Z EMbRE LT,

5. BRERALIE

() BRERT—2 1y r—o

<FHAGE L >
Phase smoma | we | PR s I Y
R ID SEA H i
AARANKROEADRRE |AAN  |EEEGERE P EhE/us i TN harRA7 2G HAl (RFT Ly )
R xR e LicT KO ) (HARAN, POmg (1X20mg &), 40mg (2X20mg $E)
51 AN = AP/ AEIE A NES PN et PHEA. |60mg (3X20mg §8) . HiEIE G-
018 B4R 5D IEW T HE J OV % 24 1)
FHIER & RS2 7
vE MM, FEER. S
RS 7R AR SO PR (i MRdsS (e {130 4 TN hu RS E AR (1G) 2G BA
ZWTHALE Z TET D SEEED 18 (LAt amk—hk A (1G) : 100mg % 5% 20mg,
1L MR & £ O 18 HEIFEE PEmThe) 40mg, 80mg & 1 H 18] 6 HRE#HSE., XL
PEPR B RS Xt L ) 7T RE1H1ET HEES
LCiE 7 o7 N 24—k B (2G) : 80mg & 5% 10mg %
%248 fev A7 1H1H 1 H1ME6 &S, XiX20mg % 1 H 1H
202 3B [ROEGOFEYME, 7 3 M G% 77 2R% 1 A 1E 3 ARES
M K OVREAE 3R B XIE7TRARE 1 H 1\ 7 BRES
HE A BTN 5 Stk 3t
F., Zv#afh, —&E
B, 77 &R,
AT R L A
M/ RBAEZ LD B |AARAN (/M [EaE 39 61 TS bR 2G B
ENLICiS e SEARFES B [t N—R T A DI IEEDERN 2R — b
WL LT N ha HAFRER PRERE/ 20mg, 40mg, 60mg, 77 k&A, 1 H1H
A7 1 H1ES B ) 5 A H# 5
%24 O oFNE, &7 N— 2T A ORI E AR — b
204 3B [ OSSR ELRE & 5T P0mg, 40mg, 7Z &R, 1 A 1[5 @
M3 5 ZhiskdEm, - B 5
VA AME, ZHER,
77 e ARx R, EITRE
il ERY
R BLIL TR PREAN  (f s (EsbtE [231 6 TSk a RS 2G RA
T ET B MRS E SEARES B [t N—R T A DM IEEDMER N R — b
%5 3 S B HEIFEEE PEmBhhe) 60mg (3X20mg §8), '7 AR, 1 A 1[H
310 78R« (BEEIRL LT A ) 5 A H# 5
ADAPT-1 |hm R %7 1 B 1A N AT A DMUMD E AR — b
R 5 HM# ARG OHFER) 40mg (2X20mg §8), 7' 7&AR, 1 H 1[H
e A7 Lt 5 HE# G-
LEBRIER, 7o A
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b, —HEMR, 77tk
AR, AT RE R b
R BN T Z (BARN (MR e 204 61 TN ha R oRT 2G A
TS S I MRIBE RO JEARMES M [tk | (RN [R—=R T A rof/MIEDMRN R — b
LD RBIERTEE PHEN MRS SR EE (50 1) 60 mg (3X20mg &), TR, 1H 1
53 4 BEEXRE LT A I 5 HFES:
311 B - ra A7 1 A1 [E N2 T A DM B AR — b
S HIEIRE O350 %) 40mg (2X20mg #8) . 7T &R, 1 H 1[HE
ADAPT-2 )
- 0 R OVEE 4 % AT 9 5 HIE5

DERRERE, T A
k. —HEHR., 77tk
ARXTHL AEATREM Hoig

1) AFIOER S

AWRHEROHEIT BT, AZE, 73 e R 7 e LTUTITOMEL 1 H 1, 5 FRERIGRAKR

595, £ERRERTO M/ MDY 40,000/ul LA E 50,000/ul Fiili : 40mg B 5-BAAATTO i/ MEELAS 40,000/ul A : 60mg )

ThHD,
(2) ERPREEFER
1) EEHESHER

VI 1. (2) ERRREBRTHRIN-IMFIRE OHSR

2) ENFHHR

(V.5 (4 1) ARG OHSH

(3) AERIGIERAR
- [ENE 2 MR (204 3B Y

M/ NRIBME 2 £ 5 A AR NOEMERFEBBE 255 E LT, FREMN 28N FE R [Day 10 (+3)]
H DI/ NREDS 50,000/pl LA T, 230 _—2 T A H 5 20,000/ul LI BN L 7= R E O EIE & #F
2Lk, 7N arRmANT O/ IMREIS T A8 B2 et 5,
ft% . Shtiax i, 7o F oMb, “EER, 77 AR WATHER LGk
THA
PO MR RE 2 £ 5 A AR N OMRPERT 2 B A 39 4
-+ 20 k2L |
¢ R R T A O LA 50,000/ul Al
ESVAN * MELD 227 2324 LI'F
BRPULAE s NI NINPSND PHEERE (P-gp) MEAZIRA L TWDEEIE, A7 U —= 7 R 7 B
RO AEICEE ) 2
mE
c BRCGIFRIRO MARRE Gy PRZE X T 5e 2PR%EE E1e) OREE AT 5
c A7) == TRRCMRAT, PANRES, — 3 IRIEAG IR (AR iE  GE43 PAZE X152 4P
%) OBUFZHATHITET UANRRD LN TWDS BELETEHRA TR 5, BETETER
. BT HARBIENTERVWEARICIE, a2 Pa—2BERE (CT) A% v XIS
AL %% (MRD) #&ELZET 2]
« A7 Y —= 2 ZEEOMRMFEEE A 10cm/s A
- VBRI R 7 M A AE
+ Barcelona Clinic Liver Cancer (BCLC) JBHI/04H C I D @ (&L ARENME ) ks
ok
T U H MEETHIRENC, A7V —= 7 Okd Mtk 2 FIE Lz, A7 Y —=v JRER UV
BT 15 — AT A O IEIE T, TN—2 T A O/ MEER MR s — R (40,000/uL Ai) |
XiE [R=2F A O MM SV AR — & (40,000/pL LA E 50,000/pl i) | OWFFLANTHE
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BREEST T2, N—=R2 T A O/ IMEV = — kb (40,000/ul K T T BRI T
ke YRR 20mg, 40mg, 60mg ZHEETHREC 1 :1:1:3 DT, N—2 T A4 DI/
EWaR— bk (40,000/uL LAk 50,000/uL A5 TIEX 77 BARXIT N ha R8T 20mg, 40mg
ERGTHRC 2:1:2 OETT U FLE0MT L (BESNIERREYE  #—I12 X DR
T U HERE AT,

T B MMEIRITIEBRIER S E 7 u—T v I EE R, Dayl 205 1 A 1A 5 AMBEREEZ A
BICROBG LTz, BBREORKRKRSD 30 B £ T, WRRBLIE M O 9206 L 7=,

TFRE SN R 2 BLILA FH R O Z O OTEF X, Day 10 (+3) O ZMFEHAM C i/ a3
200,000/pL LA T D & & IR YEMOHW CHEmT 22 & & LT,

< AR H >
(FEFGEA)

- FERER) 70 Bl B B [Day 10 (+3)] O/ MREDS 50,000/ul BL BT, 2 oOX—=2F 1 »inb
20,000/uL PA AN L 72 8kBRE OFIE (L AR H—FIE)

ST E
< AR H >
- BEFEL
mE
<A MR H >
(EZEFHMEER )

1) VAR F—EEIT, 7T EREE1% (/11 1), 78 b1 R/87 20mg B 28.6% (2/7 ) .
40mg B¥ 63.6% (7/11 #l). 60mg Bf 40.0% (4/10 i) ThH o7z, 77 HHREEL bl L=
X, 7N R AR NT 40mg BERUN 60mg BECTHE TH - 7228 (M ZEH p=0.004%, p=0.024%,
Shirley-Williams 7). 773 b 7 228/ 20mg B CRA HAEFRD bR~ 7 (p=0.146%,
Shirley-Williams #7E) ,

% A EAKERMH 0=0.025
AR H >
LA NERRAT S SR
T 2ol =P Vav4
(n=11) 20mg 40mg 60mg
(n=7) (n=11) (n=10)
ElIfEA 0 (0) 2 (28.6) 2 (182) 0 (0)
fE IRpEE 0 (0) 1 (143) 0 (0) 0 (0)
FEIBTH 0 (0) 1 (14.3) 0 (0) 0 (0)
HiBESE 0 (0) 1 (14.3) 1 (9.1) 0 (0)
RS 0 (0) 0 (0) 1.0 0 (0)
T 0 (0) 1 (14.3) 0 (0) 0 (0)
—i% - REEER X OCREBLORE 0 (0) 0 (0) 1 (9.1) 0 (0)
(mp72) 0 (0) 0 (0) 1 (9. 0 (0)
FRRIRE 0 (0) 1 (14.3) 0 (0) 0 (0)
Bk Es A 0 (0) 1 (14.3) 0 (0) 0 (0)
BER L OB THMEE 0 (0) 0 (0) 1 (9.1) 0 (0)
FHR /R Z MRS 0 (0) 0 (0) 1 9.1) 0 (0)
RS 0 (0) 0 (0) 1.0 0 (0)

%1% (%). MedDRA ver. 17.1

ARERICIRWT, EELEIEM., &ETILICESTZREM. ECITRO Lo T,

) AAIOAGE S NIZMEROHREIT AR, JAICE, 7 AmR7E LTUTOAEZ 1 H 1R, 5 AME#ICRAE
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9%, #58ERTOM/INREDS 40,000/ul LA E 50,000/pl A : 40mg  £5-BAART O /M) 40,000/ul Al © 60mg)
Th D,

(4) HREEAYEABR

1) BRI ER
- [EBRILES 3 ARFRER (311 3Bk : ADAPT-2 #&ER) ¢

M/ RIBE 2 £ O [BHERTFRBBE TO, T ¥ 250 T O RN BT O 7 Atk E
f i T O IR I K OV E 1AL O [BEEESRIZ DT, T8 b a LR85 (fi/MiER 40,000/ul 5 O 4%
BRE121T 60mg. 40,000/pl LL_E 50,000/ul Kl OHEERE 121 40mg) D 7T BRI HERE A
AL 5.
AR . N _ RN P "
e EpALE, ZhigkdkFE, 7o b, ZEHER, 77 2R R, WA TR R
THAL
i FRBEAN 72 BLILAY 4L 2 T a8 2 M/ IMRIBAME % £ 5 sl A 12 TR BT 204 1] (H AN 50 6%
“ie)
- 18 k2L |
- [ PERT R R
¢ R R T A O LA 50,000/ul Al
AR CHAE SN HENRBNANTHEETELTEY, X—=AT7A VD LBERNICEROH
F*ie 2 M/ O BN 7 WA, R 2B RO MM Y 2 7 (S id 5720, 1REREY
BePRILAE R L 0 M/ MRER LS HEE & ST 5
c AP ) == JHED MELD A 27 23 24 LAF
c RGNNSO P-gp FLREFIZIRA L CWAEAIR, 27 V—="7KER 7T BOHEICE
720
e
- BIRSUIF RO MARIE (B PAZE T RAZE L ET) OELAT 5
c AJ ) == FRECPRAER, PINREZ, — S0 RIS R (Z AR RE  (GHR4y PAZE XL 5242 PA%E)
DEFEEZHTIHTET VARRBOLNTND
« A7 —= 2 VRO PRILGEEE A 10em/s A
o TER IR 2 JHF M A
Fie « BCLC #4336 C X% D DAl
Brov AL c A7 Y —=V 7RI 7 B LA SRR S R % S A S i A o 2 5% 1T
% (272U, BEFRMERE M 252 ) 72 A TR L7 < ThW)
27 Y —= U TRRAERTT BURIZ, ~XY v, UL T 7 Uy, IEAT uA RHEFIAER, 728
Vo, RIARIL, EF 7 u ey b LL I GPIIb/Ia #5513 (4 : tirofiban) 72 & O Huif/)
A 2
el
Z & AMEBETEIEIC I, BB o MRS 2 BIAE (2 EOBIERWTILE 60,000/ul LATF, 2
B OWTE O A 50,000/pl AKfiii) SAL, N— R T A OFE M/ MEIZFESNT [R—=2F 1
YOI/ MEV TR — R~ (40,000/ul i) | XIE [_—2 T A O /MU EV IR — b
(40,000/pL LA | 50,000/pL Aiifl) | DWFTNDNIIT HivTe, Fam— NN THRE & S O ICFE
7B FEEOHMm Y 227 (&, H, &) *RONFHaEoRE (bo, ZeL) IckvEilL.
TIRRBEXNIT NIRRT T A AT 2 TRV AT T,
- U MMEBRIZIZ, I ERUIT AN AR T H 1A, 5 HREASRO®RG SN, N
— AT A OM/IMREEAME D 2R — R (40,000/ul A5H) OFEFREIITT S b a R %7 60mg, X
— AT A ORI E AR — R~ (40,000/uL LL_E 50,000/ul i) OBERE T T S ha
RS 40mg RG-S, BRI G D 5~8 BHICTIE SN R 28l i =5 % Fht
L7,
Txu—7 v 7T, IBRIEORKE S D 30 Bk E THERE OBMRE 1T - 7,
f/MR¥E 1T Day 4, Day 10~13 (FRERBLMMTE A) . FREM 22BN FE O 7 A% KO Day
WZHIE LT,

16



X PR SN SN B B L 2ol ) 22

iy =27 JLiE
Ry REARZRI, BpEzdl, B bENRERE (ERb Y oAb ETe) . B
- LB NREE THEIRE A ERIY - i LIEYE (b » o& 28 T) . KIGNES
(Kt Lo < I 40A50) 1b& ?ﬁﬁ:Tﬁ%ﬂ}I‘Wf RN - AR g i = R EER
B (KBRY 7 bI—, b OLaaETe)
o FFAERR. QERE CERD D OEA L ET) | TR 212 ) — LA
WL - AL EREE (TACE)
5y 2 B RALE . BRLE ., RBEFFIRAOITFAN PR RIS BR EASHT (TIPS) . REIHESE T AL
o | T —T LR IR AT B T AR, B, [
O U < ik afn 23 PRI )
—F VT (EMERE~OE LT —T Vigk 2 &te)

BRI

< ARG E >
(FEERHME A )
© T U NEY AT 0 S AR R BII A TH O 7 H 1% E T o/ RS K O i QL % A6 L7
HErE ORG (VAR Z—EIE)
(BRI H )
- RSO0 BN A0 B B i/ MRS AS BAE & L7z 50,000/ul LA I3 U2 8 oS (L AR
A —EIE)
s N=R T A D LIS BN TR B £ Tof Mo B
(BRI E H )
« B KB T O I MRS
mE

<ZAPEFFAEA >
AEFS
e

RS

< AR H >

(FEFGEA)

1) 72 Z K80 130 DA 228U T 0> 7 B $% £ T i/ M . ONUE i 2L # % B3 L
THEERE OFEIL (L AR Z—EIE)
NR—=R T A O/ BAER TR — b (40,000/uL K45) 1285 VAR X —HIGIEX, 77
T AREE 34.9%, TN b a L R/3 60mg BE 68.6%. BEMZEIE 33.7% (95%CI : 15.8,51.6) TH Y |
TR KR 60mg BETIET T B AR ART L AR X —RIGPHRIZE N D LAVRES
niz,
ol R=AT A COM/MEA SV AR — R (40,000/uL LL_E 50,000/pL i) (231D LA
R A —EIEHIE, 7T AR 33.3%., 78 b1 R3S 40mg BE 87.9%. BERIZEIE 54.6% (95%Cl :
36.5,727) THO, TN YARNRT 0mg BHETH 7 T BRI T L AR X —HENE
BElIZEWZ EBNmEhT,
ULEDFRERND, VAR —FIEICBIT BTN b v R T 077w RIsx3 2 88
REES T,
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R=251 JDIMEBHEN TR—F R=251 JOIMEBHE L IR—F

(40,000/uL3ki%) (40,000/u 3L E50,000/ LK)
BRI (95%CI) BRI (95%CT)
. 33.7%(15.8, 51.6) 54.6%(36.5, 72.7)
(%) p=0.0006% p<0.0001%
100 - ‘
- 87.9%
lz/ - 68.6%
xR
J»
i
8l 404
[=]
20 -
0
FStR FNAROYRINT60mg IStk PAROVRNS40mg
(n=43) (n=70) (n=33) (n=58)

MR RER FAS fFRMNCBEMOFEOHMIR2EBEL—BRIECMHIEE
¥ HRKEx=0.05

(RIREHAGEE H )

1) FR0 B A 5 B i/ MRS A BAZ & L7z 50,000/ul LA _EICE L7-girs oEls (L AR
v —EIE)
R=2A T A OMIFEDEN TR — R (40,000/uL Aiff) (2FB1F 25 VAR F—EIGIE, 77
TR 7.0%., 78 b r AR 60mg BE 67.1%., FERZEIL 60.2% (95%CI : 46.8,73.5) THY |
TN R KR 60mg BETIET TR ART L AR X —RIGPHRIZE N LAVRES
iz (p<0.0001%, FHERIZ2BLILHYFH O MM Y 2 7 &3R5 L7 —#%{k CMH #E)
Fo, R=2 T A O/ E 2B — b (40,000/uL LA _E 50,000/ul K3i) 1I2BITF B LA
Ry Z—EIBIE 7T 2 REE 39.4%, 773 b a LR /37 40mg B 93.1%. BEM 221X 53.7% (95%CI:
358,71.6) THY, 7R VAR RS 40mg BETH 7 T BRI T L AR X —HIG0NE
BIZEWZ ERRE Tz (p<0.0001%, FRHER 728l FH O MM Y X 7 % % Uz —iki{t
CMH #%E) .
X 1 HEKYE 0=0.05

2) N—=R T A 2SR RBIIA TR E Tom/ MO L LR
NR—=2AF A DI/ DMEV 23— b (40,000/pL i) 1281 D _N—2 T A Lo BEHER 72
BT B £ CoM/IMEBOZELEIX, 77 BREE 3,000/ul, 7N hr 2RSS 60mg B
31,300/uL, FERIZEIE 25,400/ul (95%CI : 19,500,32,000) THV, 73N b a R 87 60mg T
1377 B AR AT IR O ZLEDFBICKZ N £ 2VR &N 72 (p<0.0001*, Wilcoxon
DINENLFIRE) o
Fio, N—RA T A L OMIMRED EV 3R — R (40,000/uL BAE 50,000/uL A 1231 H—
AT A DS R BILA R B E TOMAMIRO LI RIE, 7T B REE 5,900/uL, T8 R
1 AR /R 7 40mg B 44,900/l FERIZEIE 36,300/ul (95%CI : 25,500,45,500) THV, 7/3b 1
VARRT A0mg FETH T B AR TI/ MO ZELER A BEICRE W ERENTE (p
<0.0001*, Wilcoxon DNENFIFRE)
X @ HEKYE a=0.05

(PRFEAYRTHIIE H )
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1) 2 RBERE T o i/ MREL
R—=2 T A OMIMEEME T — F (40,000/ul Ki) B OVR—RZ T A > D /M E
a7— 1 (40,000/uL LA 50,000/l i) (ZF4F D 4 KBk T oM/ MR OB IZLL T O L B

DN ChHoT-,
(/b))
130,000 -
AT R FAS _ AR=ZZ4 2 DIMEBHBLIR—~
120,000 THESSD (40,000/uLELE50,000/ 1 Lki)
== 7/\FORINT40mg (n=58)
110,000 4 I35l (h=33)
AR—R54 V O MESHEVNTR—
100,000 (40,000/ LLi&)
== 7I\POVRING 60mg (n=70)
90,000 4 90,600 TStk (h=43)
80,0004
ﬁl% 72,400
70000 64,700
#
60,0004
50,000 4 JEO,QOO
40,000
71 36,100
30,000 *J \
32,700 I
20,000
10,000 . . . . . . .
0 5 10 15 20 25 30 35(H)
%5 #AR
Hhe2 kB3 Heza 5 26
Day 1 Day 4 Day 10~13 Day 17 Day 35
(R=RAS 1) (R 2 B M)
<TEMEFHmIEE >
T A MERRAT ot SR
R—2R 54 v DML/ARED R—2F 4 v DML/ REDS
Bwywar—k BWak— b
(40,000/pL ) (40,000/pL LL_E 50,000/pL ¥)
N V2N = 2 Vav4 N VAN = Vav 4
77k R 7R
60mg 40mg
(n=43) (n=33)
(n=170) (n=57)
BIEA 9 (20.9) 6 (8.6) 2 (6.1) 4 (7.0)
FRBLOKEEE 0 (0) 0 (0) 0 (0) 1 (1.8
Bl EN 0 (0) 0 (0) 0 (0) 1 (1.8)
REE 0 (0) 2 (2.9 0 (0) 1 (1.8
Fl B . 0 (0) 1 (1.4) 0 (0) 0 (0)
AR ERIE AR 0 (0) 1 (1.4) 0 (0) 0 (0)
RSN 0 (0) 1 (1.4) 0 (0) 0 (0)
LIl H 0 (0) 0 (0) 0 (0) 1 (1.8)
BREE 4 (9.3) 3 (43) 2 (6.1) 1 (1.8)
e 1 (2.3) 0 (0) 0 (0) 0 (0)
g 1 (2.3) 0 (0) 1 (3.0 0 (0)
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{5 ik 0 (0) 0 (0) 1 (3.0) 0 (0)
T 1 (23) 0 (0) 0 (0) 1 (1.8)
B 1 (23) 2 (2.9) 0 (0) 1 (1.8)
N 0 (0) 1 (1.4 0 (0) 0 (0)
— - £HEERS LUEEHLO

St 2 4.7) 2 (29) 0 (0) 2 (35
$EFIAE 1 (23) 0 (0) 0 (0) 0 (0)
9 5 1 (23) 0 (0) 0 (0) 2 (35)
P 0 (0) 1 (1.4 0 (0 0 (0)
FEHL 0 (0) 1 (1.4 0 (0) 0 (0)
JFFREE YR R 0 (0) 0 (0) 0 (0) 1 (1.8)
PR A2 i 0 (0) 0 (0) 0 (0) 1 (1.8)
REB L OEREE 1 (23) 0 (0) 0 (0) 0 (0)
B AEGE 1 (23) 0 (0) 0 (0) 0 (0)
HERRB X USRS 0 (0) 1 (1.4) 0 (0) 0 (0)
AT 0 (0) 1 (1.4) 0 (0) 0 (0)
RRIE S 4 (9.3) 2 29) 1 (3.0) 0 (0)
FEEDE N 1 (23) 1 (1.4) 1 (3.0 0 (0)
BIE 3 (7.0) 2 (29) 1 (3.0) 0 (0)
MRk, RIS L ONERRREE 1 (23) 0 (0) 0 (0) 1 (1.8)
F 0 (0) 0 (0) 0 (0) 1 (1.8)
1 e R SR 1 (2.3) 0 (0) 0 (0) 0 (0)

% (%). MedDRA ver. 19.1

BT, RX—A T A OMf/MREEAE V2R — R (40,000/uL LA E 50,000/uL A5) ([CHBF5 77
TARRET LB (BPEDHIETE « ZIRSRE R SIEGERE) (SRR STz, TR & BaZe L & oH)
Wi & iz, ARRBIZBWT, HERE ﬁfﬁ& el B - RWERITR O bive o7z,

- WESNES 3 ARERER (310 #BR : ADAPT-1 iRER) (b —%) D

HE

MR E 2 5 1B PR BEE TD, 7 & 280 130 SN 28N FH o 7 A% E
T ML/ gL K OV AL D BBESRIZ DN T, 728 ki a7 (/NG 40,000/ul A1 4%
BRE1T1T 60mg. 40,000/pl LL_E 50,000/ul Kl OHEERE 121 40mg) D 7T BRI HEEE &
WEET 5,

FTYPA

EEILE, ShiszdF, 7 o4 ok, “EmER, 77 AR WATHER R

KES

FAFER 72 BLIIN A T B 2 T RE 3 D i/ MIIBAE &2 £ 5 BRN OB PETH BB 231 B

F
BRI TE

- 18 Ll I

- PSR R

¢ R—=R T A O LA 50,000/ul Al

c AR THR SN AN 2B TEZ TELTEY, =274 UM BHERNICERD H
2 I REL OB A 72 GAIS . FAER 72 B FR O Hf U A 7 133 5728, /A%ﬁ#ﬂ £
FERTC & 0 /IR 28 0B & ] K T D

c A7 Y —=" W0 MELD 2277824 LAF

s RFRIVLISNOD P-gp BLERIZIRA L CWDHEE, A7 UV —=2 k&R 7 BEOHEIZE
A2
el

E7

- BYIROUIFR RO MARE (B PR3 e ML aT) OMELHAT D
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PO} ALTE

c A7V == JRRC RS, PR, — 0 g R R I ARRE  GE 4y PAZE X352 4 A %E)
OHBEEHATHZET VARBDOLNATND

c A7 == JHEEO PR MLFEEREE DY 10em/s A

« VR IR 3 7 14 AE

« BCLC @ #14338 C X% D OfFHIf s

c A7 Y —=V 7 RRIERT 7 B LA SRR S R % S 9 S i A o 2 5% 1T
% (Fz72 L, RESRMERS M % 52 F 72 B IR L7 < TH W)

CRAZ V== U TRARTT HEANIZ, ~RY | DT 7 Uy AT rA RMEFIRIER, 7 AL
Vo, RIARIL, EF 7 u ey b LL T GPIIb/Ia #5513 (4 : tirofiban) 72 & O Huif/)
e e P

el

Z o MERTIENC I, B O M/ REAS 2 BIE 2 FIORENS VT 4L 60,000/pl LT, 2
[E] DAE D FEIIEDS 50,000/ul Aiii) S, N—RA T A DOFHMAREICESNT [N—=2F 1
V@ﬁdﬁﬁﬁﬁwnT~k(MMWMJE@JXiFN—Z?%V@E&Wﬁﬁ%wﬂﬁ—F
(40,000/uL LAk 50,000/uL Kii#) | OWF NN bie, & 2B — NN THERE & S b I
2B THEOMM Y 27 (K, F, &) *ROFMIEoRE (bo, 2L) [CkvEslIL,
TITRERBEXIIT NIRRT HIZT A LT 2 TR FT T,

T MEBIRNCIE, I RXUTT A e R 78 1 H LA, 5 HREIS®RORE sz, ~
— 25 A L DMAEAMEN T A — R (40,000/uL A45) OBEEREITITT S b R 327 60mg,
— AT A O E TR — R (40,000/ul LA 50,000/uL A5) OBBREIIZT N ke
R 40mg HFEE-S i, BREDOFEHKEFE G- 5~8 HZIZTE SN - 28I F5 % £
L7,

T xm—7 v 7HMICIE, IEREEOEKB G0 30 A% E THBREOBHREEZ T 7,
If/MREE Day 4, Day 10~13 (FHSR02 B0 TE ) . MR BLIAA T O 7 B # K O Day

BRI i
35 ICHIE LTz,
X A SRR e BLINE) TR & F o ) 2 7
Hif Y =2 i

Y %y MEokzedfl, Mopezedfl, EEVHALENREIME (ERb Y OGELETY) . R

) LA PO HREE TR RN - BLIREE (BB 0 OWA A ET) . KIS PIHREE

(mmb%¢<tmﬁ§%)4g ﬁ%T#% REERIN - mAbpTE (kR % Zie) BN TR B
B (KERY 2 b= b OBAEEETD)

Y 2 fFEm, JEE (ERd 0 oLE b ET) . TP 2= ) — A
Rk - bRk (TACE)

G R REAE RALE . tERHLE, RREEARAT N PR KOG BR A& (TIPS) . REESE T AL

e |, ;ﬁw 77 LRI, AN KT 5 T S sBai, AR, WEh 7

(R L3 < 1k 1 % (RIS o ST
—F VT (WEERE~OLE LT —T A BEZ &)

<HRMFAMGEE >

(EZEFHHEH)

© T U F DNE AT DA R BIATFE 0 7 B % ool g K ONUE fi AL E % (B8 L 72

WERE OEIE (L AR X —EIE)

(R H )

- PR 72 BN AD = B MR AS BEE & L 7= 50,000/ul B IS5 L- s 0ElE (L AR

FEAmIE 2 —EIE)

c R T A P OB TR A F Cof/MER OB L&
(BREZAIRTAGE B )
« & kBT o/ MRS
el
<ZEMFHEEA >
- BEFEL
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A

UGBS

<BHEFEEE >

(2R )

1) 72 N80 AT 5 SRR BN TR D 7 A% F T o /IR MK Ok AL E 2 Bk L

T ERE OEIE (LARF—EE)

NR—=2AF A DI PME N 2R — b (40,000/pL K3M5) (2815 VAR A —EIGIL, 75
TR 22.9%, 73 1 RS 60mg B 65.6%, FERIZEIL 42.6% (95%CI : 27.2,58.1) TH Y |
TR YRS 60mg BETIE T 7 B RBHCHAR T UV AR U A =B ERNEREICEH N E0URE
i,

Fio, N—A T A OMUIMRED EV 3R — R (40,000/uL BAE 50,000/uL ) 128D LA
R B —EIB1T, 7T 2 REE 382%., 7 /3 b1 iR 287 40mg B 88.1%. FEMIZE1T 49.9% (95%CT :
31.6,68.2) THYH, T AR 7 40mg BHETH Y TR TL AR H —EIENRH
BllEWZ ERaEnT,

PLEDOFERENS, VAR —EIEICEB T DT N a sy RRT 0772 Rk 2 8t K
RES T,

R=251 JOIVIMEEHEN TR—F AR=231 OIMEENEVWIR—F

(40,000/uLKiH) (40,000/uLEL E50,000/ LK)
BRSE (95%CI) BRI (95%CD
: 42.6%(217.2, 58.1) 49,9%(31.6, 68.2)
(%) p<0.0001* p<0.0001*
100 - ‘
- 88.1%
5\/ 60 - 65.6%
i
2
7
%él'! 40 4
20 A
0
ISR FIRORING60mg 25tk PINRORING40mg
(n=48) (n=90) (n=34) (n=59)

R ERES  FAS FHMNCBONFEOEMZ 2 EBEL—RIECMHIEE
®:FRKER=0.05

(EIIREHmE H )
1) PR 728Ul A =R B Sl MREAS BEE & L7= 50,000/ul A2 L7-9irE oElIE (L AR

VA —EIE)

NR—=AF A DI/ PME N 2R — b (40,000/pL K3M5) (28T 5 VAR —EIGIL, 75
TAREE4.2%, TN a AR /NT 60mg B 68.9%, BEMZEIT 64.7% (95%CI : 53.6,75.8) TH Y,
T Ra R 60mg BETIE T 7 B ARBEC AR T L AR U A —EENERICE N EAVRE
Nz (p<0.0001%, FFEER R BLMAFER O MM Y X 7 259 L= —f{t CMH #7E) .,

Fio, N—A T A L OMIMRED EV 3R — R (40,000/uL BAE 50,000/ul ) 12381 DH LA
Ry Z—EIEE, 77 BARRE20.6%, 7% b 1 R8T 40mg BE 88.1%. BERI 21T 67.5% (95%Cl:
51.6,83.4) THYH, T AR 7 40mg HETH Y TR TL AR H—EIAENRH
BlILEWZ LRI (p<0.0001%, FREM BT OHIM Y 2 7 2775 Lz —iib
CMH i 7E) .
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X AREKYE 0=0.05

2) N—=R T A P LEEINRBIMN TR B Cof/MEk OB LR
NR—R T A OB PMER Y 2R — b (40,000/uL Aiif) (BT DR—R T A U BEHEN 72
BT H £ TOM/MEROZELRIT. 7T EAREE 800/uL . 78 ha AR 87 60mg BE
32,000/uL, BERMIZEIX 27,500/uL (95%CI : 22,500,32,500) TH Y, 73 k1R 7 60mg BET
1377 B AR AR TV MO ZLEDEBICRE N £ 2R &N 72 (p<0.0001*, Wilcoxon
DNERLFIRRAE) o
T, N2 T A O/ EV R — kb (40,000/ul LAk 50,000/uL A (BT HN—
AT A DR B T B E To /MR OZbEIX, 77 EARRE 1,000/ul, 7N R
1 AR /R7 40mg BE 37,100/ul, FERIZEIE 33,000/ul (95%CI : 25,500,41,500) THY, 73b 1
VAT A0mg BETH T BRI AR T/ MO B EP A BEICRE NI EAVRENT (p
<0.0001*, Wilcoxon DJELLFIHEE) o
X 1 B EKYE 0=0.05

(BRRAFHLTE E )

1) 3BT ot MRk
NR—2AF A DI PME N 2R — b (40,000/pl Kii) o AR—Z T A > O M/ MBS E
a7R— 1 (40,000/uL LA 50,000/l i) (ZF54F D4 Kk T O M/IMEE OB IZLL T O L B
D CHoT,

(/1L)
110,000 - -
AT ER | FAS A—=251 OmMREASWIR—~
FSMEESD (40,000/ LBl E50,000/ LK)
100,000 4 == 7/\OVRINT 40mg (n=539)
I35t (h=34)
T R—2 54 U OIVMREHMEVN I R—
90,000 - (40,000/ LK)
== 7/NFOVRINT 60mg (n=90)
_ Tt (n=48)
80,000
70,000
Im ! -
m 65,800
&
60,000 60,900
50!000_ 481100 N
44,500
40,000

33,500
30,000+

20,000 T T T = T T T T
0 10 15 20 25 30 35(A)
-
®EE2 k3 #hd K25 #x6
Day 1 Day4 Day 10~13 Day 17 Day 35
(R—2F1) (FHEMLRMNNFRER)
<ZAEMFEmEE >
LA RRAT X SR
R 25 A O RLIMREH R 25 A O RLIMREH
Evar—k AWVwar—Fh
(40,000/pL A35%) (40,000/pL LA _E 50,000/pL F:3%5)
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TR RS T

TR RS T

7R 7R
(n=48) oome (n=32) Home
(n=89) (n=58)
ElIfEA 7 (14.6) 12 (13.5) 2 (6.3) 4 (6.9)
MR LY v REE 0 (0) 1 (1.1) 0 (0) 0 (0)
2 . 0 (0) 1 (L1 0 (0) 0 (0)
RfEE 0 (0) 1 (1.1 0 (0) 0 (0)
AT 0 (0) 1 (1D 0 (0) 0 (0)
HiBESE 2 (42) 5 (5.6) 2 (6.3) 2 (34)
JE9w 1 Q1 0 (0) 1 3.1 0 (0)
L REE 0 (0) 1 (1.1) 0 (0) 0 (0)
T 1 Q1) 1 (L1 1 (3.0 0 (0)
IR 0 (0) 1 (L1 0 (0) 0 (0)
53] 0 (0) 0 (0) 0 (0) 1 (1.7)
LTI 1 .1 1 (1.1 1 3.1) 1 (1.7)
T g H 1 0 (0) 1 (1D 0 (0) 0 (0)
A 0 (0) 1 (1D 0 (0) 0 (0)
— - £HEERS L OREHLO
st 2 (42) 3 34) 2 (6.3) 1 (1.7)
9 5 0 (0) 2 (22) 1 (3.0 0 (0)
By 1 Q1 0 (0) 0 (0) 0 (0)
PR 0 (0) 1 (1D 0 (0) 0 (0)
FEHA 0 (0) 0 (0) 1 3.1 1 (1.7)
B} 1 Q1 0 (0) 0 (0) 0 (0)
BYYER X OV A BIE 1 (2.1 0 (0) 0 (0) 0 (0)
S g% 1 Q1) 0 (0) 0 (0) 0 (0)
HRRRE 1 QD) 0 (0) 0 (0) 0 (0)
iR 1 (2.1) 0 (0) 0 (0) 0 (0)
KRR L URREE 1 Q1) 0 (0) 0 (0) 1 (17)
BARIOE 1 Q1) 0 (0) 0 (0) 1 (17)
HEHRB LU EERES 0 (0) 3 (34) 0 (0) 1 (17)
5 0 (0) 1 (1D 0 (0) 0 (0)
B 0 (0) 2 (22) 0 (0) 0 (0)
F A 0 (0) 0 (0) 0 (0) 1 (1.7)
5 A 0 (0) 1 (L1 0 (0) 0 (0)
R E 3 (6.3) 2 (22) 1 3.1 2 (34)
EEMED E 0 (0) 1 (1D 0 (0) 1 (1.7)
GV 2 (42) 1 (1.1 1 3.1 2 (34)
R 1 Q1 0 (0) 0 (0) 0 (0)
FrEE 0 (0) 1 (1.1 0 (0) 0 (0)
B 0 (0) 1 (L1 0 (0) 0 (0)
BER L OB TRk E 0 (0) 1 (1.1) 0 (0) 0 (0)
ALBE 0 (0) 1 (1.1) 0 (0) 0 (0)
MmEREE 0 (0) 1 (1LY 0 (0) 0 (0)
ETY 0 (0) 1 (1D 0 (0) 0 (0)
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2)

®)

(6)
D)

2)

)

1% (%) . MedDRA ver. 19.1

EEZBERZ, N—2 T4 L OIfi/MEEME 2R — b (40,000/ul Kif) (IS8T 57T AREE
T 16 (/MR . 78 b RS 60mg BET 1B (ZIfL - FFRTR) . N— 2 T A DI
BB E AR — B (40,000/ul LLE 50,000/ul K) 1310557 7 BARBET 1 H (NF - 588
RO b, BEPILICE S TZEWEHIZ, X—2 T A O if/IMREDMEV 283 — | (40,000/uL
R BT AT N v AR RS 60mg BET 1A (Bl - FIRIR) IZRS b, FEEE, X—2A
T A DM/ FE 23— |k (40,000/ul LA 50,000/ul ) (281 5 723 kv iR /37 40mg
BT 2 0] (ZHREHSAE R SIEMERE, S IES 1 F) IS8 L2, WL IARRER & B2
L &l S 47z,

TEHR
(V.5 (4 1) AMEREERER OHSR

£2E - RERIEGER
ML

AERNER

FERARERE (—REARERE. FEERARERE. ERABBELERE). 2ERTERT I A—IHE. #HE
IRFERERRHBROANE

RIERFES T — & N—AFE (ETE)

FESR 72 B TR ORI, RAD G S 7B HEREBERF ISR T, BEFIGH Ch 2 /M & /- B %
RIFREE L U, ARG THRNS 1 5 AN ke MAeIERE | A <> FORBEMEO LI Z1TH, £/, Fl
WHIFRHT & L CIETER Y A7 Th 5 THE OIFHERERE (Child-Pugh 5% C) BHE) DL A N2 N ORBUHE %+
PRt %,

RBEMHE LTREFEDABTREEE LI-HE - HBROBME
MR L

T Dt

AR L
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VI. E3hEFER(ICER 9 SIEH

1. EEZHICEEHDIEEYMRITEEYE

he L RREF U ZEEEDE LA R a RS
H O b DL AMOMAEUTDREL, BB TRCEBBT 52 L,

2. EIEER

(1) {EREML - 1ERERF
TN AT, ARG ARERMR £ O TPO ZAMIEENHK TH Y | i ATERAIIE & EAZER O HG &L Oy
bz L, M/ MREZENEES, T8 a w7 E, TPO EHET 5 2 & 72 < TPO ZAFMICHES L, f/h
WA 2 RS B,
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TER SEER

§ﬁ'

P EESEN ) _—

TPOS A 7ZINcOVKRING
HAIIIIIIIIIII I NI I \ IIIIHD ' PP DI I IIIII IS N .
PR RS EEESN DI IIIJ FPSSPPRERRIRFERSRERSeS WP

JN \__%, I
@pﬂlwﬂﬂ 4

29N || 2T
R 37

l
\TTD P42/

PI3K/AKT|| MAPK l

| EHERA DU - LD |

AVA: 7N\ +OVRINY
TPO: FOVRKRIF
JAK: v 2F+—t

STAT: U T IUBEESEHLET

MAPK: 2 &1 VEHETOT 1 V4 —t
Mlj\*ﬁEE PI3K: MR IPFUNA S b —N3FF—t

AKT: €UV /ALAZ VT —E

Markham A : Drugs 81 : 1905, 2021 k£ v t&Z8

(2) EzEEMF1THHEBRAAE

1) E bk c-Mpl %38 Ba/F3 MR DIEIEIREER (in vitro) ®
t b c-Mpl ZE38 Ba/F3 MRzt 35 7 N b VAR AR R OMH# 2 B e b b o U ARAR T (thTPO) OHEFH{EESE
HERFILIZE 2 A, 50%ERE (ECso) (CE¥MELSE) X7 /3 b u U AR/ BET 3.3+0.2nmol/L, thTPO T
0.065+0.005nmol/L T -7z, 773 b 1 2 iR /37 K TN thTPO 1 e-Mpl KIBHIRE Ba/F3 Ml o> s 5 & e de-89°, —J7,
Mz R~ AA X —a A F -3 (rm IL-3) (X o-Mpl KREHHE Ba/F3 MlaOHEIHZRE LTz, ZiLHORER.M
O, TN UARATIEE b eMpUT/EA L, WA RES 2 2 & AR STz,

£ & c-Mpl 533 Ba/F3 % Uf Ba/F3 #if2 1349 % 7 /N kO R/ DHFEIESEEF
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2)

3)

: a) Ekc-Mpl#EIRBa/F3#i#a b) Ba/F3#ika

(%)
100+

(%
104

T 00] #ns r ool &ns PR &
h 1097 pmgece £ M 9 mgese [ T
L 904 : L 804 -
9 8o T 3 0] ‘
B, 70 ®,, 0 |
=] A
%, ?ﬁg 60 %:ﬁ% 50 i
7l — b 3 /1 —
e
& 22 z - 7AhOVIRIS
g 30+ _ g 201 rhTPO
3z 207 / o= 7SOV & 9 onlL-23
2 101 , rhTPO g 0 [ e ]
5 0 : T T, e T T 1 5 _10 T T T 1
0.0001 001 1 100 10,000 (nmol/L) 0.0001 001 1 100 10,000 (nmol/L)
IREE REE

E hEEH CD34 [BiEHman 5 BERERA~DDE (/n vitro) ®

b R CD34 BRI & ERERA~ D LIZ T 2 7 N b a VRS RO thTPO DER G L= & 2 A,
ECso (CEHMELSE) 137 /8 kv LR/ S #EC 25.027.8nmol/L, rthTPO #£C 0.122+0.014nmol/L TH 7=, 73k v
RZ K OrthTPO OIEAE F CIER S - b FERER D 0 = — ORI FRE Th o 72, 2D OFEEMN S |
TN hu RS T e ML CD34 BERIIE D & ERER~ DML B RET D 2 LR SRz,

TN LB URING RY rhTP0 O £ FERIL CD34 [EiEMEA S DE#ERI O =—Rk{ER

(%)
100+ B

- -

90+

80+

70+

60+

504

_|

401 il

30+

20 £#n=5

FigfE+SE

10+ 7 == 7/NtOVRING

< rhTPO

0% T T T T T |

0.01 0.1 1 10 100 1,000 10,000 (nmol/L)

=B

(PN H RS HEIDO T~ ) BEE—| 1OUSFM—7T

c-Mpl DFEHIEEN L= FIVEE (in vitro) ®

TN AR TOR B e-Mpl 20 LTc v 7T MEERBIER 2 MEt Lick 2 A, 78 s r R /37 % thTPO &
FRkIZ, & b/ MO b c-Mpl %31 Ba/F3 HIIE T STAT3, STAT5 XX ERK # > /%7 OV Vb #7%E L7z,
DT ENL, TANMBURARTRE b e-Mpl &4 L7z JAK-STAT K& T SHC-Ras-Raf-ERK D> 7' AR EERR
DM &AEMALT D Z LRSI,

E RO/MRTOT /N ARG RIErhTPOIZ& S STATROF AL 1) Ve
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FISkOVRINY (wmol/L) rhTPO(ng/mL)
| I |

m

M . -'\o. 4 —> STAT3MDJVEML
e G o o o S

] — STAT3

none
0003—

donor 1

— STAT3MVEME
l-»vsnw3

ErI/MRTOT7/A AR/ RIErhTPO (2L B STATS dF O 2 UEEE
7ZINOVRING (umol/L)  rhTPO (ng/mL)

donor 1

"i
—> STAT5

dondfz

E k c-Mpl 3R Ba/F3 A THO 7/ kO LR85 RXIE rhTPO [Tk % STAT3, STATS RUERK OFO S U XIFR LA
— m) Vit

FINROVRINS (umol/L) rhTPO (hg/mL)
| I |

none
0.003
0.03

M n o
o m O W o

— G —> STAT3ODVUVEL

4" m*ﬂ —> STAT3

'i' “ D - " —> STATSO'2EME
o ey s e e e W > STATS

—>» ERK®DUEL

*

— ERK

4 E bIUMREE (ROR) ¥
b b o (R EAFIRE S CD34 BrEfiNE) 28 A L7z NOD/SCID ~ v A% T, & b/ MREAITK}
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THT N AT OEBERZRF LI Z2A, TR YRR T T MMM &R AARIH S H
Day 14 @ Img/kg/ H T 2.7 fi%, 3mg/kg/ B THI 3.0 IS H 72, £/, TP Vv RAAT0RG2F1k45 &
t M/MEIRIFIER GO L -UZREY . —FTT A Mr AR 0T RO AR TH~ U Al Mok E 21
SEehot,

E ~OiEmEMAE (R R ARk CD34 [5TE#MAE) £#4E L 1= NOD/SCID TR TO7/N A VHR/AAT D E i/
EEER

4 -

n=9~10

FEEESE

Dunnetti&E
*:0p<0.05. **: p<0.01
(vs. /&)

(ORI VAU N— ) Bl QSRS RR o0 7T

Bt
=0— 7/\+OiRISS0.3mg/kg/B
—o— 7/\~OVR/(Y 1mg/kg/H
== 7/\tO2iRINY 3mg/kg/H
O T T T T T 1
0 5 10 15 20 25 30(A)

(3) 1EFAHIARFR - HinhFRE
[VIL1. 2) BRARABRCTHERINI-NFREE] OESMR
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VII.

1.

M

(2)
D)

2)

EYEhReIZ 89 HIER

I AR BE D #ERS

ARLAMGMARE
AR L

PRAASER CHER SN -MARE

HEEE 10
AARNEERER A 23 CT /N b R87 20 0 40 KO8 60mg 2 BB HEREOFR G L7z & & O MR oy
KOS ENRE R T A —H LU FD L RBY THoT,

BARANBERBEAIZTZALOVRNAT ZBRERZEORS L& EOMBRREDHS

(ng/mL)
400 4

F{E+SD

360 - FIN+OVRING 20mg (n=18)
=8— 7N\FOZRING40mg (n=23)
320 == 7/\+OVRINT 60mg (n=23)

280 A
240 A

200 A

R A=)

160 A

120 1

80 A

40 -

0 24 48 72 96 (hr)
(535

BAABRBAICTA SO VANT ZRBRERRORS LIzE EOEDFE/NS A —4

T ha AR oRT Cinax Trmax AUC-inf ti
hE (ng/mL) (hr) (ng * hr/mL) (hr)
20mg (n=18) 109+26.9 7.00 (3.12,12.0) 32204831 16.4+£2.09
40mg (n=23) 208+54.1 6.02 (3.00, 12.0) 5870+1790 16.1£1.96
60mg (n=23) 3324933 7.00 (3.00,24.0) 940042240 16.0+1.54

B ERIELSD Tl (e ME, B K AE)

Conae I MIERIEIE  Toae o I MR BERFR] AUCqune 0 0 BRI & BEFRKIRFR & T o0 i P i i — ER iR T

TH tiy o RERAETE I

) ARNOFGRENZHEROCHET HEE, AR, 7 Rm 7 e LT TFToMHES 1 B 1FE, 5 AREZICRO#K
595, £ERRERTO M/ MDY 40,000/ul LA E 50,000/ul Fiifi : 40mg  $5-BAAATTO i/ MEELAS 40,000/ul A : 60mg )
Th D,

REHRE "2
AARNEERER A 9 BlZT /S ke R 10mg ™ 2282 1 B 1B 7 ARRERAOES LI &7 N hr v
BT OPYEEE T A —FIZLUTO LY THo72 1,
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)

(4)
D)

ERFREZROKEFOENBE/ NS A -5 BERAN)

7/§ }\ =4 :/7:]{/\07\‘ &5 El Cmax Tmax AUCO—T t12
h& (ng/mL) (hr) (ng * hr/mL) (hr)
1 7521439 6.00 (4.00, 8.00) 1000+623 —
10mg (n=9)
7 112.8£57.0 5.00 (3.00, 8.00) 1584 +825 15.3£2.86
BN EELSD T E (e MiE, FeR i)
Coax : TEIMIEFIRIE  Tou s e MAEPREE BRI AUC,.. @ 0 B2 O SRR B 7 B w] RERFR] & C oo M PR i — i
FHOFR TRt o ARSI

1) ARNORB SN ZHELROHEIE A, RAIZE, 7 e RmAX7 L L CUTOMEL2 1 B 1[E, 5 BREZICR D&
5%, #5ERTOMm/ MDY 40,000/ul LA E 50,000/ul A4 : 40mg  $5-BARET OO s IMRE DS 40,000/pL i : 60mg)

Th o,
M NN 2 £ 9 18 MERT IR R O Bl 2 F O 7o RESERA S B REAR AT L2 & 0 HEAE L 72, A 40 33 60 mg 2 £

B H 1S5 AMRERORE L2 L EOEYBE AT A—2ZUTDOLEBY) ThoTz GMEAT—Z 25E1r)

12)

o

BEAEMBERMTICEYEE LIMUBRDMEEF S BETREEEORNBE/NS A -4 BEAT-4%
a20)

TNk RS Cinax ! AUCH!- 2 CL/F*!
h& (ng/mL) (ng * hr/mL) (L/hr)
40mg (n=115) 2143 (42.66) 3717 (62.44) 7.24 (15.66)
60mg (n=160) 352.2 (47.33) 4820 (85.11) 7.46 (19.66)

X1 BFEME CRATATIRE%)
¥ EHFWREETO 1 B2 D AUC
AUC : (i i — e e T il

hEE
AR L
RE - ftREORE

BEOEE WEAT—2Z28L) 1V
TRERERRAIZ T N b R8T 40 T 60mg ZHEIRR OEEL Lz b & ZEEERGICHT 2 RBEEE D Cona KO
AUC.int DEAFEIEOLLIT, 40mg TEILEI 0.841 KT 0.922, 60mg TZILEHIL 0.958 HL TN 1.09 ThH -7z,

CL/F: ADTJor7 V7 7R

EERXIBERERRZORSHOEYEFE/ NS A -5 (BEKAN)

TN a SRR ZERE R/ Crnax ™1 Tmax 2 AUCp-int*!
£ X0 (ng/mL) (hr) (ng * hr/mL)

40mg Zefiig (n=18) 239 (46.1) 5.00 (3.00, 12.0) 6130 (47.9)
&% (n=23) 201 (26.0) 6.02 (3.00, 12.0) 5650 (30.5)

60me Zefiig (n=18) 334 (53.0) 5.00 (4.00, 7.00) 8420 (51.7)
B#% (n=23) 320 (28.1) 7.00 (3.00, 24.0) 9160 (23.8)

K1 BMTIME CRATEEIRE%)
K2 PR (e/IMiE, ROKAE)

2) BHRECEE
DRS/82)L HEAT—%5) P

TR b r RS 20mg P HER G & P-gp K OHEED CYPIAERTH DT NI NVEHELE Lz L &,
TN R RN T OIEYENRE ST A —F DL (PFHEG/EMEES) 1X AUCoinf1.61, Cmax1.26 ToH o7z,

@y nRRYy HEAT—%) ¥

TR bhr RS 20mg P HERG L Pgp HERTHDH L7 n ARY VEHAELS LZEE, TR VRS
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T OIEWEIRENRT A — 2 O (PR S/HMEEE) X AUCinr0.83, Cmax0.66 TH o7z,
@7iaFrv—iL BEAT—%) ¥
TNk a RS 20mg P A L RSO CYP2C9 KN CYP3A HERTH D 7 v a) Y — S L
Tl &, TR OEYERENT A —Z O (BFHE /M) 13 AUCinr2.16, Cuax1.17 TH 272,
@ rZaFV—IL GAEAT—E) W
TN a RS 20mg P A L IR CYP3A BRER TH LA T aF Yy — L E kG L&, T3k
0 YRR T OIEMENRE T A — 2 O (PFREZEG/HEMEES) 13 AUCoint1.37. Cmax 1.07 TH o7z,
®UI7vEYY WEAT—%) W
TR hr RS 20mg P EEIBE S & FAEEE O CYP2CO K URW CYP3A SBERTH DY 7 7 v BV U O
HLlL &, 7R RS OEMEE T A —2 Ok (FFRAFG/EMEES) 13X AUCint0.57, Cmax1.04 TH
ST,
TE) AFIOAR S NI HER O RE HEE, AL, 7AMa B 87 LTUTFoMES 1A 1, 5 BRS®ICROE
595, 5RO M/ MDY 40,000/ul LA E 50,000/ul Fiili : 40mg  $5-BAAATTO i/ MEELAS 40,000/ul A : 60mg )
Th b,

(1) fEAE
/v = bk Mgk RO S B IEAR AT

(2) WRALEREFER
AR L

(3) HEREETEH
MU ER R L

@ 9)F7532oR "2
RHAEF SR ENREMAT CHEE LT 7 S b R %7 D CL/F 1% 6.89L/h Th -7,

(6) HHEH
FHEF SR BN REMAT CHEE LT 7 N b VRN D RANT OSFRFE (V/E) 1% 180L Th -7,

(6) Z itk
gk L

3. B&EH (REaL—L3v) @i

(1) gamAE"?
I IRMEOO DI EZHF TS 1-a 23— kA MET IV

(2) INSA—FEHER

TR E 2R 955 1 O 10 RO 391 F, SO/ IMRIB/ME Z £ 5 B MHEFREEE 2SR 552
o 2 BERE O 3 o 2 3B (202 HBr. 204 3B, 310 HBR, KO 311 HER) D 196 Bl HEFF 15515 O
RS L D . 1 RE N0 IROWINEHFTH 1-a3 %=k A2 FEFACE D | CL/F, V/F, 1 RO IHE
EE (Ka), 0 RIRILERE] (D1), WIND T 7' % A & (ALAG) W ONCIREIR & el L7z 1G 3450 K% O 2G SA| o+
K RA FT A T YT 4 (F1) BHEE/ ST A—H & L7z, CL/F, V/F, Ka, DI X O'Fl (1G 8AI} O 2G BiF|
B2 1Z) ITOWTEERZER) IV) 2% E L, £7-. 16 ®HK O 2G AIO Fl (ZITHHIMZEE 2% E L.
TN b a AR T RIS T D IR EAENL, 55 4 R L 0 % T E < (16.9%) . B 5 4 FERELLAT
IZOWTIEREN-ST2 (56.3%), 1G HAIK O 2G BAID F1 (XRRBEIZD 74.5%. 1G FHKID Lot No. 56789-101 @ F1
IEERIBIE D 21.3% TH o7, 1G TFIL O 2G HAID Ka 1 XREIR D 25.8% Th - 7=,

R EE K OMBPERTZR R (CLD) (CLD BETH D NEIN I T AN b RAAT DO VFIZH L THEERIMERTH-T-,
s EfRE T 7 2V =R . AFE, MR, BEERE GBI SUE N T 2 =R R, e e s e E R
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(M

(2)

©))

(4)

®)

(6)

EHE(L L (INR) SOUTHIERA], 7’1 bR T IHERK S L <X H RO B S I3 BB E Tl o7,

R (HAEAT—%) ¥

bt ARG AR TIE, BE L [MC] TR VRART DR 4% FaFx ke LTHMzEIN Sz
72, B LT AN Ia RN T 007 &b M%PRINEIND Z &SRB Sz,

5%

i ;% — fixi B8 P &8 14

MBI L

<BE: Ty >0

Fischer (7/vE /) v MZ [M¥C] 7N R/ 7 % Imgkg OHAZTHER OG- L, B5% 24 R E TR
BERIL, RIE o TFL—a v — (LSC) #HWTHERBIREAZIE L., ZO/E, 71/ Yy
N OIRER, I O AR 2 B IBURBRIXIE & A R SNz 7z,

;& — R RERE @B 1%

MBI L

<BE: Ty >0

IR Sprague Dawley 7 v NI [M“C] 78 ha AR /R7 % 3mglkg O HE CTHEIRAORE LT & X OREBITHZ
FEAM L7z, B 555 24 REf E T T v MG TR EE & BB i RO BRI B o Bl AR 13 B CiE 0.04~
0.42, & 18 HTIL 0.02~0.22 Tholz, 4R 13 H L OULYR 18 H 0% 5% 24 FEfH & TITIR EICRAT L2 il
BROES (%) 1%, BEHIHRED 0.01% L T TH-o72, THHOFRENS, T v M [UC] 78 b R %
ERE ARG L- L &, BRICBATT A HEREIZ D W2 LAVRIR STz, B, fRIRimdEd GEiE 18 H o)
E OB IIE R 6 BICREMEB R SN2 &b, T Ma U RAIRIRICEBITT 5 2 LR s
7

Fir~DiTHE

R L

<HE Ty F>W

#ZH.H @ Sprague Dawley 7 v MZ [MC] 73 ha R R T ZHEREO#K S U, BEEO A AP 2 554 U7z,
23 D Sprague Dawley 7 v T [“C] 78N ha R 7 % 3mgkg OB CTHEBERR AL L& X, Hitto
TG RENR EEHERS ] OSSR EN B R T A — & 1%, MR LHEELL TR Y | MIEh SRR IR 2 2 P i RE o AUC,.
inf LEIX 0.94 THo7e, AP EOMIEFR OREREIZE E L TREBEIZHEEKLTEY . 7N a U RA7 Owt
BATHRE S 47, Fit & AT O ST REIR L X FRR O MR EHERS TR LT Z &b | F IS ST e O H R
RNT DR E LT,

HEERA~DBITHE
MU ER R L

T DD~ DFITIHE

BNy 2/

<BE: Ty >0

Fischer (7/LE /) T v Mz [MC] 7 br YR AT % Img/kg OARTHERAOZSG L, #5% 24 B E TR
RZFRILL, LSC AW THFBEREZJIE L7z, [“C] 78 b a VR T HEO BB o L, K
BN OT X TOMBE TR EG% 1~4 Kl CREBEICE Lz, #51% 1 BROMET (B8 2%R<) BEEIx
JHig TR b < (IAERIREE ORI 11 £5) . TR, B, O, SR TR, M. Wi, B, Biiolacdh 72,
P54 0.5, 1, 4 KO 24 IR COF MM/ MAELIZZ 24 1.56, 1.80, 2.24 KTV 4.30 T, EAUHHECTH 2 B
PIZT N b YRR DMERRS LD 2 & DSRIB STz,

mEEEAHEEE Y
TR YRART O in vitro TO R SR AFEAFIT 0.05~50ug/mL OFEHE CHRE KT ET 96.3~96.6%TdH
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(1

(2)

1)

2)

3

(4)

>7,

5t

KRB R URBEREE GABAT—42) @

FERERR A 6 BT [14CT] -7 /N b RS 20mg ) & BERR A4 5 Uiz & & i Ic IRt S e o 7o,

) 88%MNHHICHRIE S 3L, ED 9 B 33.5% BRI, 43.8%08 4- Ruax Kk Tholz,

E) AFNOAR SN AEROHAERT @Y, AKX, 73R 7 LCUTFOAE2 1 B 1E, 5 HR&®%RIZRO#K
5%, B5GRTOMm/ MDY 40,000/ul LA E 50,000/l i : 40mg  $5-5-FAAART O M/ MEED 40,000/ul A : 60mg )
Thd,

RIEET 58F CYPEH) OHnFiE, F5EXRD

EF 72 CYP 4y 7F (CYP3A4, CYP2D6, CYP2C9, CYP2C19, CYP1A2, CYP2B6 & X CYP2CS8) ™ H &, CYP3A4
KON CYP2CY N7 /8 k1 AR R T DI C OB LA A 5 RS TFETh o7, Fli L7z 2 2D CYP 43 &
D 5B, CYP2CY (FRIIZER 76.2%) INT /N hu VR8T Dy A4- Rax I AROARICE S+ 25 2 CYP
S FRE. CYP3A4 (FHXTHYE5-2R 82.9%) 1X h 5> R-4-b Rux i AKDERKICEET % EFER CYP HTFfTh-o
7

CYPERE (/n vitro) ?°

TR URARZIZE D R CYPIA2, CYP2B6, CYP2CS, CYP2C9, CYP2C19 KX CYP3A4 O invitro #53EHEIC
DUWNTEHM L7255, CYP1A2, CYP2C8, CYP2C9 K O CYP2C19 %59, CYP2B6 KT CYP3A4 (Zxf L CH3
WHEERZR LT,

CYPPEE (/n vitro) ?

TARBYRAZE, B MNFI 7 v Y —4%0 CYPIA. CYP2B6, CYP2C8. CYP2C9, CYP2C19, CYP2D6 K *

CYP3A {EMHIZK LT 50umol/L F THE RHEHEEM L RS, CYP2EL J&EMEIZHT L C 10pumol/L ¥ CHAZE 7055

APEERZRE R -T2, £72, 50umol/L £ T, CYP2C9, CYP2D6 F ¥ CYP3A & PEIZ X L CHEREKAEADBRE
(TDD) {ERZRETehoiz,

PEEBNRDAERVZDEIEG
DRI L

HREPOEROERR EN L, FELE
gk L

Bt (MEAT—45)

BERER A 6 Bl [MC] -7 /S hr R 87 20mg ) A HEIRR OB G L7z & & | 5 ST RIEEEE DK 88% 13 #

W2, K 6% R HEME S Tz,

) AFNOAGBSNTZHEEROCHEE E@E, AT, 73 A A7 E LCUToHAEEZ 1 B 1E, 5 HRESRICR D&
5%, B5GRTOMm/ MDY 40,000/ul LA E 50,000/ul i : 40mg  $5-5-BAAART O M/ MEED 40,000/ul A : 60mg )
Thd,

S U RKR—2—IZT 15

Invitro BERDFER, TNV AT L Pgp OB THH Z LHRBINTZ, 78 b A7 1L CYP2B6 KDY
CYP3A4 #55< #E L UGT1Al LK O'UGT2B7 #95< fAZE L7z, 773 b v > 7R /37 X BCRP, BSEP, MRP2, OATP1B3,
OAT1, OAT3 XU'OCT1 #PA# L, P-gp. OATPIBI, OCT2, MATEl & U MATE2-K #5§5< iLE L7z 2329,

BMEICLHBRERE
LR L
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10 BEDERERIOBE

(1) BHEESEE MBEAT—2%28T)
(NS 2 £ 5 I@PEF R BB O B 2 VW - REE RSB BT IC X 0 H#EE L7o, BIBERRIER B (CLler
90mL/min LA E) | R OBHRRERE A (CLer 60mL/min BA k= 90mL/min Ai5) & OVR 45 EE O B hef E % (CLler
30mL/min Lk E 60mL/min ) 1ZAHK] 40 % 60mg 2 RB%I12 1 H 1 [El 5 HEKER DS L & & oRydhkEe s
FA=HIILUTDERBY ThoTe,

BEREARMBEMRENICE YHERE L i/MUBRDEZ# 5 BHFREEEOBHERTORENDORMEE/ S A

—4A
VA= vava . .
CLcr (mL/min) Coax ! (ng/mL) AUC*!- 2 (ng * hr/mL)
Beh &
90 LLE (n=71) 172 (56.8) 3670 (55.4)
40mg 60 L1 90 K (n=26) 156 (69.6) 3260 (76.2)
30 LLE 60 Kjifi (n=14) 199 (64.3) 4290 (62.3)
90 LLE (n=104) 219 (63.8) 4670 (64.8)
60mg 60 LA | 90 K (n=37) 289 (77.6) 6060 (83.3)
30 LLE 60 Kiifi (n=15) 186 (112) 3750 (122)

KL ST (B R %)
K2 EFREETO 1 Hd72 Y O AUC

(2) FrHgaElEEERE WBEAT—42Z2E8T)
M NI A E 2 £ 9 12 MERT R R EAE O RE 2 F O T REE TR BB AR AT 12 L 0 HEE L7z B O TR RER E B
(Child-Pugh 7348 A) | "5 O fFHERERT B (Child-Pugh 2348 B) M OVELJE O RFFEHEREE 4 (Child-Pugh 2748
C) (ZAHN 40 3UF 60mg 2RI 1 A 1A 5 HRKIER NS Lo L ORYBIRE T A =2 3L TFOLEBY T
HoT,

BEARMBEMANICE YHE L I/MURDEZ# 5 BHFREEE O HERESOREINORNEE/ S A

—4
VAR =2 Va4 . _
Child-Pugh 5348 Coax ™! (ng/mL) AUC*! 2 (ng * hr/mL)
e i
A (n=63) 182 (61.7) 3870 (59.1)
40mg B (n=45) 155 (61.0) 3290 (66.5)
Cc (a=7) 223 (30.1) 5070 (29.2)
A (n=92) 243 (79.4) 5070 (81.2)
60mg B (n=58) 216 (63.2) 4620 (68.2)
Cc (a=7) 211 (49.7) 4640 (60.3)

X1 BFEME CRATATIRE%)
X2 EHEIREETO 1 B o AUC

1. Z0ith

DRI L
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e (FRLEOXESE) IZBJI BHIEH

[

ERNBTEFDER

RE SN TWHRN

|

ERRABRLETDERH

2. B (ROBEICEEBEELGWNI L)
AFN DRSS LISBUE D BEAEE D & % B

(figeai)
ARAND RSk LIBBUE DA RO & 2 BE COEERBEUED Y A7 2B E L TRE LI,

PHER (LR ICREEYT & FR &L TDEHA
(V.2 DEEXEHRICEET 5EE OESM

RERUVHEICEEYT 5 I8 & TDER
(V.4 FZERURA=ICEEYT 5FE) 0HEEBR

EEGERMIE L ZDER

8. EELEARNIE

8.1 I FE ORATETNIC T A 53T L TV D Z & AR5 2 &, AFEZHRE LTS, By
FHOFEMIZE L +“&mdmﬁ@EM#ﬁ%mﬁw%A#%5tw\M%_mbfdeHm@EW%
T 5L, WOREEEAHR LD L,

&2mdWﬁﬁEﬁﬁluTT%oT%ﬂ&ﬁﬁﬁ%éﬂfhétb\ﬁ$%+\_ﬁw I/ IEAZ Do
L FMBRIEDORBUTIEET D 2 &, [11.1.1 BH]

8.3 B FHAL T IARIE 2 FH LI JEGI NS Sh T\ A 72, ARSI E%IIBIEE2 512475 2 &,
[11.1.1 ]

8.4 AFIOE G T UTH IR M/ MRS A G- BRGT OMICHEIR T 2720, SiftEE 72 2 alaetE 25
&L THEZ 31TV, BEICE U Tl 2@ a247o 2 &, [17.1.1, 17.1.2 2]

(fiRz)

8.1 WEDHNT, AFIEGIZ L > T/ MBS H/3IEML TWA Z L 2B TAFIEE LTRE L, £, A
Flzih5 L CTh o/ MU OEMNAE L2 WEERH DT DR E LT,

8.2 HRRABR TR SN FHN ST LTz,

8.3 MR TR LN FBILERE LT,

8.4 /M EIT—EMIFZICESAIOMICREY . BHfEORES TICR D 720 E L,

BRENDERERT LEEICEHT EE

() SHHE - BEEZFOHLEE

9.1 5HHE - BEREDHIESE
9.1.1 MiE. MREREZHTIEREXITNCOBREEZET HESE
MARAE XX MARZERIEDFIBLY A7 BNEL RHBENNH D, BHRRBR CIIXRAIN TS,
9.1.2 IREDRBERF+ET 25
FERMEMARIEDOFBIN T (BEFEE VIRTI7 A4 T VAR - 71 hr B G20210A NE =AY
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(2)

)

BAE, 70T A2 C XL S KABJER L) XFg RIEMREDORRAF GV VIEEHMIERIER L) %
BT 5HET, MBESUTMBEERIEDRBRY 27 RNE REBEANRH 5,
9.1.3 MARMFERENMET LTS EE
IMARAE T MAR FERRRE DRI Y 27 NEL e BENNH D, PUIRMFHEIE A 10em/FD A O B3 LR
AR CIEBRI STV D,
(fi7n)
MARE P MR FEARIE | JE R R UM R PRI ARSE 72 & AR FERIE D FERRIN F 23 5 . MIRILEHEEMET LT
W5 BE IR, MARESUXIMARIERIE DI Y 27 WEL RHBENRH D, Eo, RAFEGIZL D | /MBS IE
WHEEHLL T CTH - CTHIMBIENRE SN TS (V-5 HEEAQEARWEE L ZOHE] OEBK), UEoZ b
MBHRE LT,

EHaeEERE
RESIHTWRN

FrigaeEE R8s
9.3 iRl ERE
9.3.1 EEDFH#EEEE (Child-Pugh 748C) OHHEHE
BEAGAEEIEHE L, BETO2HAIIBIEEL 2T 2 &,
(fiRa3)
HEDONTHREREEEE COMEMARBRIIRONTNWD 2 LNBRIE LT,
Child-Pugh 73RN HTZ VAR U —FIGIIU T O LB ThoTz,

BAANZECEBRLRSE 3 185888 (311 FER : ADAPT-2 48R R UBs5E 3 MHELER (310 5KEBR : ADAPT-1 ZER) =&
(7% Child-Pugh 2 48RIICAHT-LAR L ZF—E|& 7

NR—2 T A DI/ PERN 2R — b NR—=2Z A OM/IE N E 2 R— b
(40,000/pL i) (40,000/uL LL_F 50,000/pL A1)
77 ®R TN ha U RRT 7Z %R TN ha U RRT
(n=91) 60mg (n=160) (n=67) 40mg (n=117)
A 29.4% (15/51 #i) 73.1% (68/93 i) 38.9% (14/36 i) 85.7% (54/63 51])
Child-Pugh
o B 23.7% (9/38 f51) 62.1% (36/58 f41) 29.2% (7/24 ) 90.9% (40/44 f51)
JTHRA
C 2/2 {3l 3/7 il 2/6 1l 9/9 |

R=2F A OM/IMEPMER AR — kb (40,000/uL Fii#) D Child-Pugh 7348 C #5RE O M/ M OHER: | (/MR
i O M, R0 2B FH O P, Day 1 2> HRHSIZ2BLILAY T4 E T O BEK ORHER 2 8L FH o fE
HO—EE L TITRT,

311 HEBRRU 310 HERICHFBA—R 51 VOM/MREAELNTR— b (40,000/ 4L 53%) O Child-Pugh 44 C
wEBED—ESD

/Mg (/ul) A7 Day 1 208
i, - LM v L
X R R 72 iy FERRIN 72
NN TRERIE wiar | pava | B g1 o> 0 ——— BT
PER L 1 - Fil
FHH ES FCTOHAK
20 7 A, . L RIGNHE R
TR YRR
HAL o 26,000 | 32,000 | 32,000 b3 wJ 10 H (RIBEARY 7 FI—,
otk ne i)
30 7ft. . R
VAR =2 Va4
HAL 28,500 | 31,000 | 63,000 i ] 10 H R E
60mg
Lo
40 A, TR KT RS EREA L RS R
34,500 | 31,000 | 59,000 " af 120
HAL 60mg (ER7e L)
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P
50 R, ) R
. VAR =i Va4
T A 22,000 — — i3 — — —
] 60mg
Pline
50 AR, . L RIBN R BTRR A
TN B RN
HAL o 35,500 | 42,000 | 42,000 i AJ 15 H (RBHRY 7 hI—,
o e At L)
50 mft, . C
TN RBa RN
Z DA, o 27,000 | 24,000 | 36,000 H wJ 10 H PR
55 e
60 A, . . e
TN ha RN T
TIOT 27,000 | 25,000 | 46,000 H wJ 12 H PR
60mg
A
50 R,
e EEENBEE T
HAL 75k 38,500 | 60,000 | 64,000 b A 10 B .
TR RS Bk
P
60 71,
. EEENGSE T
Z DA, IR 31,000 | 34,000 | 36,000 4 Af 10H
Frlisa it B At
Bt
¥ Day 2 [ICHBDNEHL (T Ao RS L OREBRITIEE) . FERMEOZDFIE
Child-Pugh 3 FRNZ AT A EFLZORBBRGIIUT O LB Th o7z,
311 RER R U 310 EHERIZH T3 Child-Pugh S ERIICH-BEERDOFIRKR ST L AT R A
Child-Pugh 5348 A Child-Pugh 43%H B Child-Pugh 4348 C
i < NI VAN N = V0 A T/4 I A/ o NI A N N = IV A S/ I A e e NI A N N = I A 74
(n=86) (n=155) (n=62) (n=102) (n=7) (n=16)
TR TOFEHR 49 (57.0) 76 (49.0) 34 (54.8) 62 (60.8) 3 (42.9) 10 (62.5)
TRERSE & ORI FBITR
NEETERVWEE | 10 (11.6) 15 (9.7) 10 (16.1) 11 (10.8) 0 (0) 0 (0)
5
LCicEST 1 (1.2) 0 (0) 0 (0) 0 (0) 0 (0) 2 (12.5)
HERES ’ ’
RN ERG 5 (5.8) 7 (4.5) 9 (14.5) 10 (9.8) 0 (0) 3 (18.8)
CTCAE Grade 3 2.1 6 (7.0) 12 (7.7) 9 (14.5) 13 (12.7) 1 (14.3) 5 (31.3)
DFEHER ’ ’ ’ ’ ' ’
B IEICE -T2
0 (0) 0 (0) 0 (0) 1 (1.0 0 (0) 1 (6.3)
HERES
it 2 (23) 1 (0.6) 0 (0) 0 (0) 0 (0) 0 (0)
Pt = ' ’
B (%) MedDRA ver. 19.1

% : MedDRA SMQ TZE#td6 L OMILke A N b ) ICENS T 5 HS:

TN ba U RATEICRT A EERAEFS (CTCAE Grade 3 LI E) % %83 L7 Child-Pugh 433 C #8E 0 —'&

LA TFITRT,

31

HERUVSI0HERICBVWTEELFEESESR (CTCAE Grade 3 LLE) #FIR L T= Child-Pugh /%8 C #ERE D —
B (7ArOVRARTEERE) 67

GE NN
P

[EE S

HERRAL
(MedDRA JEAGE)

AHHER
FEBLRE AT

CTCAE Grade/
RBALR

IR
(il A %)
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(4)

®)

(6)

)

8)

M

50 kA, T oM, | TN UARARS .
liREaiEgna 12 HA Grade3/BH5# 722 L mIfE (40 HA)
B 60mg. 5 AfH
50 e, EAL TN br RS .
P e e 34 HH Grade5/RBHi# 72 L JET- (34 HH)
Lotk 40mg. 5 HH
1. BBREILH DM
50 mefl. EAL TN R\ RN A R H 1.32 HH 1. Grade3/Beiti /e L Z (52 B H)
2]
Bt 40mg, 5 A R. ZiRastSiE RS .34 AA 2. Grades/BiE 72 L
2. £ (40 HE)
50 . TUT AN TN R r RS (1L B0 1.27 HH 1. Grade3/B#i 72 L 1. [E14 (55 HH)
Lo 40mg, 5 HE . MuffiE .27 HA 2. Grade3/PH:# 7 L 2. EIE (55 HE)
70 %A, TOTN | TR ARARS
RSl 1 HH Grade3/RBHid# 72 L ml4E (36 H H)
(HARN) ., Lotk 40mg, 5 H[#
X JRBREROYIEE G- H 2 b O HEL MedDRA ver. 19.1
HlEReE AT HE
BEIN TN
PSR
9.5 1113

B EOFIRMENGERYEE LRID LB SN DEARICOREEET D2 &, IRET v b CTHRBBITIE MR

nNTW5, 72, WEREHO VHXEROT v b AW AR AERERRICB W T, BWRRERELB2 5
BT ClRIEHEENRD N (BEEETOUVTFROT v hO AUC ICESSIBBEEIT., & NOBREED
35~53 f2), BERRH L ORAH DT v 2RO AR A RERBRIC W T, BRIRE R LB H1RE
THAROATFREK TRORERENRS bl (HARICE T 2 BEEE COREBYE OHAR D AUC

WCHESSIBFEEIT, b FOBZEZOZNEN 14 LUV £5),

(i)

BRDO LN TS,

(fi#aL)
AHNTZ v b THABITERRDO LN TEY, £ FTHEOARMENREZLND ZENLRE LT,

INR

9.7 INRZE
INRE G L U BRI SER L T,

(fi#E5H)
INBTOMARBRN 2N L HRE LT,

= A

RESIHTWRN

HEEH

HAZZEZTOERH
RESIHTWRN
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(2) fERER EZDER
RESIHTWARN

8. BlEH

11. Bl4EA
WORERNRH LoD Z EBH LD T, BEEEHSITITV, BEXIRD ONGEITEE 2 IET 57
CEUI B AT L,

(fi#70)

MR E & £ 5 IR PERTR BBRE 255 & L2 e AR BR TR B L 2 BIWERIC SV TRRIE L T2,

(1) EXGZEIER & MEAGER
1.1 EXGEMER
11,1 MmigfE, MmARFERAE
FINRIAZIE (0.5%) Do bbitd 2 &ndb b, [8.2, 83 5]
(fi#70)
MARSE - MR ZERAEIE TPO ERMIEEE TN ZAEM Th 5, BIRRER T, R IR AEFZOME - %
A Ry R E LT, REBMENEE TE R WPIARMARAEA 2 41 (311 3BRD 40mg BERK O 202 3Bk D 80mg £f) 1T
RE LT EMBRE L,

(2) £Dithn &R
11.2 Z0hoEHER

#EHNXSE 1-5% 1%K i SBEFRH
—fi% - BEEEL LY Y FEEN KA PRV
GO RE
I LA 280
PR TR T GEbr
R L O%EEE K7 Y 7 A sE
Mmigds LY 3% A
[
mEKRB LOHA P
HEL AR e o
Gy R E WEUE (£ 58, B2, B
BEED . RLEE, MHTHVRE,
BEVEE O FEIE, BRIREE
7%, EmER, SRR
)
(fi#z3)
M/ RIS E % £ 5 18 PERFER BB 2 5t g & U7 BR R B T B L 7= BIIVE A & Y Company Core Data Sheet {255
WTRGE LT,

9. BRBRERKRICKIITEE

RE SN TWRN

10. BERE

13. BERE
13.1 fEK
M NRE S RN L, et ST AR ZE RO S IHEZE Z SR th i d 5,
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13.2 WiE
BEOWRER /M Z I E=F—T52 L, TN YRATORPYERITN 6% TH D, M
FEAMBAEENE L, BINICLDBREIHfFTE 220,
(fiF#n)
BB HRF R, MR SEREN BN L, et TSRO S HEE R ZTRENNH D ZEMLRTL
72

. BRALEDIEE

14, BREDEE

14.1 EFIRFEOTE

411 7V 22— — oV B LTRHTSL2EETSZ L, — FOBRICE Y, BOSATARIE
FEREA~HIA L, FIZIZFILERB I L CHRIARZEOBEERAIHEZ T2 BB 5,

14.1.2 IRAERTCT Y A —2— bR HT L HRESHZ L,

(fi#E5H)

1411 7V R —v— NIEOHEATO P BREEFETHY, 7V AL —— FOBIRTIIRE LTHEL
7=,

14.1.2 RDEEBELEZZITH I EDNRINTWNHTZORE LT,

12. ZDHDEE

(1) BRERERICESCIER

15, ZDHDFE
15.1 BEEREAIZE D <15
15. 1.1 MG R RER I T, B PERR MR N PSRBT RGRAMEIRE - 203 lox LRSI L7
2, BRRRMEE SRS SN,
15.1.2 Fa U RR=F U REEEEIT, BEF O 5 B BIE R RESE O IR MRS 2 1T S D AlaetEDn &
;_:)O
(figs)
GRADOZNEE « R OBERERBRSCHEE CHRO LNIZER TH LN, BERRIFITHL O RIEMTs L L
72
(2) FEBGERERERICE D 1B
15.2 FERGEREAERIZE D < 1B
AHNZE REOF o0 D—=PS D h o R R T U /RIS LB 2872, B REROTF o0y
— LIS O L CHREIEME 2R S22, 2 OO @ERRICB W T, REE ISR R 2 88 TFT
STV,
(figan)
TR BRI EIR 2 BT S TN T & 2 ERIR T A 120 E LT,
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X. JERRPREBRICRE Y 1R E

M

(2)
D)

2)

FHEEER

R EHER
VI EHERCETSEBE OHBM

TR

In vitroR&EEHER

DhERG A 1) Y LBRIZHT B4R (R—ItyFH S50 F%) (In vitro)

b hASEALREE D U U AF ¥ 3LiEGET (hBERG) i FEA L MEVER N (HEK293) ez fAvC, 7
SN ke RSO hERG EIRICKT AIER 2R —N Ny F 7 T o FETHRI L=, hERG #/5 7-# A HEK293
AlAE (1 #EM 720 Scells) 1ZxFLTT /N bR YA N7 % 0.1, 1 KO 3umol/L THEPRALE L, 15 sy fig#EE L7z, 154
MAES D4 B EORETH D 1 KO 3pmol/L D FEEEOPREILENEI 0.65 KT 2.54umol/L TH Y . T IIIHBR
WE DB ~OWEILL DD THo7z, 78 ha AR 71X, hERG B & #i] L, ICso i 1.4umol/L TH D Z
EBNIRENT,

QHEELEY FEEFEAVWEREMICHT BER (In vitro)

HEEE AT v NI Z T, 78 hr RS OIRENENIR T D ER & BT A My INERRIE TR Lz, Bk
ATy MILEERS (1 BE4720 6 ) (ISR LTT N bhu R 87 % 0.1, 1 O 3umol/L CHEFTALE L, 45 4y [E)Rg
BTz, WEFRBED 1 KO 3umol/L BEDEE DR EIZZ I 0.51 LN 1.37umol/L TH Y, ZiUL, #HHRHE D%
BEA~ORBFILL DD TH o7z, FFIEBEN, EEEMRIE, RALH AV EE (dV/dtme) & OTEBIEN R
Ref] [30%. 60% M TN 90% 5534 C OIS BYEENL e (£41Z240 APDso. APDeo X UF APDwo) ] 125t 21EHOH
ECONWTHRF LTz, 78 b a AR REEE (1.37umol/L) £ THWFRO/RT A —F 1T L8 E 5 2 ko
72

In vivo REEEIBHER

OLMERR UIEREEEICNT 20 (1 X)

TLA M=V AT AEEF U REEE — 7V K (B4 J8) (IZk LT, 728 ha R 37 (0, 3, 30 XU 300mg/ke)
Z BEIBRHRR QG U, DI R & ORISR KT 2 5B O H IS DUV TRl L 7o, RTREEIC )T L CIZRIA & D
WL (0.5% A T/ m—2KIER) 285 Ui, DIERST A—% (IE, DA ONER) &ML R /S
T A= (MERER MR AT A) Cxt3 HEBoF M, —peRiE, RE, Bi&E, AEEXO v axxr 47 R
ZEMM L7=, A X% L C 300mg/kg £ CTOMETEE LIZFER, 78 b a VR 7 130 E RASRE K O A
W2t LT A TR E R D o 72, 30mg/kg PA D TIE Tia ST OB SR80 b7z, %51% 48 £ T
DRXTIFRT 4 7 AFTITIE, Toax (3 I~4 B TH o 72, BREEIT 3 KO 30mg/kg O] Cl3HARIKEFEAICH
MU 7223, 30 KON 300mg/kg D] CIrIH&EZ FEl-> THEN L7,

QR MR RMEEIZH T HER (Sy b)) P

HED F344 7 > b (1 BEY7=0 6 V0) (Zxk LT, 78 bR )7 (0, 1, 10 ZON 100mg/kg) % H[EIBEHIRE D # 5
L. AR RE IS0 D BB O F IOV T Irwin {5 TR L 72, SPIREEICH L CIZRIB B OB (0.5% A F
BT — KB ERE Uiz, 5% A8 M E TEMMA B Lz, 738 e AR 3713 100me/kg £ TO A&
TWTNOFREAER T A= F LB 2 o T,

QEHAEEIZHT B4EA (1 X) 7V

HWoOE—20RK (1 BEYS720 400) (2L T, 728 rRsoRs (0, 3, 30 HOY300mg/kg) % HEESRHRR O #5
L. 7 BRICHIR Ui, SRR U CIERIA E ORI /AEE (0.5% A F/kb o —ZKEHK) &b Lz, —
fekRE, R, BEAELOEEE CREMAIERE., A MR EKL O Cler) ORI, MEA(LFHRE, M
X RT 4 7 ARRAT, R R OB IROFEARAOREZ /T o 7o, WTHOBREGHEICH T S ha R AR7 5
B4 5 L EZONBREFNIBD DNARDS T2, T8O RN TEEIC & BR80T, R (300mg/ke)
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IZDOHBRD B, FEEOAFITROLE(, MPIRFEEH (BUN), 7 L7 F=r 0L, MIFHHERY Ok
TR E R JRBE, BB N AR ORI, FREOEIN, JRIZFFEEOE T, SRERARIEE R ORI NS ﬁ
N MIEFT EOWED NBD ST, TNy RAATORKED 7 BB E TIZ, ZhBD/8T X —Z [T H5R1#E
BTz, F, REMREOEL & U CRME IS A 20 bR AL & OV E @a&ﬁ@&ﬁ%&oﬁi&@#%h
BT, 30mgkg EFTOHETIIT AN b VAT REZAET 5 L EX LN LBMITFBO bNRhoTe, T
b a RN OREDPLRALUT & 22 2% 5. 72 BifE £ TORGRTR R L RO, Tox 1T 2~3 FEHETH Y | %
#E3 30mg/kg & 300mgkg CRIFREThH o7, BRTD L, A XTIET /N AR/ 71T 300mg/kg THRIBERE

A2 BB S, MIEFO BUN, 7 L7 F=v 0 k& RO, SRERIKEE E&Uﬁﬁmmﬁme
WARH B, S HIT, ITALRME I R 2 B R P HI b 2 > Tz, 30mgkg ETOMETIZT N b
VRN L BETRD ST, LR T, EHEMRE (NOAEL) 13 30mgkg THh-o 7z,

() Db FEEHER

AR L
2. HHHER
(1) BEHRSSHHRE (Sv b, HL) 2@
BeR
e ) Beh | #h B bR PRI ) ]
WBRER | B | i IEHIE & T
PR | Wik (mg/kg) n/BE
(mg/kg)
1000mg/kg LA EIZBWT, HETIX 1 %
FREFTRTEEFHBIELCL, LADX
AT, HISEBORD, HAE, FRRIE
B MRD BTz, HETIEL 2000mg/kg T 5E
RN o, 30 (&) . 100, HE - HE : 300 )
A | HE o TIFERD b o7, 300mgkg ULk
F344 300, 1000, 2000 4 5 VC/RE | - 2000 ) o
—— DMEREAAEBNT b [FIRROIER D 72 5 A 72
H
. M, TOREITHCH LY HEEL TR
R N . i
<. 2000mg/kg TH HiTe—HBOFEMRIT
Feh51% 3 ARlCh =0 Bkt Lz,
Y 2000mg/kg £ TIZHRWT, HTIEFRDH
J
|0, 100, 300, 1000, T - i, Niedrotz, 2000mgke BECIINEH:, 4%
=74 &A | HE . ) 2000 ] )
. 2000 (&M £ 2 UL/RE fli, BUN KO L7 F = DR
]
7J[]75> 16D bﬂf:—o
(2 REHESESHHE (YTUXR, Ty b, HIL) @
N Beh | #h P B PRI TR A N
WEREE | B | i i
PREE | HWIM (mg/kg) n/Bf (mg/kg)
160mg/kg PLEIZRWW T, BRI
SROH BT, 320mg/kg FTITHRL
~ A/ . T -
0 | 133 0. 80, 160, 320 80 T, BRFREFMEZR LI Enb . K
CD-1 & 12 PU/ft
RERICB T B RKMitE (MTD) |
320mg/kg ZH B LHEE STz,
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A Swedish Orphan Biovitrum AB (publ)
HR5E4 DOPTELET

AT - Bk

Tablet: 20 mg

PIEERESIES
(ke

1 INDICATIONS AND USAGE
1.1 Treatment of Thrombocytopenia in Patients with Chronic Liver Disease (CLD)
DOPTELET is indicated for the treatment of thrombocytopenia in adult patients with chronic liver

disease who are scheduled to undergo a procedure.

MELR O E
(k)

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage for Patients with Chronic Liver Disease

Begin DOPTELET dosing 10 to 13 days prior to the scheduled procedure. The recommended daily
dose of DOPTELET is based on the patient’s platelet count prior to the scheduled procedure (see
Table 1). Patients should undergo their procedure 5 to 8 days after the last dose of DOPTELET.
DOPTELET should be taken orally once daily for 5 consecutive days with food. In the case of a
missed dose, patients should take the next dose of DOPTELET as soon as they remember. Patients
should not take two doses at one time to make up for a missed dose, and should take the next dose

at the usual time the next day; all 5 days of dosing should be completed.

Table 1: Recommended Dose and Duration in Patients with Chronic Liver Disease Scheduled to
Undergo a Procedure
Platelet Count (x10°/L)

Once Daily Dose Duration

Less than 40 60 mg (3 tablets) 5 days

40 to less than 50

40 mg (2 tablets) 5 days

DOPTELET has been investigated only as a single 5-day once daily dosing regimen in clinical trials
in patients with chronic liver disease [see Clinical Studies (14.1)]. DOPTELET should not be
administered to patients with chronic liver disease in an attempt to normalize platelet counts.

Monitoring: Obtain a platelet count prior to administration of DOPTELET therapy and on the day

of a procedure to ensure an adequate increase in platelet count.

&4

ERIN (2019 4 6 H 7#GR)

Ead

Swedish Orphan Biovitrum AB (publ)

ongd

Doptelet

AT - Bk

Each film-coated tablet contains avatrombopag maleate equivalent to 20 mg of avatrombopag.

RIS EESIES
(k)

4.1 Therapeutic indications
Doptelet is indicated for the treatment of severe thrombocytopenia in adult patients with chronic

liver disease who are scheduled to undergo an invasive procedure.

MEROHE
(k)

4.2 Posology and method of administration

Posology

Treatment should be initiated by and remain under the supervision of a physician who is experienced
in the treatment of haematological diseases. Doptelet should be taken at the same time of day (e.g.
in the morning or evening) with food, including when taking the dose less frequently than once daily.

Chronic Liver Disease
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Obtain a platelet count prior to the administration of Doptelet therapy and on the day of a procedure
to ensure an adequate increase in platelet count, and no unexpectedly high increase in platelet count
in the patient populations specified in sections 4.4 and 4.5.

The recommended daily dose of avatrombopag is based on the patient’s platelet count (see Table 1).
Dosing should begin 10 to 13 days prior to the planned procedure. The patient should undergo their

procedure 5 to 8 days after the last dose of avatrombopag.

Table 1: Daily dose recommendation for avatrombopag

Platelet count (x 10°/L) Once-daily dose Duration of dosing
60 mg
<40 5 days
(Three 20 mg tablets)
40 mg
>40to <50 5 days
(Two 20 mg tablets)

Duration of treatment

Due to limited information, avatrombopag should not be taken for more than 5 days.

Missed doses

If a dose is missed, it should be taken as soon as it is remembered. Two doses should not be taken at
one time to make up for a missed dose. The next dose should be taken at the usual time the next day.
Special populations

Elderly

No dose adjustment is required for patients aged 65 years and older (see section 5.2).

Renal impairment

Avatrombopag is not renally excreted, therefore no dose adjustment is required in patients with mild
or moderate renal impairment. Avatrombopag has not been studied in patients with severe renal
impairment (see section 5.2).

Hepatic impairment

No dosage adjustment is necessary for patients with mild (Child-Pugh class A) to moderate (Child-
Pugh class B) hepatic impairment.

Due to limited information available, the safety and efficacy of avatrombopag in patients with severe
hepatic impairment (Child-Pugh class C, MELD score > 24) have not been established (see section
4.4). No dosage adjustment is expected for these patients. Avatrombopag therapy should only be
initiated in patients with severe hepatic impairment if the expected benefit outweighs the expected
risks (see sections 4.4 and 5.2).

Method of administration

Doptelet is for oral use, and the tablets should be taken with food (see section 5.2).

2. BMZEIT BDERARIEIFR

() ERZFICET 2BIHER

KE DUASSCE

8.1 Pregnancy

Risk Summary

Based on findings from animal reproduction studies, DOPTELET may cause fetal harm when
administered to a pregnant woman (see Data). The available data on DOPTELET in pregnant women
are insufficient to inform a drug-associated risk of adverse developmental outcomes. In animal
reproduction studies, oral administration of avatrombopag resulted in adverse developmental
outcomes when administered during organogenesis in rabbits and during organogenesis and the
lactation period in rats. However, these findings were observed at exposures based on an AUC

substantially higher than the AUC observed in patients at the maximum recommended dose of 60
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mg once daily. Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes.
In the U.S. general population, the estimated background risk of major birth defects and of
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

In embryo-fetal development studies, avatrombopag was administered during organogenesis at doses
of 100, 300, and 1000 mg/kg/day in rats and doses of 100, 300, and 600 mg/kg/day in rabbits.
Minimal decreases in fetal weights were observed in rats at the maternally toxic dose of 1000
mg/kg/day with exposures 190 times the human exposure based on AUC. Spontaneous abortions
were observed at all doses tested in rabbits and were associated with decreased body weights and
food consumption at 300 and 600 mg/kg/day; exposures at the lowest dose of 100 mg/kg/day were
10 times the AUC in patients at the maximum recommended dose of 60 mg once daily. There were
no embryo-fetal effects in rats administered avatrombopag at doses up to 100 mg/kg/day (53 times
the human exposure based on AUC) or rabbits administered avatrombopag at doses up to 600 mg/kg
(35 times the human exposure based on AUC).

In pre- and postnatal development studies in rats, avatrombopag was administered during both the
organogenesis and lactation periods at doses ranging from 5 to 600 mg/kg/day. Doses of 100, 300,
and 600 mg/kg/day caused maternal toxicity leading to total litter losses, decreased body weight in
pups, and increased pup mortality, with the majority of the pup mortality occurring from postnatal
days 14 to 21. At a dose of 50 mg/kg/day that did not produce clear maternal toxicity, avatrombopag
caused increased pup mortality from postnatal days 4 to 21, and mortality continued through
postnatal day 25. The 50 mg/kg/day dose also decreased body weight gain in the pups, resulting in a
delay in sexual maturation. There were no effects on behavioral or reproductive functions in the
offspring. The 50 mg/kg/day dose resulted in maternal exposures 43 times and pup exposures
approximately 3 times the AUC observed in patients at the maximum recommended dose of 60 mg

once daily.

8.2 Lactation

Risk Summary

There is no information regarding the presence of avatrombopag in human milk, the effects on the
breastfed child, or the effects on milk production. Avatrombopag was present in the milk of lactating
rats. When a drug is present in animal milk, it is likely the drug will be present in human milk. Due
to the potential for serious adverse reactions in a breastfed child from DOPTELET, breastfeeding is
not recommended during treatment with DOPTELET and for at least 2 weeks after the last dose (see
Clinical Considerations).

Clinical Considerations

Minimizing Exposure

A lactating woman receiving DOPTELET for brief periods, such as prior to an invasive procedure,
should interrupt breastfeeding and pump and discard breastmilk during treatment and for two weeks
after the last dose of DOPTELET in order to minimize exposure to a breastfed child. Advise lactating
women receiving chronic DOPTELET therapy not to breastfeed during treatment with DOPTELET

and for at least 2 weeks after the last dose.

BRI DA S0

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of avatrombopag in pregnant women. Animal
studies are insufficient with respect to reproductive toxicity (see section 5.3). Doptelet is not

recommended during pregnancy and in women of childbearing potential not using contraception.

Breast-feeding
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(2)

There are no data on the presence of avatrombopag in human milk, the effects on the breastfed child,
or the effects on milk production. It is unknown whether avatrombopag or its metabolites are
excreted in human milk. Avatrombopag was present in the milk of lactating rats, see section 5.3. A
risk to the breast-feeding child cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from Doptelet therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.

Fertility

The effect of avatrombopag on human fertility has not been established, and a risk cannot be ruled

out. In animal studies, avatrombopag had no effect on male and female fertility or early

embryogenesis in rats (see section 5.3).
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MNEFICEY HEEHE

KIE OB CE 8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

In a 10-week juvenile toxicology study in rats, avatrombopag was administered at doses ranging
from 20 to 300 mg/kg/day. There was no test article-related mortality and there were no clinical signs
at doses up to 300 mg/kg/day. In the stomach, dose-dependent degeneration, regenerative
hyperplasia, and atrophy of the glandular epithelium occurred at 100 and 300 mg/kg/day; exposures
at 100 mg/kg/day in male rats were 14 times the AUC in patients at the highest recommended dose
of 60 mg once daily. An increased incidence of background focal mineralization was also observed
in the kidneys of females at 300 mg/kg/day (female rat exposure was 50 times the human exposure
based on AUC at the 60 mg daily dose).

R DA S 4.2 Posology and method of administration
Special populations
Paediatric population

The safety and efficacy of avatrombopag in children aged less than 18 years have not been

established. No data are available.
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