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Ka absorption rate constant 1 TR W38 7 45

LSC liquid scintillation counter WKk v FL—va v g—

LOCF last observation carried forward —
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(#5155 3 FRaBR (310 HER) ]
7T 2 REE20.6% (734 451), TNk RS 40mg BE 88.1% (52/59 B) . BEMIFEIE 67.5% (95%CT :
51.6,83.4) (p<0.0001%)
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MMERREIRER) OESH)
<FhEEHE>
ERAREM L LT, MBE, mEARERE [FIIRMBIE (03%). WMEF (0.3%). TOMOBIR I EEARDL
e EEARI) ], BRERADE GEER) . Hin (03%) BXHobnbZ b s, (VLS. (1) EXKE
ERE MEBAER ) OESM])

SR DORFIFHIRIE

AR



4. BEFAICEAL TRAMI NEHTE

BEFRICEY 2E#.

o " 24 ML - S8R
REFEREES A FS1 V% i &

RMP (I'I.6. RMP OHIE | DIHSM) H (TT. 6. RMP O4%3E | DOIESHR)

EIREESE B  TEIEMEA T A )
(IXIL. f##%) OESM) (T 2Bl F

B e/ IMEd ; VY
BIDOV 27 F/MEIEEN E L TR STV BB H Yy 1T T p—————.

NI E D )
i HEE T A KT A i3
TR o> B S TR A H (IX. 14, RBEGEAT LoEE) OESBH)
5., ABEFHRURE - FHLOHIREE
(1) ABEH
LY A7 EHE R 2R ED E, WYNCEET 52 &,
(2) W@ - FRLOFIESEE
LR
6. RMP D#iE
LRV
[EZERESnzY 2 7] [(EEREENY 27 ] [EE72 R fEHE]
M E 7 i A ZEAE S T O FHEAERE 5 (Child-Pugh /3 %8 C) | R G- RF DL M (FRRERY 2o 8l iinm
B BEMHEE BEITR T 2220 (R 28l | T8 %2 T8 L TV 5B MR AR
HA I FHAETEL TV BEFRBEE | FICBT D MM E O UE)
TR D M/ NI E D)
Y7 T R 5 D A T
AN B 2
7L
| BRI E S BaMEAR O - DOIRE) | EFZEES <Y R f/MED 729 OTEE)
[ S8 i 22 A 0k AR A 1o D A U A7 Fe/MEE B O E
O EHE GRS WE O U A7 Ee/MEIES)
BN EFR i 2 A BT B BNV 27 Fe/METES)
TIREZTRE (FRBet R OV 0y 14 1/ AR I8 D TR E A RIS K D IR (FrfetE & OB s
i) P I R IR A )
BER TR T — 2 X —AFRAE (FEAY 228 A FHL PEIRGEEE T EM GEESEHA YA F) Ok, BiAm
PE L TWDIEBMEFREBRFICIIT S il (A 72 BLIM A T 2 T8 L TV BB TR B R
DN DY) FZBT B /MR E O )
AIMEICBE T 2 P8 - SRR O G O3
2L

BT OMERIT, JRATBOEN EEE G RS ST O A M RRR R — U THERR L T2 S0,



0. #2%¥IZRE9 HIEH

1. ER3E4
(1) ¥4
N7 L b E 20mg
(2) *4%
Doptelet tablets
Q) &BMODH%E
PR L
2. —hEA

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

(2) F8 (@%i%)

Avatrombopag Maleate (JAN)

@) AT L

-trombopag

3. BEXRIFTER

: “N
0 N
Q 9 7N\ N(} CO,H [C%H
4 I &>_NH — ' COH
N

Cl

S
&
il

FRARURF
F3 1 C2oH34CI12N6O3S22C4HaO4
7= : 765.73

&

tl\

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



6. BR%. A&, BS. 58S

E5501, AKR-501. YM477. YM-301477



. B ICET SEHE

1. YELEFHEE

(1) 981 - IR
EREXQYAFN

(2) B
1. 3-DAFN2AIFIS VD )0 PAFNLANLEFRY R, NAFLER ) RUCEITRT, A% /) —L, =
K )= (99.5) (\ZIEFIZKLK, K, T = UV, T, BTNV, ATV tert-7 F VAT LT —
TITIEE A EEIT R0,

3) Wizt
WA L

4) B (fEm)., s, BES
RS 218°C (% LA IR DEERL)

(0) BIREREETEH
pKa=2.8, 3.6 K184

(6) HECIRE
rBife%r (logD) : >4.0 (pH3~9, 1-427 & /7 —/K)

(7 20D ELRMEME
ALY

2. AN DERZHTICETSREN

R4 Hi=NEs i % PRIFFERE FRATHIRH fr s
ERTRBR 25°C 60%RH |{EKBER) ZFL K+ 24 » H A
TN 40°C 75%RH | TV =0 a8 (RHE) 6 % A HIEH

3. BB DFERHRE. EED

MERBRRBRYE « AN AT b v R X BRIEIT I E
ERE /K n~ 7T 40—



V. &&|IZBEY SHIEHE

1. Hlfe

(1) Fifz D7

T4 a—T 4 T EE
(2) HEHDHNERR UMK

FIRL |REOD T 4 v b T—T 4 T EE

Wik | — _

N D —
(we) (20) =
N NS —

=& =E I
£ K9 7.6mm
=
%

[EL
=

: % 3.8mm
: %9 172mg

=
=1

(3) #Aa—F
AVA20

4) EHFEIDME
gk L

(5) £ it
A LR

=

2. HWE|IDOHRL

(1) BA#En GEERS) OEERVHRMA

Bohksy  [1EERT AN bu RS~ LA Vst 23.6mg (78 ha R0 7 L LT 20me) 25H
ST, BT AT, 7 aARE R, AT TV U@~ R2v UL, fifEra—2 KR
VEe=urva—v Gt afb), #r . = 27 a3 —1 4000, BbF X, = Rk

A

2) BREFORE
A L7220

Q) BRE
L
3. HNBRRDEREVERE

A LR

4. A

FH LN

5 EAT HTIREMED & 5 RHW
WA ORI 72 53 R




10.

(M

(2)

)

(4)

11.

12.

HEDEREZUTICETHIREN

N R 1 AT HE TRAF I FEE
WA R 25°C 60%RH | 7LI=W AT A4AL/ TAI=LE | 604 A P
iR 40°C T5%RH | 7'V A X —mik 6% A Hiksm

AR VBRRORTEN

B R ORANA

¥l & DESEL (MEIEFHZEIL)

LRk L

B

45 3D Q EIE 80% (/X KLiE)

- A%

EENRELGRSR - A, SNMENERLESR

PR

253

1082 [108E (F Y AX—2—})
1588 [1588 (Y AZ—2—])

X1] /58
X1] /58

3088 (1588 (F U RZ—— 1) X2] /&

FHEE=
PR

BHEOME

TNVAZ—=2— ] : T =T LE

g SN S EMEE

WA DRH L

g2kt
DRI L

- BEICET A1FR




V. AEICEEd 418H

1. BhEERIFHR

4. PEEXTHR
O LGBMMFRZEFEL TLIEBEFRBEZICHE T2 M/MRURMEDHRE
OFrite & U814 S & 14 /MR B AME

2. MREXIEHRICEET HFEE

5. EXIEHRICEET HFE

<HFHHTBHEOMFREZFEL TVIEEFEREEZICS TS M/MRBEDRE >

5.1 M/ MiEk 7 & OEFRREM-CI AR, Bl TEOFEN S, HILo U 27 BNEn LB 2 b HA1E
Adaz e,

5.2 BHAE. BAMG. BH.L. BREEXIIIRERYIRRZ 0 5 BT OHEIL, AR OERLGE2RET 5 2 &, AR O%E
AVEIIHEST LTV Ruy,

<BEEiER WM REMEL/NMRE D E >

5.3 SR M MR IR SE DFAE XX W% 6 7 A DL Bkl L= E Ik 5T 252 &,

5.4 {hOIBFIZ THARENE SN2 WVEE ., UTBEAMEICHERDH S EEZONAEAIHERT A L,

5.5 M/iE, BRRIERASHTHIY 227 RENWEEZ SNASEAICHEATL L,

5.6 Sagg v MR E D RIE XITZW D 6~12 1 H OBE TR B HINE R NZZEVEITRESL L TV,

(fiRa3)

<FHMTHEOMFHEEZFELTOSBEFEREEICS 5 M/MRBMEDHE >

BANZEEBEICES 3 R (311 A5k : ADAPT-2 &BR) M OVESMNE 3 FIFRBR (310 3Bk : ADAPT-1 &Bk) T

. FEER 22 B B A T E T D M/ MR E & 1F O BB HERFR BERE ISR L CT N b r AR R OB R

R OVEZEEPERRR ST, 2D OBRHBRTIET v & MMERTHIRIC I T, /M2y 2 FE 2 B HE

WIRLE 60,000/ul LA, 2 EIORIEDFEEME 50,000/ul Adii) i, N— AT A O M/MEEBMEV IR — b

(40,000/pL Kejiti) IFI_—R2 T A O IM/IMEA E 2R — b (40,000/ul LA_E 50,000/uL Abii) OBFIZT N B

RURRTIIT T RN S, L L, RIS 2 Tl MR o e O A1 ESu i

WM 2 R E TR E TIERNE ENTWD, Lo T, /M7 & OEFRRAE-CERRAER 2 & o Y 2 7

BENWEZZONLGEIMEHNTHZ L L LT,

(BE) EABBEER  ATEAR  mEEF O s CER314E3 ) 2

IV 1IN TR oD TEfef

3. AR

/R L O L, MRS, IR ORREBL LA IHEOABIC I VIRET 2 Z 2 LR T2, o,
IR DTANTEHEETIIH D55, ZNOHNPDEGIC—FRITRET R E Tidewn, iy UHinEm A4 55
BEiE, MBS U CHEE - SRR ORE 2 E 21T, /MR OB £ 3 BERFICEI 2 L0 TR 0WGEE
(B EBE) 1iE, f/ MR OIS & 1372 B2, 2k, AMEHR SO EIZSH ETHH
LHThoT, ECOEFICEETH LD TIERNWI LITHETRETH S,

/R 24T 9 HAI L, FRNC I IMEER A2 WE T 5, /MRS 2 R E T 514 72> T, /Mg &
MAER D KB DOBIR Z B E L TR MERH 5,

—MRIZ, MRS 5 5/l PA i, MBI K A EEA AR S Z L3, Lzad o T/ MR
MBI D 2 Lid,

M/ NRERDS 2~5 J5/ul Tl BRICHMEAm 238025 2 L0835 0 | Ik K254 i MR AS L3 & 72 5,
MREEDS 1~2 J5/ul Tik, BRCEEZRHMEZ 2D 2 L0835 . /MM AN L 2 558088 5, M/
N1 ML RETIE UL VR EE 2 EZ A5 Z Wb 578, f/ Ml 2 LI e 35,

Lo L, BIEICHREGE LT D il M AE (AR REE M, BRI AERER e L) ©, iz k44
PHED 22 < | M/ MEBPLEE L TOLHEAITE, MM S F~1 B/l Th-Th, M/ L CEE:
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(M

(2)

Wiz z iTEnR &b, /Mg IS8T 5,

<EHHEHERVIEEREMSED/MMREDE >

5.3 AFIOERRMINER T 2B E LEE L1,

5.4 KE|OWERON B R OENE 3 HEEERBROMNEBEE 2 E 2 TREL,

5.5 /¥, BEHRIERZR EE2BEO L, Bl 27 OFEWEFEICH L TERESNDIREERTHL Z L HEE
L7,

5.6 FRRRBRTIL, oM/ MO FEDZWND 12 B AU EOBEEZRHELE LTV ENbLRE L,

RZERUVAE

RERUVRAEDMHEHR

6. BERUVAE
<HHHTHEOMFHEEZPFELTOIEBEFEREREEICS T2 M/MRBEMEDHE >
WHEL. A, TR AT E LCUTOMAEEZ 1 H 1EL, 5 HRABRICROEET 5,
e 5-BRAART O M/ MREAS 40,000/uL BL_E 50,000/uL i : 40mg
P& 5-BAAART O i/ MRS 40,000/uL A : 60mg
<t R USSR 1 I/ MRGR AME >
WH L, RN, TR RS LCHIRFR S E 20mg 2 1 A 1B, SRICROKRET D5, BREBEE.
m/hiE, SERIIS U TR - AREZEEREST 2, £, ARG ETO0mg 2 1 A 1EET 2,

RERUVRAEDHRERERE - B
<FHMTHEOMFEEZFELTOSEBEFEREEICS T 5 M/MRBMEDOHE >

<FEARW R ENRE & AR R BLE TORERH >

TNk a RN OB RE TN A AN & AARANLSN TR CTH o7z, 778 b r RS, IR E A
ThHE2 MR 2G6) WAIZHO TR LzikmHEO 8omg £ T, SEORMEIREEZ R L1z, 2G HAI 2RO
G L e & omEhEEERIT, #5% 1 <I2 (0.5~0.75 FEE]) MHTTRE/ME L 720 . 5% 6~8 BT —2
WZEE LTz, T8N ha R8T o, AR ORI BRI 19 B ch 0, 1 B 1 [EESIC#E LT
W, RHERISEMENEMINT CHEE L7z 0 AT R E < MIENICAOT 2 2B 261D, 78N ha B2 3=
WHEEIC PR S L, BE5EOK 88% % Hdiz,

%51 FRBR TIIR 5B 3~5 B AP/ MO BN & Btz 3AZRMERIZ. 10mg OEKAET Rt
VARR Y F R IR & U TR I HER S LG TH LN THh o T,

R 22 M BHLE LTI ILE & T8 5 5 M/ MRIBAE & 1 5 B IR B ERE x4t & L 202 HBRCIix,. &
E7AMOT7 A a AR 7 1 B EROESOREME, ZatE Rk ORHEMIEEREN TN S vz, AR T
MBI TR ERBVITHEIM L, X=X T A 6 OPHEAEITYIEIR 544 Day 10~14 [ZHRK E 720 . FEL
/U Day 25~30 IZN—R T A MEICR © 7o, M/ EZ £ 5 B AR NMEIFRBREFE 2 x5 & Lz 204 &
BRCid, 7N m AR 1 B 1 RS B ARG OAZNE, Ltk OFERBIREDS TN S e, ARER TS [FER
W /MO TR EB Y T, X=X T A b OYEEEILT /S b a R8T O FE# TR 5%
Day 10 (+3) &R & 720, R/ IEEIL Day 35 (+7) E TIZRN—RA T A4 UMEIZE-T=,

FEREH) 22 LM AL 8 % T 78 9 5 /MRS E % £F 5 BRI E 2514 & U7 [EREEEEE 3 FEEER (311 3BR)
K OMESNE 3 MRER B103BR) Tk, 7N hu Uy RS 1B 1R ARG O R OSSR HE S Nz, 8
SHRBROBBR T L OFT — X L OPET —Z ThH, [FRROIM/IMIEL DI AR 2 — U BREBD b=, 2 DOT /N ke
YARRZEE (40mg KN 60mg) DWITI TS, M/ ML 1 B 1 [ERED 5 HE O 5~8 H#%IZ¥Y 72 % Day 10
~13 TR & 72D | Day35 (+3) IKIEEXN—RA T A UEICE T2,

<EFEOPE>

HAANK OVEA N DREERERE &5 512 L7z 018 RERTIZ 7 /N b 1 RS 7 BRI 5 O 3K BhRE K O 22 1E A
FRHE L., BREFORELE EAANNCEHE L7z, SAEM A SUIBIE R OBBRICT N e v R A7 2 fk b L L &,
TN b v RS T OWRIGE FECW IS I R s o To 2y, BREORIHIC ) b b, A% I e L
L TT N ha RN T OEYEEE T A — 2 OMERR R OMEENE T 2 Rk S0%ER NSk, LiedsT, 7
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N harRRTEEBRREGEPHEREND,

<% 3 HHRER CREAG T 2 FHED3IR >

% 3 FHARBRO &2 BRI T 2 72 O O RHE S EhHE ) QSR EhRE/ SN T iE, 202 RBRO T — ¥ & F T 5k
L7z, H2HEBRTIL. SHEBRG LA THEARILHETHRE LIZGE L Dayl it —7F 4 v 7 R—X%4T-
TG EFREORBE SR THIEL T, v—F 7 F—=X&{T> T b M/ MM ~DRRITH L THRIEA RN D
EDWTRENTZZ LD, BIMHRBRTIIR—F 4 V7 F—=X&ThRNZ & & Lz, /MBI T 53 21—
Ta URERIND, N— AT A DI INREDME (40,000/pL K5 #BRE & EV (40,000/ul LA_E 50,000/uL Ai)
B L TR IAREZHVD L Fa R — b CRHBEO VAR X —BNELNLFEDIRENTZ, X—A T
A DRI N R D 2 2Dak—b, Tihbb 60mg 5 AMFEETSak— L 40mg & 5 AMHRET S
SR — h T FNEH 89% K TR 91% D5k 73 Day 12 (2 BAZ o i/ MEEL 50,000/l U 2R+ 25 LHEE ST,

<JHELUSIZET D18 >
B3 HRBRIZBNT, R—=2 T A L OIf/MEDMRN 2R — h DT S kR8T 60mg BE, BV 2R — R 40mg
HoOWTNTH, FHM/IMEITES 4 BEH (Day 4) (2N LEAD, Day 10~13 (FFEMNRBLMAOTHA) 1
50,000/uL # B X A EfE & 72070, 8 3 HRBROMET — % THEERIZ, 2 2OT N b r R TR (40mg KO
60mg) OWFN TS, FHM/MEEIZ 1 H 1185 HHE&EE5 0 5~8 A2 725 Day 10~13 [Tl & 720, £ 0
%D LT, Day35 (43) IIRIER—RA T A MEICRE > T2, MM E _— A F A > D 50,000/uL Al 2> & T 7]
EC—RE N g &, FRER 2Bl FHE B £ CICBEEME (50,000/ul LL L) IZ#ET D X517 H572DI12iF
HEhe/ T 0D S BRSPS E B2 bz, £, FRERRBINA T B I BEO /M E
THREERKNICTDE & HIT, Mtk - A XU hD U A7 B3EE S 200,000/ul LA L O & 70 5 BE 2 i/ NRIC
MA DI, N—R2AF A T/U)Jfll/ W K-> TR ZHAEE T2 & [IvIMIEMERWEE (40,000/ul i)
1Z1E 60mg, /MRS E A (40,000/ul LL_E 50,000/ul K5 121E 40mg] 2@ & E 2 B, 202 Rk TE
DNTZHRICHSE, BARABEZXI%E L2 204 ERTT /N bR 87 20mg, 40mg XV 60mg % 1 H 18] 5
A G Lz & & o/ MBS 2 20 R 2 5T U 7z, R ny e 8Ll A F4% B o i/ MRS 50,000/pl B EIZE L
DDOR—R T A b DEALEDS 20,000/l B 1 & Fe o T ERE OFIE (EEFEEE) X, 77 2R 9.1%IC
T 40mg #E 63.6% % U 60mg Ff 40.0% CHEIZ RN o772 (p<0.025, Shirley-Williams fi7E), F72. &R 78110
BT B O/ IMERDR—A T A SO ELRIX, 77 B AREET 3,320/ul, 20mg FET 12,710/uL, 40mg Af
T 38,140/uL. 60mg #¥T 27,050/pL TV | R OPERFH OFIE & FRIFRIC, 40mg FEXR T 60mg FETT 7 EARREL D
AREICKE P> (FNEN p=0.001, Wilcoxon DR FIRE), ZALD DFEFRIZESE, 78 k1 AR/ 40mg
KON 60mg D 1 H 1 BRI IMIEAE & £F 5 @R R EE ST BN RBHE L 70D Z L SRE ST,
AARNZETEBEILFES 3R G111 RE) 120 7 #2850 1T 0 bR 22BN FE O 7 A E T
O [ N . e ORI AL % B30 U 7= RE o FIG (FEFHEE) 1L, X=X 7 A VO M/MIEEBMEV 3R — b
EOENIFR—hOWTNTYH, 78 R8T BE (40mg XX 60mg) DIEFHI N7 T BREEL WV AREIZEN-TZ
Lifn/MREE S BV AR — b : 40mg BE 87.9%, 77 BAREE33.3% (p<0.0001, FHEAARBLMATHOMIMY 27 %
FHEE L= — %k CMH B E) . I/ MR DME VD 22— b 60mg B 68.6%., 77 B REE34.9% (p=0.0006, FHEAI7R
B FEOHIM Y 2 7 &% Uz —#k{t. CMH $E) 1. AR 722 8LAY P8 B 2 i/ MRS B AEO 50,000/uL LA
bEholtWHBREOEAE L. 2 DOAF—bDOWTNTHT /N b RN TRE (40mg XiT 60mg) DIEH> N T Tk
REELVARICED» -T2 /MBS @V adR— b 40mg B 93.1%, 77 BAREE 39.4% (p<0.0001, &7
MATEEOHM Y R 7 25 Lz —%k CMH BE) . /IMEEAMEV 28— b 1 60mg BE 67.1%., 77 B REE 7.0%
(p<0.0001, FEEMZ2BIMATE O MM Y A 7 2398 Li-—i{t CMH BRE) ], S 5T, FREM 28I FE A o
M/MREDR—=2 T A b DECEIE, 2 2O AR —FOWTNTHT /N b R R7H#E (40mg XX 60mg) D
FONT T RERBEL D ABICRE D> /M E 2R — b 40mg #F 44,900/uL, 77 £ REE 5,900/ul (p
<0.0001, Wilcoxon DNENLFAIRE) | M/ IMEE MRy 2 48— b 1 60mg BE 31,300/uL, 77 & R #E 3,000/uL (p<0.0001,
Wilcoxon DJELLFIRE) 1,

<HANEEMN >

TN RN T OEYBEES AARNE AARNLATRRTH D Z &0 6, [EFRILFEREBRITIES W TRAI O ATk -
MEEZRET D LIEFERYETHD LEX LN, 311 BBD A RN SEHICIE N T, 7 7 LE0 172 b1
B 7o BLMAY T D 7 B % E T /MR K Ok M AL E 4 [F158E L 7= g oG (EEFHHEE) 13, X—2A T4
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YOI ME N TR — PR OE W R— FOWTITEH, 78N o AR 7B (40mg i 60mg) DIEH N7
FERBELVABEICEN T LIV IMEE A BV a2 — b : 40mg B 100%, 75 AR 28.6% (p=0.0020, FEHA072
BB FEOHIM Y R 7 28 Ul — b CMH #0E) . M/ MIEMEW 23— b 2 60mg B 71.4%. 77 B
10.0% (p=0.0022, FFERYZRBIMAIFE O HIM Y A 7 2305 U7z —f{k CMH #E) 1, Frgry 228l 52 7 iz
INREEAS BAE D 50,000/uL LA & 22 o T2 BB OFIAE S, 2 2O aF— hOWTNTHT /N ha RS H#E (40mg
X 60mg) DIE S N7 T v ARREL W EEICE - 7= U/ IR E D I — b 40mg B 100%, 7 7 & REE 42.9%
(p=0.0134, FHEEM2BLMAFHRHOHIM Y A7 279 L7z — Bt CMH BUE) . /Mg 2BV = — b 60mg #E
71.4%., 77 BAREE 0% (p=0.0002, FFFHERRBULATFEOMMY 2 7 28 Lc—k{b CMH#E) I, S 512, #F
BRI 2B FE B O/ MDD RX—A T A N EOEEIT, 2 DOaR—FOWNTATHT N ha AR
BE (40mg XiT 60mg) DIEFOINT T EREEL WV ARICKE ol Li/IMRERA E V2R — k1 40mg &£ 39,500/uL.,
7w ABE— 1,300/l (p=0.0005. Wilcoxon DIERIFIRRTE) . ML/ MRELKAMEV 28— b+ 60mg Bf 31,300/uL, 77
B AR 100/uL (p=0.0003. Wilcoxon DNEMZFIEE) I, LLLEORERITEAEHOFHRE —H L T, AANEE
ThH, TN MRYARAT 40mg LN 60mg D 1 H 1 Bl 51318 HIFE BRSO M/ MORES k95 G 8 2 TaEk
ERVBDZ EIREINT,

< FitE R OME M S 1 I/ NRGRL A E >

1B ITP BE ORI, MW ZEME O L, BN Y 27 288 U2 b iY@ O 1 EhAY
REEREEND LOICTH I ETH D, EEROEEREOEECM/ M ORFHEHNTIHRIND 12D, FHx DR
F ORI HES < HEREHNHELE SN, IHEREBTO NGO HEME EELOEE) 13, /WEkz A
EEEIFA (50,000~200,000/uL) (ZHEFRF A7 DIZMETH S, Z OHELEREIEL, 1B ITP BEF 25 L LTHAT
TSN T-BFEMAE - AEE R CHERES 28 U-ENE 3 R (307 3B R OVESE 3 HHEE (302 35k
KR 305 3ER) TEHEONZT—4, WRNZT AN a R X7 OF 1 F, B2 A0S IR CEONZT—4 %
A LI RHEM IR ERE K OSSR B/ 2T T ) I L > TEAT O T\ 5, 18 ITP BFICRW THESR
ENBT AN Ma R AT OBRBARIL, EOMAEERNZRWEA, &£1%I121 A 1[E20mg Th 5,

M/ R BRSSPI HERF 2 70, BE O/ M-S < 2ok o ARRE (ARSI SHEE) A EEsh
L, BYEITP BEICBIT 27 N hr AT OHERE L~ HONTE THEROHEICEET 511E]) ITRE
L7z THNHOHEEMELZ AW TR E S S 2L —2a 2179 8. TRV RART DO 86%7)N /)
Wtk BAE#PH T 5 50,000~200,000/uL (I E S & FRISS,

ENE 3 FHREBR (307 3B 2RV T, WEDIRIIC THIRERBE SRV HARNENE ITP BE ZXRIC, £
MaFR LA - e A i U 7o, WA OAGRAE - HREEEA L, BBHAREE LCAKI 20mg 2 1 B 1 [BIEHKIC
Beh L, 2 M I L i/ MRS U CHERE 21T - 72, 2 DO HE LU [20mg (20 mgl §&) X1 40mg (20mg2
BE)] LHEOBEHE 1B 1E, B3E, #H2EEOCHE1E) 2HAGDEDLZ LT, 7MY RN TOM
BT O E%E 20~280mg OHEIFHNIZHIEIZID D Z LN TE, aT7#Ho 26 BEIZHIZY | /M E
50,000/uL LAk 200,000/uL A5 0> HAIZEEPHICHERF 35 Z E N ATREE 72 0 . AAIOF M., BEMEDHER ST,
kX, Mo cERSN T AR - AR RIS T@E., RAICE, 73 ha R e LTRSS & 20
mg % 1 B 1A, B%RIROEST 5, B5FA%,. /s, BRI TRk - A2 EERE 2, £2.
EESET4omg 21 H1IEET S, &L

RERUVHZICEET 53R

1. AERUVEEICEET 53R

<HENGBEOMFREZFELTVIEEFEREREFICE T 5 /MURAMEDRE >

1.1 AHN OB GITB M FEORITTER D 10~13 HETZ B RICBAT 52 &,

1.2 AF & HEG U568 OFE R eI mat S cuniany, 8z, /s 50,000/ul FKimI2E T L
TV WA TIIMLOTERIEZRIRT 5 Z &,

<EHER WM REMEL/NMRE A E >

1.3 ARFABRLVHER/MEORE - AETHERAT S L.

1.4 KAEIOHSE - HRIFITREZZEBO L, M/MEKIZE U T 28l 2L, MR zETs Wi tb 4
AR o7z v FEFREE 3 m/ MRS 50,000/pL LA L) £ THREITT2 2L, 2k, A< &b 2 BHEIEHE
— Rk - HEEHRT L2 &,
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7272 L, /MR A 50,000/ul A X 1E 400,000/ul BBOHA . 1EMIC 1B, ARFE 217> TH L,

Mk - & LL
40mg x 1 A 1 [El# 5 6
40mg % 3 [E KO 20mg 4 EOED 4 BICES 5
20mg % 1 H 1 [\E#%5 4
20mg %1 3 [El$% 5 3
20mg % 2 [ 51X 40mg %8 1 [ 5 2
20mg A 1 [l 5 1

&

1A 1 A& DAROCEE TARZ R E5T 25813, ERRGZEET, I LIc B L TETIRES 2 2

lIRAN3E~'

Tk

50,000/pL i

AELV% BB ET 5,

L, &EFEEREE LTI A [EI40mg % 4 BFEESLTH,
BER LB AR I U 2 7 & [BEET & 5 LU MRE DS B8 L
ol EIE, AROEEEZRIET A7, WY RAEEZITH
Z &,

50,000/uL LA 200,000/pL i

FRDOHE L~V Z#ERT 5,
2L, oY A7 KT T E DR LLER/NRO AL - A
BERDED, EHAMELZET DL L,

200,000/l LA I 400,000/pL AR

'L ~L% | BT 5,

400,000/uL &

RANZARIE L, 2 2 BERIE T 5, REEHE, MR
150,000/uL Aiii F THA L7285E1%, IRERT D O &R L)L %
| B TP Ci G- 2B 5,

7272, R ZE SR L UCH 1 A 20mg % 2 @RS LT i
MBS 400,000/pL BOGEIEL, AFlOBLE 2R IET5Z &,

IMEEERIET D 2 &

16.7.2 /]

1.5 AREFPELFIE, M/MERLETHET (D b 4 BEIZH 0 HEREE I /s
50,000/pL PA ) i/ vRE A BEBIET 2 2 &, M/MEERONEE LIZEBEThH 43812 1 [% B 222

7.6 S8V XITHFFRREE D CYP2C9 KON CYP3A4 % [FIRFICRAE T 2 3A & & HIZIRA T 2 & AF| O i i A
LR B0, WIERGREAZE 3 FE 20mg &35 2 &, £o, AFIBS IR SUTTRRE O CYP2C9
KON CYP3A4 % RIMFCRLE T 2 AR 2 Bith L7285 812i3, M/AMRBBZETHET (Wil b
b 4B D7 0 EFE I/ MBS 50,000/uL LR | f/ESE ERBET S 2 &, [10.2,

7.7 BEWXITHPRREED CYP2CY9 KT CYP3A4 Z [RIFFICHHE T 2 HA & & HICHRM T 5 & AFK o M i B8 A3
KTFI 5770, @S5 E% 1 8 1[E40mg & 9252 &, [102, 16.7.2 B ]

(i)
1.1 BB R 2 HRE LT,

1.2 KFNZHEE LI GE OFMER OLEEEIRFT N TN Z ENnbERE LTz,

1.3 FHER A BB IR EMEOBLENBEE LT,

1.4 18 ITP A O /M3 % BAERPICHERF T2 BT, 73 A7 O ER &K CHAEREGIICONT
FRAE L7z, 18E ITP BE 2 X514 & Lo e 3 FEkER (302 3B OY 305 3XBRh) 1. /MR 4 H AR EEPR IS
HEEF T D AT, 8 BORRLEHEANTT AN b Rm AT 01 HHAEOME (5~40mg/H) 21T-7-,
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1.5
1.6

1.1

LU, MR ICRIA AR B 5 515 CiX, T8 ha R OfERIEG & | FitH 20mg) O kbl
B, BEOMIMEELICEESNT 20mg (1 88) XiT40mg 2 88) DEGHEEZ (LI ED Z LiIck» TRE
BROENFRDRECFRREICT D, UL L TORMXRBERERE 7 VT ) X5 %2R AT 5 EYENRE/HE )%
Vialb—TarREMBIN, TN URARTEO 86% /ML D AT TH S 50,000~200,000/uL
WCINE S & FHlSZ, 20 20 mg fAIO L Z2 AW AEREIL, 78 e R8BI 580 TP Ol
IERERBENTZEA TROLNTWD, £z, BARTEES N 307 B CTHEH <N, ZoHEMRENIC X
D/ RERAS B ARG 2 MERF L7z,

AFNX, M/ E BLZCHBEZHE T2 200, M/MIEROBIESEE O B 22 oW TR Lz,

TR IUTHFEEE D CYP2CY KUY CYP3A4 Z[AIRFICHET 23K (7 raty —a%g) Lofilicky, &H|
DOMAERIRED LH U, BHWEHDSHRT SRR S5 2 &b, HEREIN LI L 7257295, Company Core
Data Sheet (CCDS) IZIEDSEFRIE LT, 7B, B4 ITP BEOEE W= REEMIEYERE S ¥ I 2L
—Ya itk v, BEEM/MEE (50,000/ul BL_E 200,000/ul i) % ER L 72 @ ITP BE 0BG 2 HEE L
LA TN EHRAETICAA 20mg & 1 H 1[G L& L, 7ra)ry — a0 L TARA
20mg i 3 A% G- L= & & CRRECThH -7,

F o, AHEG IR SUTFFEE O CYP2C9 N CYP3A4 % [RIBFIZFAE 9 5 A OIRA & Btk L =85 AT
DUNT, ZEMEOBLE G MM ORI ESELEE D B &2 OV TR Lz,

D SUTHRREE D CYP2CY KUY CYP3A4 Z [FIRFIZFEET 234 (V77 v B U %) LofFHIc LY. A4
OMmBEFPRENMET L, AFIOFNEDKITT D RN H D 2 Evh, FHEREDSMNEL R D720,
CCDS IZHEDEFHE LTz, 7235, 18V ITP BE OREAE HW - REMEYEIE S 1FE I ab—ra i
L0 BEMm/MREC (50,000/pL LA E 200,000/ul i) AR L 72 18ME ITP BZF OFIGEHEE LIz L 2 A,
V77 oy a2 fHETICARR 20mg 2 1 B 1EHRG L& e, V77 B2 08 L TARA 40mg
1A IEESGLZEETREECTH- T,

5. BRERALIE

(1) EBRT—2/1\vir—2

<FHALE B>
<FEHLTHEOLMFREZFELTOLWSEEFEREREICS T 5 M/MRBDEDRE >
Phase smoma | M e | PR s F S RS
Bk ID SELA H#Y

AARANRO A ADRE |AARN  |EEEESRE  FEDERE/us 5 TN hurRRT 2G Al (RTT Ly )
R xR e LicT KO B (HARAN, POmg (1X20mg &), 40mg (2X20mg $E)

51 N m RS EEE BRELA ZeatE PAEA.  |60mg (3X20mg 58) . HiEIE 5

. 5.0 3 E) ek USRS 24 1)

018 FBR -
EHIER 2 RS S 7
v aMb, HEER. S
P 5 B R
FEREAO 2 AVRHLE SO PRELN [l Rs ERE {130 TN e URARZE A (1G) 26 A
PWTRIALE % T ET D FEAE D18 [k a4 — kA (1G) : 100mg % # 54 20mg.
L IR 2 £ O 12 PERFERE BRTRE/ 40mg, 80mg % 1 H 1@ 6 HE#EL, ik
PEFR BB g L T 7T R%E 1 H 1\ 7 HEHES
LCiRE7 BT A 25—k B (2G) : 80mg Z# 5% 10mg %

%248 [ =0 A/ W= W i 1 H1ME6 HEHEE, XiX20mg % 1 H 1H

202 7B RO OFEME, & 3 ARERG% 77 ERE 1 B 1A 3 ARG
MK ONREE ) X7 78R%E 1 H1[E7 AFEES
He % S 2 a2
[, 7%k, =
iR, 77 EARRR,
AT E ] LR

952 FH /MBS EZ D B |HARN Mg a5t [39 41 TN ha R oRT 2G A
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DERRER, T oK L
k. —HEHR., 77tk
ARXPHL WEATREM Hoig
AR

204 3RER R NIBMATREEE & SEARES B [t N—R T A OISR R — b
R E LT N hr v PERFERE PR EhRE/ 20mg, 40mg. 60mg, 7 &R, 1 H 1A
A7 1TH1ES AR Bk 5 H &5
ARG OFE, %7 N— 2T A DM E AR —
Kk QSR EIRE & 7T 20mg, 40mg, 77 &R, 1 B 1[5 AM
i3~ 5 ZHisg ILm, 7 1 5-
U MME, ZEHER,
7T /R, WATEE
HiEA &Y
FRI 2B T A PHELN (M asd (ERE 231 41 TSk a RS 2G R
T E T B i RIS SEARES B [t N—R T A DI DMER N 2R — b
ZPE D BRAEMEITR & HAFRER PRERE/ 60mg (3X20mg #&). 7T kA, 1 H 1]
3 BEZRE LT A )T 5 H &5
310 545 - = VAV = N— 2T A ORI E AR —
ADAPT.L 5 B O BEE-OF %) 40mg (2X20mg §8), 7' 7&AR, 1 H 1[H
st e A7 Tt 5 HE# G-
LEBEIR, 74 L
b, —HER, 77k
AR, AT RE R b
FERE 2B FH A |HARN [/ s E2E 204 4 TN ha v RoRT 2G A
TE T D M MRIBAME KO JEZRFES M [tk | (RN [(R—=Z T A rof/MIEDMRN R — b
RO RRNBIERTZRE PHELAN  |MERFRE EEMEEE |50 41) 60mg (3X20mg #&), 7R, 1 H 1A
53 4 B EXRE LT A I 5 HFES
s |0 IR LE X T DR 2 A
S HIEIRE O3 5O %) 40mg (2X20mg #8) . 7T &R, 1 H 1[HE
ADAPT-2 )
- i B OV 4 2 B AT 5 5 HIES

) ARANOAEGE SN HEROCH &, FENREIIME T Z TE LT 2 @METHR BB I D M/MRIBAAE O S 15t
LTI 40 XX 60mg ® 1 H 165 HHEETH S,

< FHGME R MBI R & I /MR D E >

Phase 3 HAN/ B o
. BB O RE 4 e (AL
Bk ID SEA H i
HEPEITP 27692 BHA [HAN |18 ITP e (19 TN kRS 2G A
53 INIINE S TP e B RS LCT N bR 37 20mg % 1
307 348 T, M/IEAE DR A1 EREO#E L, 2 O%RITEHERE O
AVALITP. RICR T AT N v VISR s U T e f OV - % R e
307 38 RART DHEIMER O (/MR 20 mg i 1 [\, KM & 40 mgl
Bt A e = A 1[E) FTRE
3 M@PE ITP 2 A9 25 EVHEN (BT e 4o Bl TN b RS 2G B
300 3B - NCINGE RS E NP e BRfAHIE & LCT7 R b v Ro37 20mg XiZ
Es501. T M MR E DB 7R E 1 B1ERAKS L, 20%I
G000, BT BTN RE R AR O i/ ISR U C o 2 Wt
302 kB AT S JREP SR SRSl (R/NAE Smg) XIIMi GRekKH&
K OV e THET 5 . 40mg) FIHE
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(2)
D)

2)

)

ok B ke ] & RE
7255 3 M - ZhaRgdLlA -
FuH s ZHER -
"7 & AN - WA TR
LLIEA IR

(=36

95248
003 B :
501-CL-003
Y

ITP 23 24ME prEA |18 ITP HE (o4 Bl TN kRS 1G A

UNT YN E ey = B E i TN bhryRARZ (2.5, 5, 10 X% 20mg)
VRN HHE LI L I IE T TR E 1A ERO#RS
EOFE, HEhE/ ek
EkN
Pl X WA
_HEW 7T
AR - HERGE -
AT R L A

21 -

LM RO

% : BELEE

) ARFIOAGR S - IE R ORI, FREEME K O M S e Ve L MR E LS & LTl 5 & LC 20mg @ 1 A 1 [\
5. EE#SEIT4mgD 1 BH1IETHS,

FRR R ER
HER5HER

VI 1. (2) ERRREABRCHR SN MPIRE] OHSM

ENPIHB

(V.5 (4 1) AMEREERER OHSR

FAERGERRHAR
<FHHGENMNFRETEL TLHEBEFREREICE T 5 M/MRUBDEDLE >
- A 2 FRBBR (204 BlER) 7

MR E 2 £ 5 B AR N OWEMERFREEE 255 & LT, FA28MAFi A [Day 10 (+3)]
H i) DI/ 50,000/uL LA T, 232 _—2Z T A > )35 20,000/l BL_EH8I0 U 7= 9 oA % 5
flid2Z ik, TN bu RS oMM T B R 2t 5,
ft% ZhEXIER, T X afh, ZHER, 77 BRI, AT R
THA
PiE /RIS E 2 £ 5 B AR N O RMET 2 BEE 39 41
-+ 20 k2L |
¢ R R T A O LAY 50,000/ul Al
F72 * MELD 227 78 24 LR
BePRILAE s RFRINPSD PHEEEE (P-gp) FAEAIZIRA L TWA5AIE, A7V —=71A&RT7 H
MOMHBIZER B2
e
BRSO IFRIRO MARRE Gy PRZE X T2 2PR%EE E1e) OREE AT 5
« A7 Y == ZTRACPRAER . PIIREL, — &0 oD s IR R iAeiE (B3 PAZE X358 4P
) OBJFEZATITET UARRD LN TWD [BH IR ERA TR 5, B EHR
- ETIEHSRBENTERVEAICE., 2 Pa—XEERY (CT) A X ¥ o UL s E
A %% (MRD) #HE&ELZFET 2]
c A7 Y —= 2 Z RO PR IGEEFE A 10cm/s A
« VR IR S 7 JHF P B
+ Barcelona Clinic Liver Cancer (BCLC) JBHI/04H C XX D @ (&L ARENME ) e
&
HERTIE U HFMEmHIRIC, A7V —=2 7Ok MeRE 2 BIRE L, A7V —=2 ZRER UV
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— AT A OIS U T, [R—=2F A O/ MR DMEV 28— R (40,000/ul 55) |
X T_R—=R2 T A DM/ E V3R — F (40,000/ul LA _E 50,000/uL A5i5) | WYL
BREZT T2, XR—=R2 T A L OM/MREEAMEN 28— (40,000/uL i) T 7 BRI T AN
ke AR 7 20mg, 40mg, 60mg ZHEETHREC 1 :1:1:3 DT, N—2 T A4 O/
Bk — bk (40,000/ul LLE 50,000/ul Af#) TIEZ T BARXILT N kRS 20mg, 40mg
EHRETOHIC 2:1:2 OUTTUXAE) T L (BESHIERIERGEE v # —1c X Dk
T U HERE AT,

T Z DMEHIENITIEBRER G L T v —T v I EE T, Dayl 225 1 A 18] 5 ARERELE &
BICRO®EE Lz, 1BBEORKER GO 30 Atk C, KRB R ORHE %2 3206 L 7=,

TRE S NT-FRHER 2 BLILA FH R OZ O OTEF X, Day 10 (+3) OF MR C i/ A3
200,000/uL LA T & & IR Y EMOHW CHEmT 22 & & L,

<H PR E >
(FZFmEE)
- FERER) 2 BLILAY F4H B [Day 10 (+3)] D f/MEAY 50,000/uL LA LT, 22DOX—=ZXF A b
20,000/pL BL AN L 72 8B E OFIE (L AR H—EIE)

FHmE A
<ZREMEHE A >
- HEHZ
il
<H PR E >
(FEEEFHMEA)

1) LABLA—EEIL, 7T EREE1% (/11 #1). 75 bR 82 20mg B 28.6% (2/7 i) .
40mg B¥ 63.6% (7/11 %), 60mg Bf 40.0% (4/10 ) ThH o7z, 77 HREEL bl LB
I, 7N b r VAN T 40mg BER TN 60mg BETHE TH o728 (ZNZH p=0.004%, p=0.024%
Shirley-Williams 7). 7 /3 b 7 3R /3 7 20mg FETIIAEAITED b 2n o7z (p=0.146%,
Shirley-Williams & 7€) ,

% B EKYE M 0=0.025
<AV E >
T VAT et AR
TR YRS
7R
(n=11) 20mg 40mg 60mg
(n=7) (n=11) (n=10)
BITER 0 (0) 2 (28.6) 2 (18.2) 0 (0)
JEE

RFEE 0 (0) 1 (14.3) 0 (0) 0 (0)
FRENEE HH 1. 0 (0) 1 (14.3) 0 (0) 0 (0)
B pEE 0 (0) 1 (14.3) 1 .1 0 (0)
(GEA 0 (0) 0 (0) 1 9.1) 0 (0)
THI 0 (0) 1 (14.3) 0 (0) 0 (0)
—f% - RHEER L OREMALORE 0 (0) 0 (0) 1 .1 0 (0)
mF’z) 0 (0) 0 (0) 1 (9.1) 0 (0)
FRRIRE 0 (0 1 (14.3) 0 (0) 0 (0)
1 i BRI 0 (0) 1 (14.3) 0 (0) 0 (0)
BER X OB TS 0 (0) 0 (0) 1 (9.1) 0 (0)
FHR /R Z PR 0 (0) 0 (0) 1 9.1) 0 (0)
X 0 (0) 0 (0) 1 9.1) 0 (0)

B% (%). MedDRA ver. 17.1
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AGBRIZIB W T, EERBEIEM, RETILIZESTZRIER, B iﬂ&)%hiﬁﬁoto

1) AFNOAGR S I HIE L ORI, FHRA R BLILN T2 FE L TV 2 BIEFREEEC

V2 i SR E OB

Lfm40XiaMg@1al@saﬁ&5\ﬁﬁﬁ&@@iﬁ&ﬁﬂ»ﬁﬁ&f_ﬁbfi@@&ﬁmkbfmmg@1
A 1EEE, kE#EbG T 4mg D1 B 1EITHD,

< BB B NS T o 14 i /N R R A E >
- VAN 2 FEEBR (003 3B ¢ 501-CL-003 3ER) ®

A B ITP BEZ R E LT, 7N M A7 &5 LT Day 28 O li/IMRED L AR #—FHIE
ZFET 5,
AR N _ N - N s
. Ty MME, ZEER, TR AERE. WATEERM iR
THA
PIES SME RN EE ITP 25 64 1
- 18 %2l |k
AT V== TKPEA ORRE AT V== 7KL B (Day 1) @ 48 FEILINORES T, AT
e o REEGE FAEERE Clam/ MEERAY 50000/mm® K, AT v REIEFHEHRE (A7) —=
— > 7 eBE AR 2 BRI LA O A 220 1/ MRELAY 30000/mm? A
YRR [7 LT F = o NERYEE IR (ULN) @ 1.5 5001 R ONEg 2 ifse ke v
By TARTXUBT I ) b2 727 —8 (AST) KOXT 7=T /) b TV AT =T —
¥ (ALT) 28 ULN OZNZEN 3 HELF] 2H7 5
HERRE LRI 0F . ITERLABREE RBHREELE5T) 2875 LIRS E
. Rl 2 ] e
g V=T AT FaT s Ty MR LB AT A Y B UBUREGRE, U3Hi B Y 2
2T A R D IE
- /RS RE L5225 2% fih D SE A oD 1
S, ZefERE (B A0 1 RERLL BRSO 2 BERILLERR) 17 3 b R (2.5, 5, 10 XX 20
mg §E) i~y F 7 - I EAR%E 1 H1IE28 HE, SHIZIER URIICRA#KE L,
<HPEFAMEE >
(EEFHmEE )
c VAR A —EIE (Day | OIH/IMREAS 30000/mm? K OWERE D 9 & Day 28 O i/ MR A
50000/mm?3 LA_F1ZE L 7-9BRg 0E14 L | Day 1 O i/ MEAS 30000/mm? BA_E 50000/mm?3 i
S— 2T A NEMEHPEERE O 5 5 Day 28 O Ifi/MREA Day 1 5> 6 20000/mm? PA_ 3§ U 7= 9k BRE
- DEIGE AL THRE)
<RAEVEFHREE >
- BEER
e
< B PEFAMEE >
(EEFHmEE )
1) VAR EZ—EE
Day 28 DL AR H—DEIEIL, 7T vREE 0%, 73 s AR/37 2.5mg B 13.3%., Smg &
53.3%. 10mg & 50.0%, 20mg #f 80.0%TH V., 73 k1 R 37 20mg BETIX T 7 B REER &
T AN B YRR 25mg BHZHART UV AR A —EHERFRISE N LR &N (FhE
. L p=0.0036, p=0.0007, Fisher > IEREREFIE) .
<LV E >
A NEARAT St G
TR YRS
7IER
(n=5) 2.5mg Smg 10mg 20mg
(n=15) (n=15) (n=14) (n=15)
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ElIfEA 1 (20.0) | 6 (40.0) 11 (733) | 8 (57.1) | 10 (66.7)
MR LY v REE 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)

I 1 BREE AN 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)

DS 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)

AR IE 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)

HB L OREEE 1 (20.0) 0 (0) 0 (0) 0 (0) 1 (6.7)
T e 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
EA iR 1 (20.0) 0 (0) 0 (0 0 (0) 0 (0)

IREE 0 (0) 0 (0) 1 (6.7) 1 (7.1) 1 (67)
AR o &k 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

VAN 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

I 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
A Neh i B 28 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)

HiBESE 0 (0) 3 (20.0) 2 (13.3) 3 (21.4) 3 (20.0)
T 0 (0) 1 (6.7) 1 (6.7) 0 (0) 2 (13.3)
B 0 (0) 0 (0) 0 (0) 2 (14.3) 1 (6.7)
A 0 (0) 1 (6.7) 0 (0) 1 (7.0 1 (6.7)
LR R 0 (0) 1 (6.7) 0 (0) 1 (7.0 0 (0)

L REE 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
BEHG 0 (0) 1 (6.7) 0 (0) 0 (0) 0 (0)

T 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

SHEER L OBERTRE 1 (20.0) 1 (6.7) 4 (26.7) 2 (14.3) 3 (20.0)
i 1 (20.0) 1 (6.7) 4 (26.7) 2 (14.3) 1 (6.7)
#E)E 0 (0) 1 (6.7) 0 (0) 0 (0) 0 (0)

ZE0E 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
IR 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
BYYER X OV A BIE 0 (0 1 (6.7) 0 (0 1 (7.1 0 (0)

T 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)

RAGE Y 0 (0) 1 (6.7) 0 (0) 0 (0) 0 (0)

HRIARIRE 0 (0) 0 (0) 2 (13.3) 0 (0) 4 (26.7)
RANE &yl 0 (0) 0 (0) 0 (0) 0 (0) 4 (26.7)
TI=ve T ) AT 27— 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

m

TARGRUBT I hF 2725 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

—P N

~NEZ T E VR 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0

REB L OEREE 0 (0) 0 (0) 1 (6.7) 1 (7.1) 0 (0)

it Ak 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)

Y 7Y% Y RifE 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

HEHRB LU EERES 0 (0) 0 (0) 3 (20.0) 1 (7.1) 1 (6.7)
)53 0 (0) 0 (0) 2 (13.3) 0 (0) 0 (0)

5 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)

A IR 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
i b S 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)

f 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)
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R E 1 (2000 | 2 (13.3) 3 (20.0) 3 (21.4) 5 (33.3)
BIEb 1 (20.0) 2 (13.3) 3 (20.0) 1 (7.1) 4 (26.7)
R 0 (0) 0 (0) 0 (0) 0 (0) 2 (13.3)
AR 0 (0) 0 (0) 0 (0) 1 (7.1 1 (6.7)
EEED E 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)
— R PERM R 1T 1 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)
FrEE 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)
AIRISE 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0)
FRREE, MaERIS L ORI E 0 (0) 2 (13.3) 2 (13.3) 1 (7.1) 0 (0)
S H . 0 (0) 1 (6.7) 2 (13.3) 1 (7.1 0 (0)
W fn 0 (0) 1 (6.7) 0 (0 0 (0) 0 (0)
BER L OB THMEE 0 (0) 0 (0) 1 (6.7) 1 (7.1) 3 (20.0)
S 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)
AR 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
RIS 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)
% O FEIE 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
57 0 (0) 0 (0) 1 (6.7) 0 (0) 0 (0)
B2 H i 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
Bz FEH M 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
MmAEEE 0 (0) 0 (0) 0 (0) 1 (7.1) 1 (6.7)
v 1 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0)
L UL 0 (0) 0 (0) 0 (0) 0 (0) 1 (6.7)
Bl (%), MedDRA ver. 10.1

BEZBEAIZ. 7 a2 R0 10mg BET 16 (OBIEZE, MEIREIAREAZE, — @ PEMRE 3
1B) i sz,

B G HIEICE S ZBWERIX, 78 ha v RR7 Smg #ET 1 H1 (E A& R M%) . 10mg #C 2 4
(OAfEZE, — MR A VES 1 1) . 20mg #ET 2 6 (il MRESEN 2 611) IZRBS bz,
ARRBRICEBWT, ETIERD N7,

(4) HREEAYEABR

1) BNHERIIER
<EFHNTBEOMNFREEFIEL TOWSEEFREESR IS T2 M/NMRBIEDSE>
- [EBEILES 3 FHERER (311 3B% . ADAPT-2 #Er) 9

M/ E 2 £ 5 BPEFFRBRE TO, 70 & 2E0 170 DN 28I T o 7 A% E

A T ML/ gL K DN AL D BBESRIZ DN T, 728 ki a3 7 (NG 40,000/ul AT %
BRZEIZ1T 60mg. 40,000/ul LA_E 50,000/ul i OBERE 121X 40mg) DT T B RITxT D EEE
AL %,

AR . s _ SR N s

Syl ERREEFR, ShgkdkF, 77 b, ZHER, 77 2R, WATREM G

e FARE 2B FH & T E T D I/ MRIBAME & £ 5 B DI HEITER BB 204 6] (A AN 50 4%
Eie)
- 18 %2 |

FE72 - B A

BePR L UE « N2 T A OFH M MRELA 50,000/ul A
c RRBRCHA SN DHENRBINATEZ TELTEY, X—2T7 4 VD LERMICERDOH
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B I NMREE OB 72 NGAIZ, FRER 2B T OHIM Y A 7 I3 5728, 1RERY
PR &0 g i 23 82 &l ST g

c A7) —= JWEO MELD A2 7 324 LLF

« RTINS D P-gp LEAIZRA L THDEEIE, A7V —=2 7 KR 7 AR ORARICE
720

el

7R
BRANLE

c BRSO IFR RO MARRE Gy PRZE X T 5e 2PR%E % E1e) OMEEE AT 5

c A V== TREICPRARTE, PIRES, — B0 MEIRASE R (2 f e fiE - GRi4y PAZE X152 42 PAZE)
OHBEEHTHZET VARBDOLNATND

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

o VEIRE IR 3 7 I AE

« BCLC @ #1433 C i D DT Ml sE

c A7 YV —= 7 RRERT 7 B LA N S R S A S i AR o fn & 5% T
% (772U, RIESRMERE M % 5 7 B IR L7 < TR

CAZ V== U TRARTT HENIZ, ~RY | DT 7 Uy AT aA RMEFIRIER, 7 AL
Vo, RIARIL, EF 7 u e’y b LL T GPIIb/Ia #5513 (4 : tirofiban) 72 & O Huif/)s
A A A

&

BRI 15

T v MERTIRENIC I, BBRE O M/ MRS 2 BIIE 2 EORER VTS 60,000/ul LT, 2
5] D JAE D TFEIIEDS 50,000/l Aiii) S, N—2 T A DOFHMARENICESNT [N—=2F 1
OB ME TR — R~ (40,000/ul Ki) | XIE [R—2 T A O /MU EV IR — b
(40,000/pL LA | 50,000/pL Aiifl) | DWFTNDNIIT b, Fam— NN THBRE & S b ITH
2B THEOMM Y 27 (K, F, &) *ROFMIEoRE (b, 2L) [CkvEslIL,
TITRRBEXIIT AN e R T U F BT 2 TEID )=,
F A MEBIICIE, T ERUIT AN R AR T B LEL 5 FEREHRO®REShE, X
— 2T A OMMEE MR T — R (40,000/uL A515) OFERFEIZITT /S b a2 R 60mg, X
— AT A O E T AR— R (40,000/ul LA 50,000/uL A5) OBBREITIZT N kv
R 40mg PGS, TRBREORKEEE 0O 5~8 BRICTE SN RN 2B T8 % £t
L7,
Txu—7 v T, RBRERORKESL D 30 Hi%E THBRE OBBREEZ{T T,
/M3 Day 4, Day 10~13 (RS8R0 BLILAOTH R) . FHHEM 72BN T O 7 A #% K O Day
350CHIE LT,
X o PR SNIAHER LB FiE & 2o im Y 2 2

iy 227 AL

MEARZER, Malezed), EEWLENEEIRA (ERdH Y OBEALET) . LN
(L PR T IR 2510 - RS (ERD D RG22 8 T) . KIBENHER
B (KERY A~ FI— EbYoLazaEl)

‘Y =2
(g Lod < k3w S)

TR, S8 B (b0 ohabate) . IFMIREICHT T2 7 — A EA

YRz ] A ‘
L - (LR EREE (TACE)

RRAESRALE, pERMLE, RRBEIRAIIT N PIIROCIEBR RSN (TIPS) . NEMESE AL

My Ry
" &, %;757‘~ SRR PRI 5 5 O R AR A T

(e U < 1k ifn 723 PR )

— T VT (S EEE~OE LD T —T WV REZ &)

BRI

< ARG E >

(FERHME A )

© T U NEY AT 0 SRR R BII A THL O 7 H 1% E T o/ RS K O E f QL % A6 L7
WEEOES (LAR X —EIE)

(EIREHmE H )

- REEAO 70BN A B B i/ MRS AS BAE & L7z 50,000/ul LA I3 U2 8 oS (L AR
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& —EE)

s N—=R T A U DRFER B T B £ Cof/IMrE O L
(RRBFAGE B )

« 4 SRBERE T MM R

A

<ZAEMFEmEE >
- BEEG
A

UGBS

<H PR E >

(EZFHlEE)

1) T2 F NEN T SRR 28U T 0> 7 B % £ T MR T R ON |k AL 4 [m]5EE L
TR E OEIE (LARF—EE)
NR—AF A DI PE N 2R — b (40,000/pL K3M5) (28T 5 VAR A —EIGIL, 75
A 349%, TN hu RS 60mg BE 68.6%, BEIZEIT 33.7% (95%CI: 15.8,51.6) TH |
TN RS 60mg BETIE T 7 BRI AR T L AR A —HENEEIZE NI LIRS
nic,
Fo. R=2 T A O/ E T B — b (40,000/uL LL_E 50,000/ul K3i) (IBIF B LA
Ry Z—EIE, 77 B RRE33.3%., 7% b 2 2R/ RS 40mg BE 87.9%. BERI 21T 54.6% (95%Cl:
36.5,72.7) THYH, T AR RT 40mg BHETH Y TR TL AR H—EIAERH
EICHEWZ ENRENT,
PULEOFRNS, VARV F—EBRICB T DTN Na BRI O7 7RIk 5 ElrEr» #
FEE T,

R=251 JDIMEBHIEN TR—F R=251 JOIMEBHEWLIR—F

(40,000/uL3ki%) (40,000/u L3 E50,000/ LK)
BRI (95%CI) BRI (95%CI)
. 33.7%(15.8, 51.6) 54.6%(36.5, 72.7)
(%) p=0.0006* p<0.0001%
100 -
. 87.9%
L 68.6%
Z 60
xR
J»
q
Bl 404
[=]
20
0
FStR PNAROYRINT60mg ISt PAROVKRNS40mg
(n=43) (n=70) (n=33) (n=58)

RATHT R FAS RS BMEFHEOE M 2 2= BB L2 —BIECMHEE
I HRKEx=0.05

(FIIREHmTE H )

1) FR0 B A T8 B i/ MRS A BAZ & L7z 50,000/ul LA _EICE L7egirs oEls (L AR
VA —EIE)
NR—AF A DI PE N TR — b (40,000/pL K3i5) (28T 5 VAR A —EIEHIL, 75
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2)

B AREE7.0%, 7N b RS 60mg B 67.1%, BEMZEIE 60.2% (95%CT : 46.8,73.5) TH Y|
TR KR 60mg BETIET T B AR ART L AR X —RIGPHRIZE N D LAVRS
iz (p<<0.0001%, FHERBIMATHOHIM Y X 7 %5 L7z —#/k CMH &) .

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%, 778 b a LR /37 40mg B 93.1%., BEM 221X 53.7% (95%CI:
358,71.6) THOH., 7R 7 40mg BETH T T BRI T L AR F—EANE
BEIZEWI ENRI T (p<0.0001%, FFHEM Bl FR O HIMm Y 2 7 2708 Lz—ixik
CMH #%E) .

X 1 HEKYE 0=0.05

R—=RF A LIS 2B T B £ Tof/ W02 b &

R=2F A DM/ NREDMED = — b (40,000/pl i) (21T BR—2F A SRR
B FH A E Tom/MEOZBILEX, 77 8RR 3,000/uL, 73 k1 R8T 60mg B
31,300/uL, FERIZEIE 25,400/ul (95%CI : 19,500, 32,000) TH Y, 78N b v R 87 60mg BET
1377 B AR AT IO ZLEDFBICKZ N T L 2VR &N 72 (p<0.0001%, Wilcoxon
DINENLFIRRTE) o

Fio, N—RA T A L OMIMRED EV 3R — R (40,000/uL BAE 50,000/uL A 1281 H—
AT A U DEHER BT B E oM/ IO ZEIX, 77 AR 5900/uL, 73N b
7 7R3 40mg BE 44,900/uL, FERE 51T 36,300/ul (95%CT : 25,500,45,500) Tdh v, 7/ b r
YARRT 40mg FETH T T B AR ATM/AMER OB ERFREICRE W RS (p
<0.0001*, Wilcoxon DNENFIFRE)

X HEKYE a=0.05

(PRRRIRHI R H )

1)

& SkeBErEC o i M

NR—=R T A DI PMER N TR — b (40,000/pL Kfil) K ONR—R T A > O M/ IMIE A E
27—k (40,000/uL LA 50,000/l i) (ZF4) D4 K T oM/ MR OB IZLL T O L B
DN CThHotz,
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(/L)

130,000 -
A R : FAS _ R—=254 O IMEEHELIR— N
120,000 THELSD (40,000/uLELE50,000/ wLkiE)
== 7/\FORINT 40mg (n=58)
110,000 Itk (h=33)
AKR—2R54 VO MEEAEVNTR—
100,000 - (40,000/ uLKi#)
o= 7I\O2HRING 60mg (n="70)
90,0001 90,600 ISk (h=43)
80,0004
il
;JE: 70,000
#
60,000
50,000 4
40,000
30,000
32,700
20,000 A
10,000 . . . ] . . r :
0 5 10 15 20 25 30 35 (A)
B5 HARA
FhE2 K3 skkz4 k5 K26
Day 1 Day4 Day 10~13 Day 17 Day 35
(R—=RS512) (R 2 B M)
<TEMEFHmIEE >
2 A MERRAT ot SR
NR—2 T4 v DML/ REDS R—2F A v OM/MRED
By ars—k BEWags—k
(40,000/pL ) (40,000/pL LL_E 50,000/pL 3)
N V2N = 2 Vav4 N VAN = Vav 4
77k R 7R
60mg 40mg
(n=43) (n=33)
(n=170) (n=57)
BIYEM 9 (20.9) 6 (8.6) 2 (6.1) 4 (7.0)
FRBLOKEEE 0 (0) 0 (0) 0 (0) 1 (1.8
[EIFEPE D F U 0 (0) 0 (0) 0 (0) 1 (1.8)
REE 0 (0) 2 (2.9 0 (0) 1 (1.8)
i B 0 (0) 1 (14) 0 (0) 0 (0)
ARERAEAR 0 (0) 1 (14) 0 (0) 0 (0)
AR A PRk 0 (0) 1 (14) 0 (0) 0 (0)
TR b 0 (0) 0 (0) 0 (0) 1 (1.8)
BinEE 4 (9.3) 3 (43) 2 (6.1) 1 (1.8)
HE R 1 (2.3) 0 (0) 0 (0) 0 (0)
REER R 1 (2.3) 0 (0) 1 (3.0 0 (0)
GE7A 0 (0) 0 (0) 1 (3.0 0 (0)
T 1 (2.3) 0 (0) 0 (0) 1 (1.8)
L 1 (23) 2 (29) 0 (0) 1 (1.8)
A2 0 (0) 1 (14) 0 (0) 0 (0)
— % - 2REEER L OBEHI O 2 (47) 2 (2.9) 0 (0) 2 (3.5)
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N

$EFIAE 1 (23) 0 (0) 0 (0) 0 (0)
9 5 1 (2.3) 0 (0) 0 (0) 2 (35)
P 0 (0) 1 (1.4 0 (0) 0 (0)
FEEL 0 (0) 1 (1.4 0 (0 0 (0)
JFFREE YR R 0 (0) 0 (0) 0 (0) 1 (1.8)
PR 1 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 (2.3) 0 (0) 0 (0) 0 (0)
HERRB X USRS 0 (0) 1 (1.4) 0 (0) 0 (0)
AR 0 (0) 1 (1.4) 0 (0) 0 (0)
RRIE S 4 (9.3) 2 (2.9) 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, X—A T A Of/MEEAE VAR — R (40,000/ul LLE 50,000/ul A5w) ([CHBF5 77
BARRET 1B (BEDFIEIE - ZIREHRE N 2IEGERE) (SRR DoAY, TR & B2 L &)
Wi Siic, ARBRICIWT, \EEREER, BEPILICESTRHERITRD bnipinoi,

- WESNES 3 FREREBR (310 #BR : ADAPT-1 iRER) (gshs—%) 10

LN & £ 5 BB TO, T 2 4 KEID (110 LA BLILA T 0 7 B S
T i/ LR Ok AL ORI ST, 7% b RS (N 40,000/ Fi o

Hi BRZEIZ1T 60mg. 40,000/ul LL_E 50,000/ul i OBERE 121X 40mg) DT T B RITxT D EEE
AL 5.
AR - s _ NN N s
N ERREEFR, ShgkdkF, 77 o, ZHER, 77 2R, WWATREM EREUR
PIES FERSRY 22BN A EL 2 T 78 T 2 /RIS E 2 £ 5 B O PERT IR B R 231 4
- 18 L I
- B MERT AR
¢ R—= R T A O LA 50,000/ul Al
KRB CHASNAIHENRBNATHEZ TEL TR, =274 VD LERMICERDO D
F*ie B M /MRER D BEIIAS 22 WA, AR 22BN A T O HIM Y 2 7 12T 5720, ThERIEY
BRI E FERf I & 0 i SR 2S A &I ST D
c AY Y —=VJ WO MELD A2 7 M3 24 LT
c R RIVLSD P-gp FAFEAIZ R L TV AEIE, A2 Y —=2 ZHAER 7 MO &ICE
HERZRN
il
c BRCSGIFR RO MARRE Gy PRZE X522 PR%E % 51e) OMEEEZ AT 5
c A7) == TSRS, RN, — 500 MBS R I fAediE GRioy PAZE ST 2P ZE)
ROR ODEE%‘%%%#%)‘I BT UARBO LTINS
g « A7 Y — = 7RO MRMGTEE A 10cm/s Al

o VRPEIR B2 M
« BCLC /%4048 C XU D ORFHIa s
« A7 ) —= 2 ZRRAEERT 7 B LA ISR i S I R 2 S A D i i A o fn & 52 1 T
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% (=72 L, RIESRMERE M 252 ) 72 BEIERRA L < TX W)

c A7 Y ==V TRRERTT BUNIZ, ~XY > DTy Uy ERT A RERKER, 72E
Uy, R RI, XEF 7 ey b UL I GPIb/IIla #5538 (5 : tirofiban) 72 & OFLIML/
WA % A

ey

Z & AMEsT I, B o i MRS 2 BIE (2 BIORIER WIS 60,000/ul BLF, 2
B OWE O FEEHEAH 50,000/ul AKfiii) SAL, N—R T A OFEM/MEICFESNT [R—=2F 1
O MPMREMEV 3R — R (40,000/puL A | XiE [_—2F 1 O M/MREA VIR — b
(40,000/uL LA _E 50,000/uL i) | OV IS B LTz, F a3k — M THERE & S OICF5HE
MZ2BINAFEOMMY 227 (K, #, &) *ROFHREORE (Hb, 72L) IcLvEhlL
TIRARHXIIT AN v AR TRIZT A BT 2 TEID T,

T MEBIICIE, T ERUIT N R AR T H LEL 5 HEEHROD®REShE, X
— AT A OM/IMREAME D TR — R (40,000/ul A5H) OFEFREIITT S b a R %7 60mg, X
— AT A OB/ E TR — ~ (40,000/ul LL_E 50,000/ul i) O#EERE T T S b
RS 40mg G S, IBREOREE G D 5~8 HEICTE SRR 2Bl ) =5 % 9266
L7,

ZAu—7 v 7T, IRBRIEOREER S D 30 A% F CHERE OBMRE 1T o7,
/MREE Day 4, Day 10~13 (iR BLIAYFH A) . FARYZ2BLIAYFE D 7 A% )& O Day

BT 15 i
35 THIE LTz,
X PR SN AR R L F oM Y 2 2
HiIf ) 2 7 ALTE
Y 2 REKZEf, MalEzesfl, EEELENHERE (ERb Y oga baETy) . EEE
(@mbaﬁ<mmﬁﬁg)mﬁmﬁﬁT#Wr#Mm WLRE (Ekib Y OB L ET) . RBNHER
& (KR I X7 FI— ERRdY OLEEET)
Y %y IFAM, K& X8 (ERd Y OBAbLET) . IFIBICT =4 7 — LA
L - L IERRRTE (TACE)
1 %y NRAE SRAVE, SERHMLE ., FREEFFIRF A FIIR KIS AT (TIPS) . MERESE AL
. &, BT — 7 VRE, I k35 T O AR BEIONT . B AR, mE S T
(B U e < 1k if A3 A ) _ i . -
—F VT (WEERE~DELLI T —T AVBE L2 &)
<H PR E >
(EEFHmE )
© T RE AT D SRS ARBIN A TR O 7 B 1% £ TR K O AL % [ERE L 72
WEREDOES (LAR X —EE)
(RGN H )
- RO BN A B B i/ MRS AS BAE & L7z 50,000/ul LA (23 L= 8 oS (L AR
. X —EE)
FTATEE . _ . o
c R=2 T A PSRN RBILMN TR B  Cof/MRE OB L&
(PRABAIFHAGEE E )
« &SRB C o i/ MR EL
e
< LEPERHME A >
- HEHES
e
< B MEFMEE >
(EEFHGE )
il 1) T2 NE0 AT SR ARBLIA TR O 7 B % F Co /MR K Ok AL E 2 [=lEE L

TR E OEE (L AR 2 —EIE)
NR—=2 T A U OM/PMEEMEN 2R —  (40,000/uL i) 1281 D VAR A —EIGE, 77
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TR 22.9%, 73 k1 AR RT 60mg B 65.6%, FERIZEIX 42.6% (95%CI : 27.2,58.1) TH Y |
TR KR 60mg BETIET T B AR ART L AR X —RIGPHRIZE N D LAVRS
nic,

Fo. R=2T A O/ E 2B — b (40,000/uL LL_E 50,000/ul K3i) 1IBIF B LA
R Z—EIG0E, 77 B REE 38.2%, 7% b u iR 37 40mg B 88.1%., BEM 221X 49.9% (95%CI:
31.6,682) THO, 7NN YARNRT 40mg BHETH 7 7 BRI T L AR X —HENE
BllEmWZ EREnT,

PLEOFRNS, VARV F—EBRICB T DTN a BRI O7 7RISk 2@t #
FEE M7=,

NR=251 2 DIMEBHENTR—F AN=251 JOIMEBHEWLIR—F

(40,000/uL3kH) (40,000/u L2 E50,000/ LK)
B2 (95%CI) RS2 (95%CI)
. 42.6%(27.2, 58.1) 49.9%(31.6, 68.2)
(%) p<0.00071% p<0.0001%
100 - ‘
- 88.1%
¥ 60 65.6%
i
J»
7
2 40
[=]
20
0
IS5t FNROVKISG60mg IStk FAROVKNG40mg
(n=48) (n=90) (n=34) (n=59)

R RER  FAS fFHMSBOAFEOBMIR 2 EBEL—RIECMHIRE
®HRKEx=0.05

(B EHATE H )
1) FR0 B a0 5 B i/ MRS A BAZ & L7z 50,000/ul LL_EICE Legirs oEls (L AR

2)

v HE—EIE)

NR—R T A DI PME N TR — b (40,000/uL Ki85) (CB T D VAR F—EHIL, 7T
TAREE4.2%, TN a AR NT 60mg B 68.9%, BEMZEIT 64.7% (95%CI : 53.6,75.8) TH Y,
TN R KR 60mg BETIET T B AR AR TV AR X —RIGPHRIZE N T LAVRES
iz (p<0.0001%, FFEEA2BLIMAFHO MM Y A7 23748 L=t CMH #E),

Fo. R=2 T A O/ E 3B — b (40,000/uL LA _E 50,000/ul K3i) 1I2BITF B LA
Ry Z—EIEE 7T 2 REE20.6%, 778 b v LR /37 40mg B 88.1%. HEM 21X 67.5% (95%CI:
51.6,834) THO, 7BV ARNRT 0mg BETH 7 7 BRI T L AR X —HENE
BEIZEWI ENRI T (p<0.0001%, MBI FR O HIMm Y 2 7 278 Liz—ixik
CMH #%E) .

X 1 B EKYE 0=0.05

N2 T A PSRN BN T B £ Tom/ MO L E

N2 T A ORI TR — b (40,000/uL Kiif) (BT D=2 T A 2B SR 72
BT A CoOmM/MBEOB(LEIT, 7T BAREE 800/uL . 73 hr VAR X7 60mg B
32,000/pL, FERIZEIE 27,500/ul (95%CI : 22,500,32,500) THV, 73 b a R /87 60mg T
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1)

(PRRRIRHI R H )

1377 B R BCEEARTHI/IMEEE O ZLEA A IR E W 2 & 2R Sz (p<0.0001%, Wilcoxon
DINENLFIRE) o
Fio, N—A T A OIMIMRED E 3R — R (40,000/uL BAE 50,000/uL A 1281 H—
AT A DA RBINR TR B £ To/IMEROE(LRIL, 7T 'R 1,000/uL, 78 b
1 R8T 40mg BE 37,100/ul, BEMIZEIE 33,000/ul (95%CI : 25,500,41,500) TH Y, 73k
VRN 40mg FETH 7T B AU AR THIVIMEE O ZE (L BN B EICRE W L3RS (p
<0.0001%, Wilcoxon DA FIME) .
X HEKYE a=0.05

KB REC O /MR
NR=2 T A U OM/PNEEBMEN 2R — & (40,000/uL i) o R—2 T A > O/ IMRE A E
a7k — b (40,000/ul LAk 50,000/ul ) (Z351F 2 & KBl TOIM/MRELDOHERIZLL T O & 8
D Thol,

(/ul)
110,000 -
BATHRER : FAS R—2 541 OIIMREDELIR—
FHEESD (40,000/ LI E50,000/ LK)
100,000 == 7/\FORINT40mg (n=53)
ISt (n=34)
T AR—251 JOIIMEEAMEVN I R—~
90,000

(40,000/ uLFiH)
—— ZAROUHIAT60mg (n=90)
I3t n=48)

80,000+

70,000 ~

60,000 ~

50,000 _
44,500

40,000+

33,500
30,000+

20,000 T T T T T T T
0 10 15 20 25 30 35 (H)
o
HR2 OER3 Eid Y] ®E5 K6
Day 1 Day4 Day 10~13 Day 17 Day 35
(R=ZS51) (FHe R R MM RE)
<LZARMEFEEE >
ARV St G4
R—R T A O RL/MREER R—RF A D RMREEA
Buyars—hk B ad— k
(40,000/uL i) (40,000/uL LA _E 50,000/pL i)
R TR RS T R TR RS T
IR IR
60mg 40mg
(n=48) (n=32)
(n=89) (n=58)
BIEA 7 (14.6) 12 (13.5) 2 (6.3) 4 (6.9)
MR LY VR REE 0 (0) 1 (1.1) 0 (0) 0 (0)
#ifn. 0 (0) 1 (1.1 0 (0) 0 (0)
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IREE 0 (0) 1 (1.1) 0 (0) 0 (0)
BIME T 0 (0) 1 (1.1) 0 (0) 0 (0)
BIBEE 2 (42) 5 (5.6) 2 (63) 2 (34)
JE9w 1 Q1 0 (0) 1 3.1 0 (0)
LR 0 (0) 1 (1D 0 (0) 0 (0)
TH 1 1) 1 (1.1 1 3.1 0 (0)
1 PN B Jg 0 (0) 1 (1D 0 (0) 0 (0)
53] 0 (0) 0 (0) 0 (0) 1 (1.7)
B 1 Q1) 1 (L1 1 (3.0 1 (1.7)
LA H 0 (0) 1 (L1 0 (0) 0 (0)
M- 0 (0) 1 (L1) 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)
Fk 1 Q1) 0 (0) 0 (0) 0 (0)
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3) HIOFEBEIEG K OEGEE (WHO Hifl R =2 7 (2 HEHL)
WHO iR = 7IC -5 < i, #6455 K OVRUR M % & 2 ITP BEE o i mAiek O R B EIA 1L,
Grade 0 73 26.7%. Grade 1 7% 60.0%. Grade 2 73 13.3%. Grade 3 X O} Grade 4 75 0% CH > 7=,

<EEMERHRE R >

(=7 H#)
L MR e AR
el -2 7avs
(n=19)
BIfER 3 (15.8)
MR LY v RS 1 (53)
[ BRI 1 (53)

35



DIREE 1 (53)
s 1 (53)
BRIARRE 1 (53)
JlIDEENEE =4 1 (53)
RRIE S 1 (53)
GV 1 (53)
BRER LU THlME S 1 (53)
EAS2S 1 (53)

% (%) . MedDRA ver. 26.1

ARERO = 7N T, HERBIEM, REPIEICESTZAWEM, ECIIRBO R T,

(=7 ]+ Hikfoc 1)
B A MERRAT e G4
TR YRS

(n=19)
BIfER 4 (21.1)
MR LY v REE 1 (53)
1 MR B 1 (53)
DR 1 (53)
iE 1 (53)
HRARIRE 1 (53)
e B 1 (53)
HERRB & U SRR RS 1 (53)
HGE R RIS 1 (53)
R E 2 (10.5)
Jibi =R 1 (53)
BIEb 1 (53)
BRER LU THlME S 1 (53)
LR 1 (53)

Bi¥% (%), MedDRA ver. 27.0

a7 RO A28 U727 /8 b e AR R 7 OIREEHIR OS5 (FEERZE) 1361.93 &
(29.826 M) THoTz,

AR D 37 R OV T, EEREWEM, &EPIICESTZEWEM. ZECITRO O
RinoT,

- YEShE 3 FEEBR (302 3BR : E5501-G000-302 #ER) 1314

| FEILL EORNAR &2 52T TR ITP BE B W T, MV IMREOG D REER A FiE & LT, 73k

H# 0 RN T DT TR T AEEE ARG A, EEAMEY (2 7H) LEbic, TAANREr VAR
R DOEMB GOSN/ OB Z G35 (),
¥ B} . . B
Syl ERSILFE, ShasxdtF, 7o 2 b, “EHER. 77 BRXR, WATHEN iR
B 1 DL EoORHER 2520, 2 BEE U 72 /MR B O SE4IE A 30,000/ul A T & - 72 4ME A
PIEA ‘
2L ITP BE 49
e (=7 )
. 1 7 )
UL 8 UL E )

< OREMLE P SBEEMIEFIEIEGZ DT A FT A 24> TR ITP (12 4 A LL LR &2

36



S, 2 BIAIE U 7= i MR D SEAME DS 30,000/l A, 2> >4 I B A 35,000/ul Z#8 2 720,
F7o, KEMBHRA T ITP ORW & XFFT 2B G O, /A EDOM ORI (%
MR AE B OVE BERRMEIE 72 &) O BT U ARALNRW T &, FIRRAE T ITP Moz
IR E 2 A U 2 FTREE O B DL OB RIB X TN &

< 1L L ITP OFNEER BIBEREAT nA FE pErar ) o THEFFT ) o ¥F

V=, R AT7 7 I FERI YR T RSN, INLIKBESNLW) BT

- ITP ORHEFRIC Y INIS R 7= Lie (L 50,000/ul #) X% 3 AELANIC B B C ITP

=BT DRREPE LN ENnD, B BT GERE ST MRBE Ot O JRR 23RS <
ni

s 7u b ey B R/ EBEREL (INR) R OVEME(LE) b o v R 7T 2T U R S FE v 4 P

D 80~120%C. #EEBETLHEEIRAEDREE A 72\

- amERE (/MR <) ASEEEEOFIHA, 2> B MERSY B3] 5 70 B R 7 Mk A%

BERLTORY, 2 LUTEZRL,
1) BEONEZ 1 EUAEN 10g/dL (100g/L) 7 HHEMEME TR (LLN) o Tthshe. A
M2 ITP GEFEIZ Mg se) [CERT 2 2 0N L THIITHA AN & LT,
2) T ERHfEAS 1,500/ul Lk
3) EMERE A ER e R o8N (BB REAT oA FEELOH L) 1. 155K
HHE ko E TR FRE L Lo,
(ke 1)

c AT HO 26 WEOIRBREKRGE7ET LT

BRSOl a7 TR E S 2k LT

» ZAEMSUTRANMEC B 2 ERRIRED 220 L IRERAE Y AT A HEr L 72

7R
BRAMELE

(=7 4D
ZWRVEITP (Helicobacter pylori 14 LB ITP, HIV A L IXHCV &3, Xixaegt—=y 7
< b =T R

« ZAMESUTBRAE R ORI B 2 JIFT IRt & 2 HRRWEICH 2 (BMEATR. TEEME

IBIEATSE, U SRR B REEIAMER . B )
BRI RIEGREOREZF T 5

- BEMOREEZAT D
CEMRLOBIEEZAT D, I F I B RZAE (LLN A & E#&) 2f L, FFE LTE

PR MAEE TE W

s BRI FIRD MASAE (WZErp, —i@MERRE e 1, (OApIEZE. PEIFRIRIMASIE . SUTMZER

JE) OBEEZHA L, ROFREZ 3 SLLEAT S [ZX ha &8 RVE UfiFeftls « Rl
e, W OBEIRE. Eo L AT u— VIE, EIMEREEE, NA, e RMEmAeEREE B VIR
FIATVER, TUoF hur B VIIRZAERRE), UZENR ST E RO fARIE O F R ]

c BRROMERER [=2—3 — 27 D58 Grade W/IVO 5 > MAPELARE, fife - B4 A

R MDY RT ERABHERINTOLRENR (LEMAEN: L), OABEHIE L QT kg2
450msec 8. FEOME. EEINR AT o MREENT, W TR K OSEBIR A S 2 57 8] OB
EHETS

< FFREZS, PARRE TUHERE SR MEIE B ERF R OB 2 3 5
- EMERRIE OB N B B
c Z U AMeEt 1 BEUNICEE a7 VRIE] (T~ a T ) U EROBIDRE s e T ) U

ARG 2R LT

« T 2MEET 12 BRI SUX ) Y X~ T R R LT
A MMERT4 BELINICE S e 2F AT L e VR AT B L
CHIBREATOA FEUITVF A7V AL BIEREEBAEZ T TN T, T % 2MEET 4 587

PLEABENZE L TV, XX T7 ¥ ARl 4 HEEORER TCIN LI K AIBENE T LT
1/\721/\

cRavx )= BET =F N, VI aRARY A XTE T LB IRREE RS T TN

T, 7o F oAbl 12 8L EARERZE L THRY, LT o4& MMkl 4 BEBORSTZ

37



NHIZEDERBENZET LT
(FkfE )
MBI~ DBINAN L4 T & TRBRE Y FE AT AN L 7=
* VEBR SN FH ) 2 0D BE R~ D ERF MU R E O ORES) UTE IR 720 & IR B Y 5 Fili 231 7
L7z
- HEBEI ~DOBATIRE R CTUL T OZEA SUTIAM A Z L T
D VYyxv<T
2) Mo R
3) fthod TPO A MRIEENIE

ARRBRIE, 77 MR, 7 o2 b (278D ROk O 3 BT s hz,

[=71#1]

BRI > TR L., #BRE L2 “_HEM N T I ERBEET A M U RSB 12 D
TIUH MM LT, TN Ma YR E, 20mgl A 1 B SEEBREAOFRGS 2B LT-, &5k
%, 7N ba AT O BRE BT 1B 1 ER/N AR Smg A 5 ik B 40mg O &G
(5mg. 10mg. 20mg. 30mg. 40mg) THEZLFE L7225 26 MRS Lz, #HHHT 2 ITP 1A%
FOWEHE (8 6 W5 12:8M) ik, PFHT 5 ITP IBFEEOIE 4 rlEE & L7z,

[Akie o]
FTRTOMWMKEREEG- U, RBRE T 22 ERH 0 homl e piiag ix, MeilicBiT L=,
BN RO a7 HTRIICES 2P IE LgBRE Ic 0T, MR ~oBT2 7 &
L7z, MG OB D 6 WL, Mk ~BAT Lo 2R Ic 7 N hr v R 37 % 20mgl B 1
EIFeH Uiz, i< 90 RIIE, 7 Mr A7 EHELZREI LN oG L, IFHT 5 ITP /5%
KO RAFRE L LTT N hr VR T ORI O K OB A B L7z,

AR 71 W7 Nk AT ol ERE
iAW FARFE SUTALE
50,000/uL A HAREL-VR % | BB LT 5,
50,000/uL LA_E 150,000/uL LA )
- BEDOHE LSV EHERT 5,
150,000/uL #4 250,000/uL LA ) .
+ AEL~V*% | BT 5,
IREES 2,
IR ER DI TE A % 38 2 BT,
250,000/pL #A ) . .
i/ MRELDS 150,000/ul LA F OBA1X, FHE L~V % 1 Bl T TG 2
T 5,
X EHAREZe HE® LU0 Smg, 10mg, 20mg (BA%AIE) . 30mg, 40mg Th -7z,
) ARBCIIBSHOAEZERILL, ARLVSVUTERIE Lk o7z,
<A hMEFEmEE >
(=7 1)
(FEFEmIE H )
< MRS O AR S (26 WH OB G F, RERRE L IS, /MDY 50,000/l LA
k& 7o T BERED
. (EEZRRIRFNEE )
FEAE H "

* Day 8 DIf/MIEUGE (BiREE%Z EEW 912, Day 8 OIi/IMIELDS 50,000/ul LA ECdh - 7= 8
Bl DEIE)

« R—=2F A LRI B ITP IR 2 L -5 084

(BRRAFHMTE E )

- FREI MEBOGER [26 ORGP ORSE O 8 WM., BBfikz £, 3\ 1 BHE
L7z M D 5 B 8 18l 6 [BILL E (75%LL E) A% 50,000/uL LA | & 72 o - 455038 OEIA ]

38



« WHO iR = 72 -5 < i, #4455 R Ok i & 5 2o TTP B oo 1 itk D FELHI & K Ot
HREFE
- K HERE O L 7o M/ MR EUS O s R R (26 B OGS T RARRE L I3,
I/ 50,000/ul LA % difsE U CERk L7 10%0)
- 26 EM OB G I I BERIR Ik 2 M L 72 s OFIS
c R=2F A LB OFAT 5 ITP ISR OME M 2 ik L7 9Bs o El1E
- Day 8 £ TIT IWG DEFRIC L 578%) (M IMRES 30,000/pL LA EDADR—2F A 95 2 fi5LA
L, Hif23FE O HRnT &) ROSERZER) (I IMRES 100,000/l L ETEH Y | Hif
BRD LN &) ZERk LIgiaE oFE
(ke 1)
A /EEROBIE, BFICHE LZAHMERS (B 1E) TO$T_TOYERE O i/ Mk o g
< BIEIC OV T >
WA T I MR O BRI L E R G EICB B E e (B /MRS 10,000/ul A
W & DX D e E T I/ NRIBE, K, o TR oRE SRR ST
1#up)
BEEFEIUTO L Y ICERE N, 2B, TPO ZENIEBRIIRIRRE L U THERRT &
L7,
« ITP RIS M MRBME DOIRRIE OB (B : BB EAT a A R GErar Y
COENRE, PIDSESa T ) VR, Sav e ) VBT T = F L, THFLTY
V. BT = ra ARY A, MR
s R=2F7 4 THFH LTV ITP {REEDHE &
W) BAEREOBA%RIE. TR TORE T/ MK ORE72 L & 272 Lz,

<ZAeMFEmEE >
c HERR
A

LS

<H PR E >

(=74

(EZEFEE)

1) /MRS O SRR A EL
M/NREC S O SARREL (26 A O 5, Bk 2 S, m/RED 50,000/ul
PLbEpo- B ohdifix, I eREE0HE, 7N o LRSS RE 12458, BEREZET
124BTHY ., TN U RATHETIE T T BRI T/ MEES O BEBEEREEICE
MmoTelzb, TN R AT RO T T 2RI 2 B EDSRRE X iz,

W ifi /MBS D SRR %4

7IER FTAba RS
n=17) (n=32)

26 AF OHREHF T, BEFELERBETIT, M/ARED 50,000/pL LE L 72 7= REA% GA)

A fE 0.1 12.0
SD 0.49 8.75
i 0 12.4
e/ ME, KB 0,2 0,25
p & <0.0001*

fEHTRTSEEH] © FAS
Wilcoxon Rank Sum # &
¥ HEARE Q=005
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26 R OF GRS T 5 M/ MK O P RIEOHEBIZU T O LB Tho T,

Wi/ R O R E DO HERS
(Jul)
300,000 A
-@= 7INROVKING (n=32)
=0= St =17
250,000 +
200,000 BifLE
. MRS DR
i 50,000/ulLBlE
’*JJE‘ 150,000 4T\ -T- 150,000/u Lk
E+d
100,000 -
80,500,
T 53950
50,000 -l - - W P ST NPT L -
21,000, ®
125000 5 000
- g 4 31,000
g T L - -an@-" A0 W00 T 23,000 : B 0000 2000
0 *QJCIDg,uﬂc-ﬁ‘ooouﬁmg‘ouo 11,000 11,000 27.000 26000 49500 17,500
01 2 3 4 6 8 10 12 14 16 18 19 20 21 22 23 24 25 26(A)
HARS
JStik(n) 17 17 17 16 16 14 7 4 3 3 3 32 2 2 2 1 1 11
FFFLwk(n) 32 32 32 32 32 30 30 30 28 25 28 25 24 22 25 22 23 23 23 22

BT RER - FAS Rl (P2 firghE)

(EEZRFIKHGEE )

1) Day 8 DIfiL/MR G
Day 8 DM/ IMEEGH  (REEFRIE A F2MiE 3712, Day 8 O fi/MirELAS 50,000/uL LA =T - 724
BREDOEIS) X, 7T RREE0% (0176, 78 b a BRI RE65.6% (21/32 1), BERIZEE
65.6%ThH V., TN ARARTHTIET T BRI AR T IMIBOS R RGBSR N2 727
O, TN URNTHOT T BRI D E S EE S 7z,

(%)
100 1

=

65.6%
80 p<0.0001*

60 -

BSw<o0

-
pd
=

40 4

HERZ

20 A

0%

ISR FRROVRNS
(n=17) (n=32)

BT RS : FAS FisherIEMEEEMRE
¥ HEKEx=0.05

2) N—2F A URBICOHHT D ITP BF KA 5 L2 o El1A

NR—=R2 T A VFICHEHT B ITP IGEEELFERA L CWE7 7RO 76 [BIBREAT A K
T HL A 3 F, Z T EEAT m A R FL SfEREE (7 mARY o A) 1FI
FIERIEIA (Zof) 1F, EEHV] O35, X=X T4 VLREICHAT 5 ITP IREIEZ I
BELIEWREIZOF TH =D LT, 7N BT BETIE 15 6] (BB EE AT oA
RIE 14 4, (RifAl 3 6, EEH) O35 56 [333% RIFEKEATaA FESHFH)] TH
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D, WEHERR A BRI DR T,
Ko N—=R T A VR ITP AR Z O LTV B T, 26 TR O B 5 | ok & 971
HMEFHUIRI 2 208 L C 1 R L0 ITP IRIRIEO BN =R T A > B L 7o i

(PRRRIRHI R H )

1)

2)

3)

4)

5)

6)

Ffoe /MR BOG 26

Fefoeifn/ MRS [26 B OS5I O th o 8 M., BB REZ T, 38 1 BERE
L7z I/ MEER D 5 6 8[|l 6 [\ILL E (75%LLE) 23 50,000/uL LAk & 72 72985 E OFEIE] 1%,
T T 'HREE 0% (0/17 ), TN b RN TRE 34.4% (11732 f) . BERIZEIL 344%THY, 7
N URARTEETIET 7 BRI A TR ML MRS ER G BEIZ®m N2 T2 2 RS
7= (p=0.009. Fisher D IEfEfMEEME, 4 H Lo pE. HEKLE=0.05),

WHO Hifil 2 2 72 Fe-3 <, i, #48 K OUR . & & 2o TP BH3E o Y fn itk 0 BB &
WHO i A 2 7B < i, P45 K O ACIR H i % & d e TTP BH3EE oD HY ik oD ZEBLEI 61 %
Grade 0 23 7" 7 ZAHREE 47.1%, 73 b VR ST HE 56.3%, Grade 1| 28 Z 124 52.9%., 34.4%.
Grade2 NZNEN 0%, 6.3%. Grade3 NENEI 0%, 3.1%. Graded NZNFN 0% TH -
7=

26 ] O Be 5 oI BARF L 2 S L 7= 5RE o Fl A
26 RO # G M IR EE 2 i Lo BRE OFIA IR, 77 AR 11.8% (217 B, 7
N R ARARTEE21.9% (732 B1) . BERZEZ 101%TH T,

R=RA T A VLBEICORT 5 ITP IR O A 2 P ik L7 5E oBlE

NR—=AF A VAT D ITPIGEELAFH L W7 78R B0 76 [RIFRKEAT A K

7B, AkmA 3 Fl, Z R T R AT ' A REE LB, SE Al (7 m 2R Y A) 14,

FIERIEIAE (Zof) 16, EEHV] O35, X=X T4 VLREICHAT 5 ITP IEIEOM

Az R IER U BREIL 0B ChH o 7= DITK LT, T8 b a VR R BT 1S 6] (BB R A

TaA RE146], kA 36, EEHD) 055346 [20% RIBKEAT 7oA N33 4)]

Thol,

X N— 2T A URFIC ITP VEFHEZ O L T i8R L 26 o G-I P SaRiE %2 EhewJ71c,
R=2 T A THA LT ITP IEHEED 5 b | AL & MR d I L 7e s o 7otk

W O U - i NS O S5 R R 1T

KRR O U T M/ MRBOS DR R i (26 @M oG b, Bk i3
12, /R 50,000/ul LLE A U CRERR L7200 OEREIE. 77 B AREE 0.1, TN b
ORI 6SETHY, TR ARTHTIET 7RI TR Ok L7
IR SO D I B Rt I N B BICRE W2 &R &7z (p<0.0001, Wilcoxon Rank Sum 7€,
4B Eop i, AEKYE=0.05),

Day 8 & TIZ IWG DEFRIC X 2 R8 K OB & Al L= B 0ElI&

IWG DEFIT XL D) (I IMREDS 30,000/uL LA Do _—2F 1 Lk 2 5L B L, H
MAFED BN L) % Day 8 F TITERR LIZWBRE OEIAIE. 77 vREE0% (0/17 #1)
T ha R TRE 563% (18/32 #)) Thotz, IWG DERIC L D7EaFLh (h/MREA
100,000/pL LA ETH Y . HfLA3Z80 RN 2 L) % Day 8 £ TITER L 7= OBISIE,
T RREE0% (0/17 1), TN RATRE28.1% (9/32 ) THoTz,

<EEMEFHEE E >
(=7 40)

LEVERRT R 4R
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Vel =% Va4

(n=32)
BlIfEA 20 (62.5)
MR LU R EE 1 3.1
i 1 (3.1
BIBEE 7 (21.9)
R WA 1 (3.1)
TR 1 (3.1
BT R 1 3.1
L) 1 3.1
HIEARR 1 (3.1
BT 1 3.1)
53] 1 (3.1)
LN 3 (94
H OB 1 (3.1)
A 1 (3.1
— - EHEER LUEREHLORE 2 (63)
Jia s AN R 1 3.1)
i 1 3.1)
HRARIRE 4 (12.5)
M A R Y 2 (6.3)
DHABCREE ) 1 (3.1)
iR ) 1 (3.1)
KRB L ORBEE 2 (6.3)
BARTLE 1 3.1
BRZ 1 (3.1)
HEBREB LU AERRES 3 (94)
ESIEip 1 3.1
TR 2 (6.3)
B, BB X UHHEAHOFHEY (BREBLORY — 1 (3.1
TERTe)
B BERAEAE 1 3.1)
RRIE S 11 (34.4)
i . 1 3.0
vl e 1 (3.1)
PR D F 0 (0)
S 8 (25.0)
PR 1 (3.1
I E 1 3.1
AR 0 (0)
FrEE 0 (0)
AHRAE 0 (0)
FRRER. R L OWtRES 2 (6.3)
B 1 3.1
i ZE R NE 1 (3.1)
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BER L OB TRk E 0 (0) 3 (9.4)
B R L 0 (0) 1 (3.1
EZRRE 0 (0) 1 (3.1)
SR H 0 (0) 1 3.1)
% 0 (0) 1 3.1)
MmAEEE 0 (0) 2 (6.3)
TR R AR 0 (0) 1 3.1
T I FE 0 (0) 1 (3.1

%1% (%). MedDRA ver. 16.1
3 : MedDRA ver. 26.1 Tl3iMzH

a7 IR A EERBEMIZT 7B REE 0% (017 Fl), 78N b RS T B 15.6% (5/32 1)
R B AL, Z OPNERITEER 2 F, O, WRH, /B . B RS s, AU
TRESERIR M ARSES | Bl Ch o7z,

a7 BT A EEPILICE S FRIERIE. 78 ha R BT 2 fl (MM Ry 4, JER
1B 2D 5T,

ARRERO a7 HIZBNT, BLEIERD o7,

3 : MedDRA ver. 26.1 Tl3fixzer

(=7 11+ fikfse 190)

B MERRAT e G4
Vel =% Va4

(n=47)
BIfER 31 (66.0)
MR LY v REE 4 (85)
i 1 Q1)
/R 3 (6.4)
HiBESE 8 (17.0)
PR i 1 Q1
TR 1 Q1
I P L e 1 (2.1
{8 1 (2.1)
T 1 Q1)
HILRE 1 .1
BLW 1 Q1)
537 2 (43)
D 3 (64)
1 DR L 1 (1)
M- 1 Q1
—i% - REEER X OCREBLORE 4 (8.5)
#E)E 1 .1
P A ek 1 Q1)
9 5 2 (43)
HRIARIRE 7 (14.9)
ML A A R Y 2 (43)
1f. HR L R 7K S T S 1 (1)
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M 5 1 1)
IVSIEE 1 Q1)
[ E5 1 Q1)
RN e e 2 1 Q1
R L OREREE 2 (43)
BRRTULE 1 (2.1)
[ 1 Q@
HERRB X USRS 5 (10.6)
B i 2 (43)
TR 2 (43)
i B I 1 Q1)
Rk, BB IUOWHAHORHEY ERSLIUORY —T2E) 1 Q1)
- BARAEIE 1 Q1
RRIE S 12 (25.5)
Jibd . 5 417 1 (2.1)
R 1 Q1)
FEPED E W 1 (2.1)
G 9 (19.1)
B 1 (2.1)
RS 1 Q1
MERER. MERR L OWtEES 2 (43)
L RN 1 (2.1
Jili ZE AR 1 Q1
BER L OB TRk E 4 (8.5)
S 1 Q1)
S G A 1 .1)
DER H ifn. 1 .1
ZiTIE 1 Q1
AR H 1 1 Q1
W95 1 Q1
MmEFREE 3 (64)
IR AR AE 1 Q1)
T I FE 1 Q1)
FAFAR AR E 1 Q1)

Bi¥% (%), MedDRA ver. 16.1

3 : MedDRA ver. 26.1 TIpzs

a7 L ORI TO T N b a RN T O REEIARIE 43.9 BT, REHRIT
757 HETH -7,

a7 W R OGO 7 S kAR R T BT 2 BEAZFEWERIL 14.9% (7/47 ) 1RO B,
ZOWNFRITEER 2 F, B, Mg, R IR IER . BEIES E v, &, AR
ML, REBERIRMLARSE . BERIRILARIES | il CTH o7z,

AT IR ORI OT S b a AR R HRICBIT 2 EPIICESTZRIERIL. =27 8o 2 #Fliam
ZC, MBI 1B (FEED W 1) 580 b,

AR D o 7 I K OHEGHIIC B W T, TR bR -o T,

3% : MedDRA ver. 26.1 ClEfixzeH
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2)

®)

(6)
1

2)

N

T MR
(V.5 (4 1) ARG OHSR

BE - JRAERIGER
ML

AEAIE A

ERARERE (—REARERE. RECARERE. FARBLRAR) . HERTRT —I~N—XAE. ®iE
RERBRABROAR

<FHERN 2B THZ TE LT 2B MEFRERE BT 5 i/ MBI E ot >

BER ST — & N—AFE (M TE)

PR 2B A T ORI, AFID G Sh 2B IEFRBBREICB O T, BEFERETH 2 I/Milkin S h - BE %
SHPREEL L, ARG THENS 1 » AN Tk MieZERE] X2 bORBBEEOLEZITH, £z, Bl
WHIEAT & L CIBERN ) A7 Th 5 THEEORHEEERS (Child-Pugh 0%E C) BHE | O A X2 N ORBUSEE %
R %,

< Rt K OME M o0 7 1 1/ R sl JiE >
ML

RBFHLELTERFPEOHNEXITIERE LAE - HBROBE
ML

Z Dtk
gk 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 DIEIE(REER (/n vitro) ™
E R c-Mpl FEH Ba/F3 MifaIcskt3 57 N b AR RO e b b ARARTF > (thTPO) OHEFRIEHEE
HERFLIZE 2 A, 50%ERE (ECso) (CE¥IMELSE) X7 /3 hu YRR BET 3.3+0.2nmol/L, thTPO T
0.065+0.005nmol/L T > 7z, 773 b 1 2R3 7 TN thTPO 1 e-Mpl KB HIRE Ba/F3 Hlia o> s 5 & (e de89°, —J7,
xR~ AA ¥ —a A F -3 (rm IL-3) (X o-Mpl KREHHE Ba/F3 MlaOEIHZRE LTz, T s ORER:M
O, TP UARATIEE b eMpUT/EA L, M A RES 2 2 & AR ST,

£ & c-Mpl 533 Ba/F3 @K% Uf Ba/F3 #if2IZ5x49 % 7 /N kO R/ 3T DHREIESE
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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 hEH CD34 BiEmaN 5 BERERA~DDE (/n vitro)

b R CD34 BRI & EARER~ D LIZH T2 7 N b a VRS RO thTPO DERZRET Lz & 2 A,
ECso (CEHMELSE) 137 /8 kv LR/ #EC 25.027.8nmol/L, rthTPO #£C 0.122+0.014nmol/L TH 7=, 73 b 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 LT FIVEE (in vitro) ™

TN ARRTOR N e-Mpl 20 LTc v 7T MRERBIER 2 MFt Licd 2 A, 78 e R37 1% thTPO &
FERIC, & M/MREDNE b c-Mpl 3681 Ba/F3 #ifl © STAT3, STAT5 XL ERK # > /37 DV VB ZHE LTz,
DT ENL, TANMBURARTRE b e-Mpl 41 L7z JAK-STAT & T SHC-Ras-Raf-ERK D 7' AR AR
DT E2TEALT 2 Z LR EhT,

E RO/MRTOT /N ARG RIErhTPOIZL S STATROF AL 1) VEgE
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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) b FIVMREE (XRDR) ©
b b o (R EAFIRE S CD34 BtEfilE) 28 A L7z NOD/SCID ~ v X% T, t b/ IMRBEAIK}
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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

HEgE 7
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

1) AFIOEBS NI AEROH L, FAEN2BIMNFEE T LT @R EEF IR 5 M/ MO iE O seE ot
LTIX 40 XX 60mg @ 1 H 1 [E] 5 HH#ES. Frfelh &k OB MGV E i/ MU E IR L TiEgia# G- & LT 20mg @ 1
A1 E&E, ka5 &EiT40mg o1 B1ETHS,

RiEHRE 89
AARNEERER A 9 BlZT /S ke R 10mg ™ 2282 1 B 1B 7 ARRERAOES LI &7 N hr v
RART DIEWENHE T A —FIZLUTDOLEY Tho72 ¥,
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)

(4)
D)

ERFREZROKEFOENBE/ NS A -5 BERAN)

7/§ }\ =4 :/7:]{/\07\‘ &EI» 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

) ARFIOAGE S NI B LA &, FE0RBLINA T 2 TE LT 2 @MEITER BRI D i/ MR RE O S 1t
LCIE 40 XX 60mg > 1 B 1[0 5 HREEE, Feoett & OBzt i/ MRS EIZ e L CiEwlEii 52 & LT 20mg @ 1
A 1EEE, ke b5 T 4mg D1 B 1REITHD,

<FHEA LB FH 2 T E LT D 1B MEATR EHE 1T D /MR E O e >
i/ NS E 2 FE D MREIT PR BB OO BRAE 2 I 7o RESE R SR B REMRAT IC 2 0 HERE L7z ASHI 40 3L 60 mg 2 £
®IZ1H 1[5 ARRERARS L EDORYBEIE AT A—ZTUTOLEY) Thole WNEANT—Z2ET)

19)

o

BEARMBEMATICE YHE L I/MUBRDEZF S BEFRBEEEORMBE/ S A -8 GEAT—2%
BU)

TN ha RS Crnax ¥ AUC*! 2 CL/F*!
h& (ng/mL) (ng * hr/mL) (L/hr)
40mg (n=115) 214.3 (42.66) 3717 (62.44) 7.24 (15.66)
60mg (n=160) 3522 (47.33) 4820 (85.11) 7.46 (19.66)

X1 BTEIE GRTEEMRE %)
¥2EFIREETO 1 BHdHT= Y O AUC
AUC : M — b TRt CLF : Aoz V7702

< KT S UM P S g% o i R DA B >

18 ITP B3 O R & W 7o R SR B REARATIC L W HEE L7z, AHKI 20mg 2 B#%I2 1 H 1 BIRERAFKE Lz
L EOEYBRE AT A—FFILLTFTO LB TH -7 20,

BEAEMEEBTICK VHEE L-BHE TP BEORYEE/ S A —4

Al =P vava Crax AUCp-24* CL/F*
EEEN s (ng/mL) (ng * hr/mL) (L/hr)
20mg (n=12) 263 (37.2) 4991 (35) 522 (14.6)

Ko MPIIME (MZEENERE %)

thii
MU ER R L

BE - ffRROEE
BEORE WMEAT—2%8T) 7

TR AT T /N b AR S 40 0T 60mg ZHBEIRE ARG L7z & & R GITHT 2 8HB RGO Coa LY
AUCo-int DRATFHEDOLIL, 40mg TENZEA 0.841 K11 0.922, 60mg TEILZEI 0.958 TN 1.09 Th o7z,

EEBXIEBERERBOREHOENEE/NSA—2 (BEKA)
VAR = VAV gﬂgﬂﬁ/ Cmnax X!
b5 & T4 (ng/mL)

AUCo.inf*!
(ng * hr/mL)

Tmax *2

(hr)

52




40mg Z2jgKs (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)
&% (n=23) 320 (28.1) 7.00 (3.00, 24.0) 9160 (23.8)

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

2) BHREORE

DRZ2)L BAEAT—4H) 2
TR bhr RS 20mg B HEHE G L P-gp K OVWEE D CYP3A4 LERTH DT IV EFHEL Lz &
E, TR URNRNTOFEYERENT A —Z O (FEHERG/EMEE) 13 AUCoint1.61, Cmax1.26 Th o7z,

@v7BpRRYY GEAT—45) P
TR hr RS 20mg P HERG L Pgp [HERTHH L7 n ARY VEHELS LZEE, TR YRS
T DIMERE T A —Z DL (PR G/HEME ) 13 AUCin0.83, Cmix0.66 TH 7z,

@7iarv—n
<fEEERRA > GMEAT—%) 2
TR hr RS 20mg F HERE & AR O CYP2C9 KON CYP3A4 [HERTH D 7 /v a) ) — L& S
L7zt &, 7R Ma U RARTOEYEIE T A —Z O (FHRFES/EMES) X AUCkint2.16, Cnax1.17 ThH >
72
<IBPEITP BE> WNEAT—2 &2 5ET) ¥
B ITP S O & AW - RN FE 1 F  = L — v 3 I K0 BAZ i/ MER (50,000~200,000/ul)
TR LI E TP BEDEIREZHEE L 25, 7 a )Y — L& HEFICARH 20mg 2 1 A 1 [EFS L7
LEL, TAaF Y= VEGH L TARAR 20mg 2 3 [ERE L7z & & CRIRETH T,

@4 +rSaFV—IL BNEAT—E) ®
TNk RS 20mg ) HER G LR CYP3A4 BRERTH LA b T a )t — L E R LIz & TN
b a R OIEYERE T A —Z O (HEARG/EMEE) 13X AUCoint1.37, Cmnax1.07 TH o7z,

®YIFvEYY
<fREEEREA > GMEAT—%#) 2
TN hr RS 20mg P HERE L AR CYP2C9 KUV CYP3A4 FFERTHDH Y 7 7 B v & PEH
B Lz &, TN URART OEYEIE T A —FZ O (PR S/EMREE) 1% AUCnr0.57, Cmx1.04 T
o7,
<IBPEITP BE> WNEAT—4 &2 5ET) ¥
B ITP S O & AW - RN FE 1 F  = L — v 3 I K0 BAZ i/ MER (50,000~200,000/ul)
B LT B ITP BEFEOEIEEZME LT ZA, V7 7 W EV U E AT FICAH 20mg 2 1 H 1 EfR5 L7z
LEL V7oV EALTCAA40mg 2 1 A 1 [HEE LZE & CTRIBRETH T,

) AROER SN LR ORI, SEORBINNTEE TE LT 2B IEIFRBEHE I T 5 M iE o gkt

LCTIiX 40 Xix 60mg @ 1 H 1 [a] 5 HF#ES. Fefelh &k OM MGz VE i/ MR E IR L TiEgiE# 58 & LT 20mg @ 1
A1 E&E, ka5 EiT40mg o1 B1ETHS,

2. EWEER/NT A —F
(1) fEHr73iE
s | A MR R O S B AR

(2) WRAGEETER
gk L

Q) HREEEH
DRI L

@ 2YF7SoR
RHEM SR BN R CHEE L7 7 /N b R/ 0 CL/F 1% 6.89L/h ThH -7,
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®)

(6)

M

(2)

M

HEEH Y
FHEF SR BN REMAT CHEE LT 7 N b VR AT D AT O5FRFE (V/E) 1% 180L Th -7,

ZDith
MU ER e L

BEMR (REaL—>3v) @i

R A&
<R BIA TR 2 FE LT BB MR BERE BT B /MRS fiE o gk >
I REDRORDOEINEFT D 1-a /83— kA hETIL

< FHGEIE K OV M S M i/ N iE > 20
WAL = 23— b A v b () ~D 0 RIRAICHKES . bz 78— b oA v b (i R ONf A & iRk fg 1
b DA TO 1 RBINK OPEEAZ LS 1 a2 R— A FET L

NS A—ZEEER

<FHEM 7R B T B & T E L Q0 DR IFR BB (SR T D i/ MRS E O o > 19

TEREGERE 255 L 325 1 O 10 3B 391 #i, WO M/ IMRIBARE 2 5 BHITRBRBRE 2% 58 2
FHO 2 B L O 3 MO 2 3Bk (202 3R, 204 38k, 310 3B, L3311 3BR) @ 196 Bl HAF 15,515 ORE
BERIFEER L D L 1 RE O RDOEINE AT D 1-a2 28— KA NETIZL Y, CL/F, V/F, 1 ROWEIGEEELK
(Ka), 0 WWINIERT (D), WIND T 7% A 2 (ALAG) W ONZIREBIR & Lhig U7z 1G B KON 2G AT O FH k)
NAFT ATV T ¢ (F1) #HEERT A—H & LT, CL/F, V/F, Ka, DI XU'F1 (1G 8#HI KO 2G RFAH| =
12) WZOWTCERMZS) (V) 23%0E L1z, £/, 1G ®HFIL O 2G WA F1 TR A 230E L,
TN b a RSB T IR, BS54 BRI L 0 B TIhE < (16.9%) , #5005 4 BRI LIET
WZOWTIERED -T2 (56.3%), 1G TFI KON 2G FFID Fl1 1ZBETK D 74.5%., 1G FHID Lot No. 56789-101 @ F1
IR D 21.3% ThH o727, 1G AL O 2G HAI D Ka IZEREIH D 25.8% T - 7=,

IREE K OMBMERTE A (CLD) (CLD BE TH D NEINIET AN I v RAT D VIFICH L CHEERIEEETH T,
il GEfER I 7T TV =R ATE, MR, BEgRE GERRSUIA T T U =R TR, e e s B U ERR
A L (INR) SUTHIEER], e R 7IER S U< 1T B EREEo I G 13m BRIt E BTl Rz,

<R B OME I Sz M /MR B iE > 202

BHNI Ka RONRAFTRA TV T 4 IR THAEERELRETH 72, KEIX CLF1I KO VFL IZRT 2 HER
HIEETH -7, 8O UL PFEE D CYP2C9 K N CYP3A4 DFFEER I ONIHR W UL FPFREE D CYP2C9 K& TN CYP3A4
OREROPHEGIE, CLFl [T 2HFERLERTh -T2, £72, WHHE (RERBEREME TP BH) 1
CLF1 IZRT 2R ERIELEETH T,

NR—=2F A OM/ME (hockey-stick) 1X SLOPE |2k 2B ERTHH- T,

R (HAEANT—%5)

bt ARG AR TIE, BE L [MC] TAMa R T DR 4% FaFx ke LTHMzEIN Sz
72, B LT AN IR T 007 &b M%BPRINEIND Z &SRB Sz,

5%

1M ;% — A B8 P &8 14

R L

<BE Ty >

Fischer (7/vE /) v MZ [MC] 7N v YR/ 7 % Imghkeg ODHETHREROK G L, 5% 24 B E TH
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(2)

)

(4)

®)

(6)

(1

(2)

KRR L, R FLr—var v 22— (LSC) MW THHRBREZNE Lz, ZORE, 7ArE) Ty
~OIRER, b e ORI R 20 D I REITIE & A ERI S Rin o 72,

it — R4 AR BA P B 1

Bl v 2/

<BE Ty F>®

IR Sprague Dawley 7 v T [M“C] 78 b AR /R7 % 3mgkg O HE CTHEBEIROKRE LT & X OREBITHZ
FHAM U7z, 8 5-4% 24 Rl E TO T v MBI B REIREE & BB (U P AU REIR EE O FLIX, 4E4R 13 H TIX 0.04~
0.42, #THE 18 HTIE 0.02~0.22 TH o7z, 4R 13 B L OULHR 18 B D% 5% 24 FEf & TITIR RICBAT L2 B
HEDEIE (%) 13, HEHHEED 0.01% U T Thotz, TRHLDFERERMNL, T v M [MUC] 7P R AT EH
AR ARG Lzt &, BRBICBITT D HEREIT D e 2 L AVRIR STz, JRIEH, JRIBIMAET GER 18 B o)
K OREMIMEEF 25 FITREEPRE SN b, TN U AT EBBRICBITT 2 LRI
7

Hir~DBITHE

R L

<BHE Ty >

$23LH @ Sprague Dawley 7 R [MC] 7N b U AR R B HERE OGS U, EHEO Lt k2 5840 L 7=,
#%3LH @ Sprague Dawley 7 MZ [“C] 7N b VAT % 3mgkg O ETHRBEIROBLG Lz &, ILitFo
HOREIR EEHERS R O ENRE X T A — &%, IR LHEBIL TR Y . Mg SRR I 53 2 Fit U RE D AUC,-
int FEIZ 0.94 TH o7z, P ROMIEF OMHTEIZEE UCREMEICHK L TEY, 78 r w703t
BATHRE 47, Fit & T O S eI X R O EHER T L 2 &b | F IS ST RE O R
TRNZ EDRIE ST,

HEA~DBITHE
MU ER R L

Z DB~ DBITHE

MMBERR L

<BE Ty >

Fischer (7/vE /) v MZ [MC] 7N YR/ T % Imghkeg DHAETHREROK G L, 5% 24 B E TH
REFRELL, LSC & AW THIRBRRE ZJIE Lz, [“C] 78 o VR T RO BURRITARRIC A oA L, K
BUANOFT X CTOMBE TG 1~4 FEHChREmBEICE L, B5% 1 FROMEY (HEEZR) B
JElg TR b @ < UMSEHIREDK 11 %) . IRWTEIB, B, O, 55 TR M. bk, P, S8olETh -7,
BeH% 0.5, 1, 4 24 BEf]CoF B ML IX 2 Eh 1.56, 1.80, 2.24 K TN4.30 T, ZEVHETH 5 EHE
PIZT N bR ARSI PMRRF SN D Z ENREBI T,

MmFEAFKEED
TR a R T D in vitro TOE SR AREAFRIE 0.05~50ug/mL OFiPH T EIIKIFEET 96.3~96.6%TH

>7,

e

KRB R URBERE OABAT—42) 2

TERERZA 6 B [MC] -7 /N ba AR 87 20mg ™ ZHEIR O R G L7z & & mERIc st S e s o7z,

#9 88% I FEHICHEIL S AL, ZFD DB 33 5%MNRE(R, 43.8%3 4-E Rr XK THoTz,

1) ARHEIOER STz AL ORI, MRS R BN T % TE LT DB HEIFE BB 21T B i/ IMRIBAME O S 1kt L
TIX 40 XX 60mg © 1 H 1815 HIEHES-. Frfgeth B OMEME a2 M i IMGBAME IS kT L CIaplE G2 L LT 20mg D 1 H 1
[\, Fm G aiE40mg D 1 H1EITH S,

REI-EBET 2EE CYPE) OnrFE, FE5ER
T 7 CYP 4 FFE (CYP3A4, CYP2D6, CYP2C9, CYP2C19, CYP1A2, CYP2B6 K} CYP2C8) ™ 5 5., CYP3A4
K ONCYP2CO BT /N ha AR AT ORFE CORLRIGH 2 5 EE ST Th o 7=, fHMliL7z 2 2® CYP 71
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1

2)

©))

(4)

10.

(1

D 5B, CYP2C9 (FARIEYZ 5K 76.2%) N7 Nk R X7 DY Z4-v Fa I AROAERICES 425 EE2 CYP
S7HE,. CYP3A4 (FHXTHIZ 53 82.9%) X h T v R4t Rua X ARDERICEET 5 X8 CYP S Th-o
726

CYP & (/n vitro) *?

TR URARZIZE D R CYPIA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 } X CYP3A4 O invitro #5EHEIC
DUWTCEHM L7255, CYP1A2, CYP2C8, CYP2C9 K () CYP2C19 %549, CYP2B6 KU CYP3A4 (Zxf L CH3
WIEEER AR LT,

CYPPRE (/n vitro) *®

TARBYRAE, B MFI 7 v Y —4%0 CYPIA. CYP2B6, CYP2C8. CYP2C9, CYP2C19, CYP2D6 K *
CYP3A {EMHIZK LT 50umol/L F THE RHAHEEM L RS T, CYP2EL J&EMEIZ%T L C 10pumol/L ¥ CHAZE 7055
APEERZRE R -T2, £72, 50umol/L £ T, CYP2C9, CYP2D6 F ¥ CYP3A & PEIZ X L CHERKAEAIBEE
(TDD) 1EHZ RS 2D o7z,

PELEBMNROAREEVZDEEG
DRI L

REYOFEORERVEMSL., FHELR
gk L

Bt (MEAT—%) ¥

BERER 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,

) ARANOERBE NI ER OHEIL., FAE0 e BlmmFH 2 TE LT 2 1@PMEFRBEF 31T 2 /MR E OB o3 L
TIE40 XL 60mg 1 H 1815 ARG, Fgert X O s e i s (e LIRS L LT 20mg D 1 H 1
E# 5, EEEbGREZ4mg D1 B 1 ETH S,

S U RR—2—IZBT 315

Invitro BERDFER, TN MY AT L Pgp OB TH D Z LHRBEINTZ, T8 AR AT 1L CYP2B6 KT
CYP3A4 7255 < % L UGTIA1 K TVUGT2B7 #55< fH5E L7z, 7/ b 1 7R3 71X BCRP, BSEP, MRP2, OATP1B3,
OAT1, OAT3 },TXOCTI #[HZE L. P-gp. OATPIBI, OCT2, MATEl & X MATE2-K %55 < B3 L 7= 3439,

BEICKBBRESR
MR L

BRENDERERTVBE

Bl EEE

<FFHER B TFE 2 T8 L TV A B MR BEF T BT 5 I MRBAED S E > ONEANT —2 2 5ie) 9
1R E & £ O IR PEIFR R D AR A A W I REERTSEM BN EAENTIC L D HEE L7z, BHRBIER & (CLer
90mL/min LA E) | B OBHERERE A (CLer 60mL/min BA k= 90mL/min Ai5) & OVR 45 EE O BB hef # B #% (CLer
30mL/min LA |- 60mL/min &) (ZAH] 40 ik 60mg ZBEHZIC 1 B 1Bl 5 ARKEROFTES L& & 0EYEES
FA=HIILUTDERBY ThoTe,

BEARMBEMANTICE YHE L M/MUBRDEZ# S BHUFREEEOBTHRERESTOREINOENEE/ S A
—45

TN bhaRRT

e CLcr (mL/min) Coax ™! (ng/mL) AUC*!~ % (ng - hr/mL)
=
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90 LLL (n=71) 172 (56.8) 3670 (55.4)
40mg 60 L1 90 Kiifi (n=26) 156 (69.6) 3260 (76.2)
30 BAE 60 i (n=14) 199 (64.3) 4290 (62.3)
90 LI L= (n=104) 219 (63.8) 4670 (64.8)
60mg 60 LA 1= 90 K5 (n=37) 289 (77.6) 6060 (83.3)
30 L 60 Kiifi (n=15) 186 (112) 3750 (122)

X1 BAEAE RTAENREY)
X2 EFEREETO 1 B0 o AUC

<FHEIE K OB PE SV M MR E > GMNEAT — 2 & te) W
181 ITP ORIRE XTI & S 2 12O O REMER B REARIT O — B & LT, AARN R USHE A OREEEHERE |
WO SMENABHE ITP B 2 i RICBEBREE DS B A7l U7z, AMATRER LV . 7N b e AR T O3y Eh iR
EAE [CLer M UMEERERIKIEIHIEEE (eGFR)] DA EMEZE LTI RN LAVRENTz, Leh- T, HiKiE
BELZHTOHHERE ST LT N ha w7 O HERESIEIRE LB 2 b,

(2) FTHEEESEE NBEAT—42Z258T) ¥
MBI % £ 5 18RI R BB B O Bl & R o REE SR B BB ARAT 12 K 0 HEE L 7o, R O PR Re s e
(Child-Pugh 4338 A) . & DO ITHEREREE B (Child-Pugh 4338 B) } OVEEFE O ITHERERSE # (Child-Pugh 4338
C) IZAAI 40 X 60mg ZEH%IZ 1 H 1[0 5 HEIXERAREG Lz EOFEYBIRE T A —F T TD LB T
HoT,

BERMAEYEBEMENTICE Y HEE L I/MURAEEH S BEFREEE O HERTOEER DEMERE/ S A

—4
TR E VRS , _
Child-Pugh 77 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)
C (n=17) 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)

M1 BTEE CRAERE%)
X2 EHREETO 1 HH7- Y @ AUC

11. Z0fth

DRI L
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VI. 2t (FEARALOFIESE) (ICEI 51EH

[

ERNBTEFDER

RE SN TWHRN

|

2. ERABLEDER

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,

3. MEEXIIHMRICEET HEFR L TDHEH
(V.2 DEEXEHRICEET 5EE OESM

(V.4 FZERURA=ICEEYT 5FE) 0HEEBR

5. BEELGERWIE L ZDER

8. EELEARNIE

<zheet@>

8.1 M/MEEN EFHFALL T ThH - THIMRENRE SN TWETo®, BEE+5I2iT0, MBI h b

HPMABIEDFHBIUCERET A Z &, [11.1.1, 15.1 2]
<HENEGBEOMFREFELTVIEERERRERFICH T 5 /MUHMEDRE >

8.2 BW FE OEATRN XM/ RIS+ 28Nl CnA Z L 2R THZ 8, AFlz&ELTH, i

FHOERIEE L+ 72 fi ML OB E S e WGE R H 5 7, HBNZ IR U C i/ M o> ¥ &
FTHRE, WURHEEECDLZ L,

8.3 B FHAL T IARIE 2 3 LI JEGI NS Sh T\ A 72, AR SB%IIBIEE2 01275 2 &,
[11.1.1 ]

8.4 AHKIOE G T UL H IR M/ MR A G- BRGRTOMICIEIR T 2720, SiftE L 72 2 alaetE %2 %5

&L TBIEEZ 34T BN U Tt & 2175 2 &, [17.1.1, 17.1.2 &)

< EHGtE R OB S M I /NG A E >

8.5 AKX, MIEEBDOIRIRIC TR E R OEMOb & THATLZ L,

8.6 AR HHIL, EMMICM/ M ZRIE L, f/MIEBEARED BEEE T2 LV EB X I EE TR AFA

OWEXIIHREEZZET 20 EEBETHZ L, [9.1.1, 1111, 151 5]
8.7 AFIOELHPIEIC LY M/ MRBID 2RO D Z END D120, AFIOPIE 4 BRI/ M % I
HEFTDZ L, [11.1.3 2]

8.8 AF & &L M r AR T URFEREBEIIT, BHOLT 7 U UMD AL O b &2 T S 5 ]
REMED S 2 DT, RENOE G BRAERTIC i\X%mW@(X%m%%ﬁx)fﬁm%(me F 1. ER R O
IR) R ORERAR BRI OB E 21TV, 2 TOMIKROBERTOF®RE +o8IE T2 &, £, KA

Fe bk, RMIMEE CRMIMBHEAR) . 2k GRiEk, BiiEk& O M) & OREIRIR i EkE o
41 [BEEBRICERL, £ TOMKROERER KRB OFESEBIET 2 L, (1112
el

8.9 brUARRTT UZFEIEBIEICIL, BEAF OB B A BOE GRS O i i MRS 2 14T S 5 FTREME S &

D,




(M

(2)

©))

(fifa3)

<Zhhe >

8.1 AR TRO N FEFNHERE LT,

<FFHER B T 2 TE LTV DB MR BEE T D il MRIBAE DO T >

8.2 WEDHNZ, AA G L o TS+ L TnWD 2 e 2R T2 FIEE LTRE LT, Eiz,
AR E G L TH o7 /MO INNE BB WIEENH D 12O E LTz,

8.3 AR TRO LN FEFNHERE LT,

8.4 M /MRENI—EMIMZ ICRERTOMEIZREY . BHitEOIRES TICR D 72O E LT,

< FFAGE IR B OV G 2 4 1/ SR A S >

8.5 FEitE L OMBME ITP 1%, MIKFIROAVIIFE TH D Z L b, JBHIZH Tz o TR B ORI 5y e k%
AR OEMOLETHHATLIZENEE LN ENGHRE LT,

8.6 AAX, M/ izE BRICAEEZFHTL2LENDLT-ORE Lz, FrC, M/ MRENREO BEE L~ L%
B IHAEIIMARIEDFBEL Y 27 BREmE D Z b, i, REORFHI O W THEENLE T 2 B TRE
L7z,

8.7 ARANDEHF I X B i/ MIBNEDEIED ) 2 7 BB LikE Lz, £, HEOHEOMAD D, F
R4 4 B RIFR B VBN il MR DORNE Z T 5 Z BB ELELEZ | BRE LT

8.8 AAX, TPO ZHKIEBITH Y, BHO LT 7 U U BHEO L ORHELOEITO U 27 KDY, A&
WT, BEEASBITHRE LT,

8.9 TPO ZAMIEENIKILZ DOIE BT > b Bl X QM@ ITP B (23U CREAFE O MIREMENE S 4 617 S 25 o]
BN DD Z &N LEHEESBITRIE LT,

BRENDEREZRIT VBEICHT IR

BOHE - BIEBEFOHLHESE

9.1 &6HE - BERZFOHLEE

9.1.1 MitfE, MREREZTATIEBEREITNCOBRERZETLHEE
MARIE T MARTERIE DRI Y 27 BNEL b BENRH 5, BERBR TIIRA S TWD, (8625
]

9.1.2 MRECPHRBERTEZET HEH
S RMEMMIEDRRA T BEEVRTFIAT VLR 7o b By G0210A £/, Hfikmr vr Xk
BAE, 70T A2 C XL S KBJER E) XFg RIEMAREDORRRF GV VIEEHMIERIER L) %
BT HRE T, WRETMARERIE DRI 27 BNEL R5BZNNH 5,

9.1.3 MRMFREEMET LTS EE
MARAE T MARFERRIED I Y 27 NEL RDBENNH 5, FHEMRBLILAN TH %2 T3 5 M/ i
DNE Z R D BT BB R & U2 AR CIE MR ML SR 2 10cm/B A0 0 B A st S, |
PESOIEVE I/ MR E B % 5 & U 7= BRI AER CIEPIARIE TCHEE B8 3R ST B,

(fiRz5)

MARIE R AR FEARIE . S RNE R O RAE MARIE 72 & MARTEAIE O ERRIN T2 H % B, MARMFAGEEME T LT

W5 BEIL, MARESUXMARIERRIEDHBLY A7 BNEL RO BENRH D, o, REEEIZL D | /MR TE

HEHFALU T Th o THIMBIENRE S TS (VI-5. BEALAWEZ L ZT0Hb] 0EBR), Uboz b

MHRE LT,

EaelEERE
RESIHTWRN

ATRelEE R E
9.3 FFiEEE
9.3.1 BEDIHEEEE (Child-Pugh EC) DH2HBHE
B AE R PEICHET L, 85 B HARBEE T 2 L,
()

XHD




HEE DTSR
Child-Pugh 5>48%

e R
Bz

BAANZEOEKEERESE 3B G
I+% Child-Pugh BRI HA - L AR HF—E|& %10

FETOMARBRIZIBR SN TND Z &0 D
Frfm L AR A —E

HE LT,

IFUTo LB THoT,

FHER : ADAPT-2 EABR) RUBHNE

3 tHEtER (310

FHER : ADAPT-1 ERBR) IZH

NR—=2 T A OIM/IMIEMEN 23— b

NR—=2 T A O/ E 27— b

(40,000/pL i) (40,000/uL LL_E 50,000/pL A1)
77 R TN bha U RRT 77 iR TNk RS
(n=91) 60mg (n=160) (n=67) 40mg (n=117)

Child-Pugh
5yHA

29.4% (15/51 1)

73.1% (68/93 f5i])

38.9% (14/36 #))

85.7% (54/63 f51])

23.7% (9/38 f51)

62.1% (36/58 #i))

29.2% (7/24 f51)

90.9% (40/44 1))

2/2 f5

3/7

2/6 i

9/9 i

YHE C WeBRE O M/ MR DO HERS |

1IN

NR=2F A DM/ NEEPMEV 2R — & (40,000/ul i) @ Child-Pugh %)
oA 8, RSBl TR O A8
BoO—EE U TITRT,

. Day | 2SRRI 2B A F4L F T HE KR ORI 28U FH O ff

311 REEE U 310 HERICH T E2R—X 54 VO M/MMREHAMELNT7/R— b~ (40,000/ 1L Ri&) @ Child-Pugh 5748 C
WEBRED—E 0
) /e (/ul) 72| Day 1 76
LS TN /R ] ) FERE 72
X R FPRgEI 7| L) TR 72 )
NN 1R wia | pays | B . > T I — Bl F) FH D
P L 1 " Tk
THH A FTOAK
20 7Ef. . o KIGNHG R
TN ha RNy
HAL o 26,000 | 32,000 | 32,000 i AJ 10 H (RBHRY 7 hI—,
otk ne Htdn )
30 7f. ) o
TN B RN
HAL 28,500 | 31,000 | 63,000 i ] 10 H R E
60mg
Lo
40 %A, . C o
TR koA YA RS R A
HAL 34,500 | 31,000 | 59,000 H ] 12 H
60mg (M7 L)
Bk
50 mft, . C
. VAN =2 Va4
7T AN 22,000 — — B — — —
. 60mg
5
50 kL, . < eor PN Ak
VA= VAV
HAL o 35,500 | 42,000 | 42,000 b3 wJ 15 H (RIBEARY T FI—,
peaes e b L)
50 Rt . o
VAR N =2 Va4
Z DA, o 27,000 | 24,000 | 36,000 H wJ 10 H PR
2 p e
60 71, . L
i TN ha RS
TIT 27,000 | 25,000 | 46,000 H ] 12 H R E
60mg
Lo
50 R,
N RS LS NS T
HAL 7 7R 38,500 | 60,000 | 64,000 e nJ 10 A
R
Bk
60 A, . RS LS NS T
IR 31,000 | 34,000 | 36,000 e Af 10 H
DAl R
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(4)

®)

e |

¥ Day 2 [ICHREANFHHL (T8 ha RS L ORBEBERIIEE) .

Child-Pugh 3 FRNZ AT A EFLORBBRGIIUT O LB Th o7z,

R BRI D 7= sH 1l

311 EABR K UF 310 EXBRIZ &5 (+ % Child-Pugh BRI AHT-HEBRDORZKR * ' L RNERRHT 5t G
Child-Pugh 4358 A Child-Pugh 73%8 B Child-Pugh 73%8 C
i < NI VAN N = IV A T/4 I A/ o NI A N N = IV A S/ I i e e NI B A N N = B A 74
(n=86) (n=155) (h=62) (n=102) (n=7) (n=16)
TR TOFEFEL 49 (57.0) 76 (49.0) 34 (54.8) 62 (60.8) 3 (42.9) 10 (62.5)
TR & o K T BAR
NEETERWVWEE | 10 (11.6) 15 (9.7) 10 (16.1) 11 (10.8) 0 (0) 0 (0)
Ei=d
EEisEo T 1 (12) 0 (0) 0 (0) 0 (0) 0 (0) 2 (12.5)
HEFG
HERAHER 5 (5.8) 7 (4.5) 9 (14.5) 10 (9.8) 0 (0) 3 (18.8)
CTCAE Grade 3 241 6 (7.0) 12 (7.7) 9 (14.5) 13 (12.7) 1 (14.3) 5 (31.3)
DEEHFLR
e 5 IblcE o7
F—— 0 (0) 0 (0) 0 (0) 1 (1.0) 0 (0) 1 (6.3)
LA 2 (23) 1 (0.6) 0 (0) 0 (0) 0 (0) 0 (0)
Fopuit =S
Bl (%) MedDRA ver. 19.1

% : MedDRA SMQ TZE#td6 X OMke A N b ) ICEYT 5 HS:

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

ZLUTIORT,
SMEHEBEUVIRBRICEWTEELHEESESR (CTCAE Grade 3 LLE) ##HIFL 1= Child-Pugh 9% C #hERE D —
B (7ALOVRASTEERE) 00
(RN N - BHEHRLEAL HERR CTCAE Grade/ R
R (MedDRA FEA3H) F IR RSB AR (0 B %)
50 AL, Tof, | TN e URAS
liEREaiEgna 12 HA Grade3/BH5# 722 L mIfE (40 HA)
B 60mg. 5 HI#
50 A, HAL VAN = Vav4
I B i 34 HHE Grade5/BH5# 7 L e (34 HA)
Lotk 40mg. 5 HH
. SN 1. HBEIEITH D D
50 Ak, AAL TR R RN L BE IR H i 1.32 AH  [1. Grade3/BHiE72 L E@ (G2 B H)
,f
Bt 40mg, 5 A R. ZiRastSiERSEMEEE .34 AA 2. Grades5/BiE 72 L
2. 6T (40 HH)
50 . TUT AN TN e RS (1L B0 1.27 HH 1. Grade3/B#i 72 L 1. [E14 (55 HH)
Lotk 40mg, 5 HE . MufiE .27 HA 2. Grade3/BHi# 72 L 2. BIE (55 HHE)
ORI TETN TSR KT, G| 1 HH Grade3/B5# 72 L mE (36 HH)
O 2 m
(AN, Kkt | some sam | e

X IR OB H 25O B

HIEREERT OF

RESIHTWRN

bt

MedDRA ver. 19.1

9.5 BE4F
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B EOFIRMENGERYEE LRID LB SN D EARICOREEET D2 &, IRET v N CTHRBBITIEN MR
NTns, £, REERMO VXK ART v &2 AWZAREAFRERBRICBW T, BAREEZHE 22
RTECIRIEFENRD SN (BHEMEETCOVTFRART v hO AUC IZESSIBREIT, & NOBRZED
35~53 fi5), WEFRRHALORATO T v M & RO AR AFZERRICB O T, WERERA B2 5 0RE
THAEROAFERIK T RORERLENRD biiz (HAERICE T 2 BHERE COREY R OHIAE RO AUC
WCHESIREREIL, b FOREEOZNEN 14 KO 5),
(fiRz5)
RIS AE MR BR T, M ATEITER D BN o T2 b DO B CIFEH DT R K O R IBIRO-EN
i 17

T 5 ENMERS NI, BLEOBBNG, RKEEFHEZRE LI,

O£

9.6 RELIF
BRLOFRMER O RAREBOAEMELZE L, AL TP b2 a 4252 &, T v M THIBITH

BRHHITND,
(fiFt)
AENET v FTHABITERRBO LN TEY, B FTHLZOAMEMENRZEZ LD I ENDLRE LT,
(N MR
9.7 INR
INREE G L LT BRARBRIT TN L TV 7R,
(fi#aL)

MR TOEMEBRD 72\ 2 L HRGE LT,
@) =mEmE

BRE I T2

1. tHEEHA

(1) HEZEREZTDIER
BRE I LTV 20

(2) ftRZEEELZDER

10.2 $tREE (BFRAICERTSH L)
AFNELFEIZ CYP2CY U CYP3A4 IZ X W (REfah s,
SEH 40 % FRPRAEIR - HE (& 715 B - fERRIRT-
BV IUEHRRED CYP2CY KON CYP3A4 (AR D MR EH- L, BWERAER |24 6 OIEAI%A CYP2C9 & U CYP3A4
OREEAR] (7 va) >y —)LVE) 95 e B D, DRBIEMEZLE T D720, KA DM E
[7.6. 1672 &[] RN AT D REMER B 5,
FRUNSIHFFRELD CYP2C9 KUY CYP3A4 [RAND MR EME T L, AR OFZME |2h b DAL CYP2CY KT CYP3A4
OFEAH] (V77 v %) DAEES T D FTREPE B D DORBNEMEZFHE T 572D A D H5E
[7.7. 1672 &) IR ENME T35 WTREMED B 5,

(fi#z3)
BT FLEE D CYP2C9 U8 CYP3A4 OFER] (743> —/L%) 73 CYP2C9 & ) CYP3A4 DR EHENE % R
EI D0, AAOMIEPIREDN ER- U, BWERAHEBT 2 TR H 2 Z M ORIE LT,
PR SUXHFEEE O CYP2C9 KUY CYP3A4 OFFEA (V7 7 BV %) 5 CYP2C9 LT CYP3A4 DRENEM: %35
B 5720, AAOMIEPREMET U, AJIOFZVENBE T 2 MR H D Z ENORE LT,
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M

(2)

2R

11. Bl¥eA
WORERRD oD Z ENHDDT, BEETDIATV., BENED SNEGA TS 2P 57

CHEYRILE T D 2 &,

(figeai)
AFNOEERFRER THEL L IZRBIEMICE SV TRROE LT,

BRIEIER & MEARE IR

1.1 EXGEMEA

11.1.1 MigfE. MEERE
FIARIMARIE (0.3%) . MMZEHd (0.3%) . FOMOBNRCUTFHARIEE BEERY) B"bobhdZ &ind
%, [8.1, 83, 8.6, 15.1 Z#]

11.1.2 BSEERME GEETH)
BEMHIER S DO D Z LR H D, MEROBEERE LMD 2RO 5T, KRO&L %%
ET5Z &, £, BHHALREOHEROT-OEHILER - FHROE0ETEE2BEETHZ L, [8.8 5]

11.1.3 Hi (0.3%)
AR OF LG IEZICHnEZA LD Z 03D, [8.7 5]

(fi70)

T M/ NS IE 2 £ 5 B PERTIR BB E 5 & U2 RaRER (310 3Bk, 311 3XBR) . 181 ITP BEZ x4 &
L7 RREER (307 3BR) THRBLL7ZEIEAH KO CCDS ITEEDSWTRRGE LTz,

11.1. 2 RFNX, TPO ZAEMIEEIETHY | BHOL T 7 U UBHEOIER &K OBHLOEITTO U 27 RN, REIC
SN, HFEEBEITRE LT,

1.1, 318V ITP BH 1BV T, AAIOFGFILZICHMEZAE TS Z LN H DO E LT,

T DD EIERA
11.2 ZOHtDEIER
#HEAMNKDE 1-5% 1% SEETH
Mg LY v % 2 1
P
E e NN fE R B P H 1
—i% - EFEER L O EY FEEN KA P A
£ SR IIARRIN =
To s R WEGE (225, B, B
FHE D, RLBE, NHIHVRNE,
BT O FEE, BRIRE
7. AmERE, SR, 2
W72 L)
RBYSER L AR FURTESS . ARGE R
JiE
B, R L OYLE s
EPFHE
R L O%EEE &7~ Y ¥ AfdiE
BEKAR LIRS 5 AL B
R R
R R o SE
ME g, HERIS L ONE E=Xantiil
b b
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B2 6 KOV T AL AR HA if

b

(fiF7n)
MR E 2 £ 9 1B PENTR BB 255 & L-EIRERER (310 38R, 311 3BR) . 18 Vs Pk /MR fE R
RS L UI-ERARBR (307 38BR) TRBLZBIWEA KON CCDS IZHESWTRE L,

9. BEERBREFBRICRITTHE
RESIHNTWHRN
10. BEiE5
13. BEERE
13.1 fE4R
M/ REERNCHE N L, M i mig et S HEEZ EZ BTt hnd 5,
13.2 W&
WEBGNHAE LG E, ERI3bN2GATL. AFloRE 2R IE L, BFORER O/ MOk % +45
L%w&—ﬁé_tOEUWﬁ®ﬁFﬁ BENLLEEE. 7. AEROHEBICEBETAER] IR/,
AFIOIEREZFHTHZ &, TR AT ORFPPEMBITN 6% TH Y, MFEEOKEENIEL, &
Pric & ABEITETE 220,
(figs)
L%&ﬁﬁ’ o /R S AN BN U, At T AR AR O R IHEZ R Z TBZENNH DL Z ENOLRTEL
2o F72. BERGIZE L TORAOFIE - FEIIZAR D %R 2 A LT,
1. ERLEDZE
14, BRLOXE
14.1 ERIRMFEFDOEE
411 7V AF—— OOV LCIRATAE2BETSZZ L, v — FORBAICE D, BWGLAEIARIE
FEEA~HIA L, FIZIZFILE R L THRIARZEOBEERAIHEZ T2 2 L3 H 5,
14.1.2 IRAERNC T Y A2 —2— M bl 4+ ko452 &,
(fiF7n)
1411 7V AF—— NAEOIRATO— RN BEEFEHTHY, 7V AZX—2— FOBRIMTIIRE LTHEL
776
14.1.2 RDEBELELZITH I EDNRINTWNHZDRE LT,
12. ZOMDEE
(1) BRERFERAICEDCIER
BRE I LT 20

(2) EERAREERICE D IEH

15.1 BREREAICE D < 1E#R
TS M M N B iE B 2 KB FE N S LT MEAMER R SRBR (E5501-G000-302 3R, E5501-G000-305 7t
Bk, 501-CL-003 3Bk, 501-CL-004 3ER) OHEAMATICIT D IMARIE - MARZERIE DFEBIEIEIL 4.7% (128
Bid 6 ) THY ., TONKFE, WA, GEEFARMARE, EEIRMARE, PIARMARE, MIERE, O
JE, MARRENAREAZE, —BMMEMEMBIETH 572, [8.1. 8.6, 11.1.1 ZH]

15.2 FEERERERERIZE D  1E#R
AENTE FROF R D—PSAD b o o RRTF RIS LRAMEEZ -, b FROTF Ry
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— LIS OEMWI R L CTIRBYE M 2R & 720, 2 O72 03 RBRIC BT, SRS R 9 D I AT
STV,

151 B MEGRZR M M/ MR E B 5 % )R S il S 7=/ G AR aRER  (E5501-G000-302 385k, E5501-G000-305 7%
BR. 501-CL-003 3XBR. 501-CL-004 3XER) TIH L 7-MASE « MARFERIEICE T S EWERICESWTEHREL
7=

15. 2 FEMERBR CEEIGIEIGER T 2 IR I T v 2 & 2 ERIR kT 2 720 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—ILtSyFH S5 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 B4R (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 UIEREEEICT 2R (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 2R (Sy k) ©

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 B4A (1 X) 0

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) BEHRSSEHHRE (Sv b, HL) D
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
() REHSESHHE (YU, Ty b, HL) @
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,
g G- 30mg/kg VL IRV T, BRIC AR
HERER |7 > N/ an | am 0. 3 (K . 10, HE - 0 75k, 100mg/kg LL BBV T, BHEL
P4 | ™ |30, 100, 300 () |4 12 Pt BT e A R Y AR D E RS
W B LD FED BT,
AN _— 80mg/kg (ZHV VT, EAEED AL 72 4
Y4 N
Sprague | #%&M | 133 [0, 5. 20, 80 & 15 o/t 20 b2 MIETA MY RED |
Dawley () BB,
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320mg/kg BEIZR\WT, 1 BIS3ETE
L., 78 hua iRy L oEE w4
7w N e - i ICRETHZ LT TE ot
Sprague | #%M | 133 [0, 80, 160, 320 10 PR —* 80mg/kg LL Rz W\ T, BRI DOZE L &
Dawley FAUTPED MIET A N U RED AR
R bhvlc, ARBRIZEIT 5 MTD 1%
160mg/kg & fllr 47z,
N _—— 80mg/kg L 2R T, HHEOZE L &
Sprague | #&0 | 263 |0, 20, 80, 160 & 10 Fo/iE 20 FAUSHED MIET A NV RED L5
Dawley (M) 2D bz,
100mg/kg LA EIZHRWC, T A WY
VIRED ES (HE) &S HREOZ L
MNREO LN, 2SO I an
I Ch v, 4 BMOEHEMIFEKE TR
S 0. 3. 10 100, T - 0, RO EARRRFE AL E RO TIHR L
N=r A &o | 4@ 1000 % 3~5 L/ <3 7oo EHIZ, 100mg/kg Lh EIZBWT,
g T IR VY B K UMt D> 3 BB A& i I BR R L
THMEIH OBEFE/ AN, 3mgke L EIC
BT, WD ZEPEMEZE D580 b il
e Zh b 02 bR TH
72
Fv/ - 15mg/kg £ TIZRWT, HEICHEET 2
=T A &0 | 1338 |0, 1. 5. 15 ) 15 LEZONDFRTNEFHRITED b
o % 5 JU/BE P
45mg/kg FTIZBWT, BARERFME
R L7z, 15mg/kg PLECIEE EIREKIC
i e - HE 25 B OV AR ME b B AR P R
H=r A O | 5238 |0, 5. 15, 45 Jp— 5 45mg/kg TITAEIEZENR & MIET A U >~
g WED EAPRD LN, BICRDH
AT 4 TR O EHE IR TR X
WErEE LT,
X EEMEEOHERITDR T,
Q) Bi=EMRE (n vitro. v k) ®W
o KR B W 4 P
HHA 3 AR bR
I 2 VT2 18R 2R R (Ames iABR) | invitro — 1.5~5000pg/plate =3
;i{; In vitro Yo A2 H 3R in vitro — |6.25~200pg/mL fati
R S b . . 0.25 () . 50 () . 70 (i) . 100 (#) . i
200 (M) . 600mg/kg (i)
4) DARMRER (TR, Ty k) @
AR B #h | Bh Bk 'L%»”JIJ‘\ S
HH B | (mg/kg) /Bt
60mg/kg FEDME 1 5] }2 Y 160mg/kg REDHE 1 Filod 2 FldH I
. BEHEWLE 7 v 28 FPEmAaEE (ECL) MIRRIERE 3389 Hiv
~ A/ ) HE - i 72o ECL MUMBEBIL 7 /8 k1 LR X702 K 2 R E R~
J #MA | 24 0,20, 60, 160 o
st CD-1 K 62~64 I/ | L VAU Tzm A A B M MIEIC K SRR L 5
Z BV, MONERERSORERR L A% 5 BEE 0D B 55 25 D FE
BEFEHEIMAER D B - 7z, 20mg/kg T 5(CBET 5
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LEZ LN D IESGHINEIRD bhigh o T,

N
Sprague
Dawley

|

24

0. 20,50, 160

T -
£ 60 PL/BE

F ORI~ 2
W L 2 DT, OISR e 5 BEH o JE B
A DI BUEEIEINERRD e dr o7z, 50mgkg Tlikh:
BT 5 &3 2 DD ISR bRt

160mg/kg BEDHE 1 51, M 3 BIlIC BIED ECL, MERES 1 6
MO ECL 338D bivle, Fiz, ZAUTBHE L TS50 KDY
160mg/kg BTl A BAKERI 2 BT 72 ECL MBI OB AL
MER® BTz, ECL MREEILT /S b a VAR R L DR

WCEVAUEEATA MY CIEICKE S Kk

(5) ERMELEBURBR (S b, 9yF) o0

. 5 h& PRI T B
AERTE A EIL7 B 5 ) T AL
R B (mg/kg) n/Bt (mg/kg)
B ASHECHAR O 4 S 100mg/kg F TIZIWT, H
AV N e 0 100 | )
Aif, AL E o . ) 7 v b OZIERECHIIR R
Sprague |#&M| 0. 10, 30, 100  VEGRE K O .
ZIRHER O 2B, Day 20 PU/E ORI e
Dawley A& 100
HERETO 58 & TOHARH 7z,
YIRS A | ZEHIM O 14 H 100mg/kg & TITIWT, M
B} 7w N WEEEE 2 100 |
B9 % Bl Hil, EALE L O it . 7 v D OZRRECHIIIR S
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XO. SEZEFH

1. ELENETOFTTIK
AFNL, 2018 4E 5 AITKRENZBWTHID TEB Iz, 2025 455 AR, KCkAE T 15 OFE T TRR SN

T3,
=4 KIE (2018 4 5 H7KGR)
A Swedish Orphan Biovitrum AB (publ)
M5t DOPTELET
FIE - Bikk Tablet: 20 mg
PIEERESIES 1 INDICATIONS AND USAGE
€730 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.
1.2 Treatment of Thrombocytopenia in Patients with Chronic Immune Thrombocytopenia
ITp)
DOPTELET is indicated for the treatment of thrombocytopenia in adult patients with chronic
immune thrombocytopenia who have had an insufficient response to a previous treatment.
MELOHE 2 DOSAGE AND ADMINISTRATION
(Hhi¥r) 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.

2.2 Recommended Dosage for Patients with Chronic Immune Thrombocytopenia

Use the lowest dose of DOPTELET needed to achieve and maintain a platelet count greater than or
equal to 50x10°%/L as necessary to reduce the risk for bleeding. Dose adjustments are based on platelet
count response. Do not use DOPTELET to normalize platelet counts.

Initial Dose Regimen: Begin DOPTELET at a starting dose of 20 mg (1 tablet) once daily with food.

Monitoring: After initiating therapy with DOPTELET, assess platelet counts weekly until a stable
platelet count greater than or equal to 50x10°L has been achieved, and then obtain platelet counts
monthly thereafter. Obtain platelet counts weekly for at least 4 weeks following discontinuation of
DOPTELET.
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Dose adjustments (see Table 2 and Table 3) are based on the platelet count response. Do not exceed
a daily dose of 40 mg (2 tablets).

Table 2: DOPTELET Dose Adjustments for Patients with Chronic Immune Thrombocytopenia

Platelet Count (x10°L) Dose Adjustment or Action

Less than 50 after at least 2 Increase One Dose Level per Table 3.
weeks of DOPTELET * Wait 2 weeks to assess the effects of this regimen and any

subsequent dose adjustments.

Between 200 and 400 ¢ Decrease One Dose Level per Table 3.
* Wait 2 weeks to assess the effects of this regimen and any
subsequent dose adjustments.
Greater than 400 ¢ Stop DOPTELET.

Increase platelet monitoring to twice weekly.

When platelet count is less than 150x10%/L, decrease One Dose

Level per Table 3 and reinitiate therapy.

Less than 50 after 4 weeks of
DOPTELET 40 mg once daily
Greater than 400 after 2 weeks of
DOPTELET 20 mg weekly

Discontinue DOPTELET.

Discontinue DOPTELET.

Table 3: DOPTELET Dose Levels for Titration in Patients with Chronic Immune Thrombocytopenia

Dose Dose Level
40 mg Once Daily 6
40 mg Three Times a Week AND 20 mg on the Four Remaining Days of Each Week 5
20 mg Once Daily* 4
20 mg Three Times a Week 3
20 mg Twice a Week OR 40 mg Once Weekly 2
20 mg Once Weekly 1

*Initial dose regimen for all patients except those taking Moderate or Strong Dual Inducers or Moderate or Strong

Dual Inhibitors of CYP2C9 and CYP3A4.

In the case of a missed dose, patients should take the missed 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 per the current regimen.

Discontinuation: Discontinue DOPTELET if the platelet count does not increase to greater than or
equal to 50x10°%/L after 4 weeks of dosing at the maximum dose of 40 mg once daily. Discontinue
DOPTELET if the platelet count is greater than 400x10%L after 2 weeks of dosing at 20 mg once
weekly.

2.3 Recommended Dosage with Concomitant Moderate or Strong Dual Inducers or Inhibitors
of CYP2C9 and CYP3A4 in Patients with Chronic Immune Thrombocytopenia
The recommended starting doses of DOPTELET in patients with chronic immune thrombocytopenia

receiving concomitant medications are summarized in Table 4.

Table 4: DOPTELET Recommended Starting Dose for Patients with Chronic Immune

Thrombocytopenia Based on Concomitant Medications

Concomitant Medications Recommended Starting Dose

Moderate or strong dual inhibitors of CYP2C9 and CYP3A4 20 mg (1 tablet) three times a week
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| | Moderate or strong dual inducers of CYP2C9 and CYP3A4 40 mg (2 tablets) once daily ‘ ‘

[E 4 B (2019 4F 6 H7KGR)
Eaxd Swedish Orphan Biovitrum AB (publ)
W5E44 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.

Doptelet is indicated for the treatment of primary chronic immune thrombocytopenia (ITP) in adult

patients who are refractory to other treatments (e.g., corticosteroids, immunoglobulins).

MEL T &
(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

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.

Chronic immune thrombocytopenia

Use the lowest dose of Doptelet needed to achieve and maintain a platelet count > 50 x 10%L as
necessary to reduce the risk for bleeding. Do not use avatrombopag to normalise platelet counts. In
clinical trials, platelet counts generally increased within 1 week after starting avatrombopag and
decreased within 1 to 2 weeks after discontinuation.

Initial dose regimen

The recommended starting dose of Doptelet is 20 mg (1 tablet) once daily with food.

Monitoring and dose adjustment

After initiating therapy, assess platelet counts at least once weekly until a stable platelet count > 50
x 10°/L and < 150 x 10%L has been achieved. Twice weekly platelet count monitoring should be
conducted during the first weeks of therapy in patients receiving avatrombopag only once or twice

weekly. Twice weekly monitoring should also be conducted after dose adjustments during the

treatment.
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Due to the potential risk of platelet counts above 400 x 10°/L within the first weeks of treatment
patients should be carefully monitored for any signs or symptoms of thrombocytosis. After a stable
platelet count has been achieved, obtain platelet counts at least monthly. After discontinuation of
avatrombopag, platelet counts should be obtained weekly for at least 4 weeks.

Dose adjustments (see Table 2 and Table 3) are based on the platelet count response. Do not exceed
a daily dose of 40 mg (2 tablets).

Table 2: Avatrombopag dose adjustments for patients with primary chronic immune

thrombocytopenia

Platelet count (x10°/L) Dose adjustment or action

<50 after at least 2 weeks of Increase One Dose Level per Table 3.

avatrombopag treatment Wait 2 weeks to assess the effects of this regimen and any

subsequent dose adjustments.

> 150 and <250 Decrease One Dose Level per Table 3.

Wait 2 weeks to assess the effects of this regimen and any

subsequent dose adjustments.

> 250 ¢ Stop avatrombopag.
¢ Increase platelet monitoring to twice weekly.
¢ When platelet count is less than 150x10%/L, decrease One Dose
Level per Table 3 and reinitiate therapy.
< 50 after 4 weeks of ¢ Discontinue avatrombopag.

avatrombopag 40 mg once daily

> 250 after 2 weeks of ¢ Discontinue avatrombopag.

avatrombopag 20 mg weekly

Table 3: Avatrombopag dose levels for titration in patients with primary chronic immune

thrombocytopenia
Dose™ Dose Level
40 mg once daily 6
40 mg three times a week AND 20 mg on the four remaining days of each week 5
20 mg once daily* 4
20 mg three times a week 3
20 mg twice a week OR 40 mg once weekly 2
20 mg once weekly 1

*Initial dose regimen for all patients except those taking moderate or strong dual inducers or
moderate or strong dual inhibitors of CYP2C9 and CYP3A4/5, or of CYP2C9 alone.
*Patients taking avatrombopag less frequently than once daily should take the medicinal product in
a consistent manner from week to week.
Dose Level 3: Three non-consecutive days a week, e.g. Monday, Wednesday and Friday
Dose Level 2: Two non-consecutive days a week, e.g. Monday and Friday

Dose Level 1: The same day each week, e.g. Monday

In the case of a missed dose, patients should take the missed dose of avatrombopag 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 per the current regimen.

Avatrombopag can be administered in addition to other ITP medicinal products. Platelet counts
should be monitored when combining avatrombopag with other medicinal products for the treatment
of primary ITP in order to avoid platelet counts outside of the recommended range, and to determine

whether the dose of either medicinal product should be reduced.
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Discontinuation
Discontinue avatrombopag if the platelet count does not increase to > 50 x 10%/L after 4 weeks of
dosing at the maximum dose of 40 mg once daily. Discontinue Doptelet if the platelet count is greater

than 250 x 10%/L after 2 weeks of dosing at 20 mg once weekly.

Recommended dose with concomitant moderate or strong dual inducers or inhibitors of CYP2C9
and CYP3A44/5, or of CYP2C9 alone, in patients with chronic immune thrombocytopenia
The recommended starting doses of avatrombopag in patients with chronic immune

thrombocytopenia receiving concomitant medicinal products are summarised in Table 4.

Table 4: Avatrombopag recommended starting dose for patients with primary chronic immune

thrombocytopenia based on concomitant medications

Concomitant medicinal products Recommended starting dose
Moderate or strong dual inhibitors of CYP2C9 and CYP3A4/5, 20 mg (1 tablet) three times a week
or of CYP2C9 alone (e.g., fluconazole)

Moderate or strong dual inducers of CYP2C9 and CYP3A4/5, or 40 mg (2 tablets) once daily

of CYP2C9 alone (e.g., rifampicin, enzalutamide)

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).

Coexisting medical conditions

Due to limited or no information available, the safety and efficacy of avatrombopag in adult patients
with chronic ITP and human immunodeficiency virus [HIV], hepatitis C virus [HCV] or subjects
with known systemic lupus erythematosus, acute hepatitis, active chronic hepatitis, cirrhosis,
lymphoproliferative disease, myeloproliferative disorders, leukemia, myelodysplasia (MDS),
concurrent malignant disease, and significant cardiovascular disease (e.g. Grade III/IV congestive
heart failure, atrial fibrillation, status post coronary artery bypass or stent placement) have not been
established.

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 DU SCE

8.1 Pregnancy
Risk Summary

79



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
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
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and for at least 2 weeks after the last dose.

BRIN 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

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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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).

4.2 Posology and method of administration
Special populations
BRI DRSS CE | 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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