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E5: THERETE
EZAMATHNEEE LIS UESIEER, MRTHITETHRES
e kEar. HERARESELHR. WIREME, BRE. fRIE. MEgD
BRR. REGEFSTONI KM, RIMESENERE. MRAELIAS
WEHEIE, NIFRR BB HHITIRNFEN, EEERKHR,

(25 m47K]
AT 3T A R

R mA R @EhniE (XOSPATA)
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AR it BRI TR R0 N IR i e
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H, 0
H

_ N\©:OCH3
H;C AN ° HO C/Q/COzH
2

&
3

NH
94 Ol

3 F 3 (CasHuNgO3)z « C4H4O4

s FE: 1221.50
[iR]
A, BR B E BRE .
[ & RE ]

A TRIT K A& 78 0 S Uk PRI 7 1A I 2  FMS AR = BRI 3
(FLT3) RAKE KSRGS R AR (AML) RAEE . FLT3
AR E RS [HEHE] .

(3% ]

40 mg (3% CpoHaaNgO3 1)
[FHERAE]
1. BHEEE

FEAE ) SR 5 B Je i 2R, B PEERAETR T AML 838 i 25 € FLAh A
I B E BEHAT FLT3 2842 (Y ER B B R [I TD] At 2 MR VMg I [ TKDD) o« R H
SeribE e (AL I 5 VR E A FLT3 RADIRES . L EEBE LI = [ FLT3 Z IR
AR ZE KA W oy FLT3 RASN B H RER A RIRTT ;s AL i Z K 25
(P ) AT R 2> w96 52 1 B B (8 P BIE FEPE PR B2 Wie U5 VA X A 1) FLT3 SRARIR
AREAT H AN, A 45 RAIE S B E 5 FLT3 RAZ W] 4k HI 24

2. F



H1 LA U V6 T 22 56 R B AR TR A S R IR 7 T EAT B
ZNTARY AR
R BRI R . BB KRR, AT BRRY .

A5 it NLAEBE R KLY [R]— IS T A o 2 AR B AE S Rl T] R 2y, W] BAAE
R PR, BN T — R THRIIR 2T 12 NIRRT AR . Ok H R 12 BT
RIS A IR 2 o dn SRAE R 2h Ja A A mint, SE AN ]2, HNAE KR H 4852 7E
JET RIS TR AR 2 o 9 IR AR 24 TR B s TA) AN A T 12 7

BE A M TR E (HSCT) JGHEFIFHMERAM (KD .
3. &

R T B R IRy 120 mg (340 mg D , AEH K,
15 28 KA. AT AT, P2 % R A IR 2 s
WIUR T2 . TR T A 2T, T, R R LU 7 AR
ST KIL T 6 AT R, WA 70 40 L I PR B

WAIRIT 4 TG ARSI LS LR ISR —, W NAE 28 5 i 52 5l R PRIUE
MR, K ER E 200 mg (5540 mg A 71D & H-—K:

1. B2k (CR, &N [IEKiAET X 3T

2. BRI/ E A 58 AL/ <100 > 10%/L], oAl b ik 15 3] 58 4= G2 fi
(CRp) ;

3. BRAAE MR N B s RE [P PR A <1 < 109/L], AR ERASAE /IR 5E 4
W, HAFHEIS R E 2% H (CRD .

RAEYRITITARRT, 28 LGS RIS, 56 2 Ma 7 MIRA 24, Mz
J& BRI T R AT 40 M 5ORN i AR A VPl CELFS UL B RIS .

NAELS TAMIRITTIRET, 55 1AM 8 RANEE 15 K, LARJRSE 24
FE G ar AT LA (ECG) el (WL DEEHEMI M [ARKMT D .
QTcF>500 msec [ & N E 136 77 F DL AR 77 B B i A sh iR 7.
#1.

T



R 1. ARAESREERAEGE AML BEFRSHEE. FETRMEHEN

R S e ]

LB o IPRELICLATE, W TR
SRR IEIIILRE /% (L DR )

o SUEIF I IR IR BT I O /

AEARFESE RS 48 /NI, DU 8 3 B

i

o CHBGERMEIRCEE 2 ¢ SEIRH, DI
(AL LA 4 B R

A I BRI 4 A AR o [FHHHEE.

QTc [a]#{>500 msec o  HEEINBBIEST.

e QTc AR 2 225 430msec 5(<480 msec
i, DA f70)& (80 mg 8L 120 mg®) =
B A I JE IR IT

%5 1 JE W% 8 K ECG fix QTc Ja] o 9 KRiHAT ECG ik
HI4EK:>30 msec o WNHHIN, FHRERHE I E 80 mg.
iR JR 98 FE IR o HIMIEEEBIIGTT, HEMIRIEIRE L.

o UIFHEIEHBELE M E (80 mg 8 120
mg®) FHIFIEIRTT

WA IRTT AR HAD 3 4% * 8l o HIFHEEEIRIT, HERMHHEANKER 1

mEE . 7% 2,

e UHmBRERBEMEMAE (8 mg =
120 mg®) FEHIFIEIRTT .

THRI 3 o 20 P A o I TR R TRACEE )7 AT RT 1 BT
i B JBIRIT -

o WRBHKLT), BHEBA>2 RAMBHEYH
16 5, HFHIAF] CReS, MIATLE HSCT J5 30
REFHIRIGIT

a. 18R PE, 20hE, 3™ E, 4 HE A,
H7 &R i 120 mg %% 80 mg, 53 1 200 mg 4% 120 mg.
GG (CRe) HIE X4 CR (CR E XN [ERRE D, CRp[%F] CR, {H
MM EA R4 (<100 X 10°/L) 1A CRi GAF] CR WIFTE brdE, (B ML B A 5E
4, PEFREE TR PRI R E<D X 1071, FEEASE ML MR SE D MR,

T2 et 7

¥ (Child-Pugh A %) BFEE (Child-Pugh B 2%) AT ThRETH 5 B 5 T 7
AR, ANEWIEEE (Child-Pugh C%) FFIhRein s B A, FoN
RIEZNBE AT 2 VR 2R (L L2430 7151 )

HL)FETR 2

. PEREKEERREEELHIEENE. MUEEERERE S
HmR ek (0 L3101 ) .



| #EE

v e SR 7 B JE AR LEE SR TR A 1 s e A Rk . DR, AN
WA ) L B A AR A

LY
>65 4 i) H LHRHBAE L (2513021 ) .
[ R&RM]

HI T 1 PR 38 A2 A2 B A A [F) 25 AR R 34T 1, BT AAS BERE 54 25 Wl PR il
RS B A B SOBR A A 53— A 2l PR ) 2B R LR EAT LA
LI PR AR e 2B A T RE 0V S e PR S ek oML R B I A A R

AR 2

XOSPATA &tk mngs (ISS) A4E—1 | Hi/I BAw 5 2215-CL-0101,
— 0 | B 5T 2215-CL-0102 Je— Tt 11 BT 5 2215-CL-0301, 1 319 #5252 & /b
— 7 120 mg i e T IR R EAMER YE AML BB R PR T A S I e A
BEREOWN, HERHRIT b A & & Fenmh 36 M GEFE: 0.1-
43411 .

Fh S R W (ORAEE=10%) WIFTA SR B NN R 2R R R
(ALT) Jh& (25.4%) « REAARALES A (AST) Jh& (245%) | 3%
(20.1%)  IM/NBRIRAIE (13.5%) A& HE ot 40 i osk /D iE - (12.5%)
MR B AR (12.2%) « B8Y5 (12.2%) . &0 (11.3%) . sl i f R i
ThE (11%)  $E= (10.3%) « EZMI T EfEA% (10%) i LR B IR 5 g T
B (10%)

P52 5 B R iR R R R T — B S BT B RN SR BT
B L CRAEZR=3%) [ AN )ROSR R F A b 40 ek /DR (7.5%)
ALT 5 (3.4%) A1AST FtiE (3.1%) . HAhEA KR CH™ EA R <N
FEO K QT AIAZE K (0.9%) AIw] i J5 #B i 45 &1E (0.3%) .

30.4% M EHEHT AR RN SHAAEE;, SEAHEENRT L (22%)
A B SALHE AST FHE (4.7%) « ALT FHE (4.4%) Rl gk B v s 4 o ok
E (2.8%) o 11%HIEFHRIA R [N FEGHE T M. 10%H) 32 BIA R SO



FHEOKAEZ;, SEUSZEE R (>1%) AR &MNZE AST JHE (1.3%) .

7F 113 182 Kt vatE AML #23% (COMMODORE #F 7%, 2215-CL-0303)
D PPl 7 XOSPATA Hu4e 4, HAauss 73 filh [ 3, XiBHz /b
Bzl — Wk 120 mg HHGEG JRIRIT . TERX T, TG T e 5 5 0 AL RRAE)
A 3.7 H (Gull: 0.2, 2450 H) , X5 1SS —#.

UNEYTANRIIES

N RIL IR A AEE A R HN T IR TS SR B A R . R AR A
FAlE R +oarE R (21100 F W (17100 BH<1/10) ; fHMH, (>1/1,000
H.<1/100) ; F MW, (>1/10,000 H.<1/1,000) ; +43% W (<1/10,000) ; K%
(CRIERAE A IR o RS, AR RS ™ H % w20
gy HE 3

£2. ARRM
. COMMODORE B4t (2215-CL-0303) 2
ghRetng ~ 7
o SHE B BT
120 mg, H—IX ,
B 120 mg, H—IX (N=104)
(N=319)
(N=113)
A |38 | WK | i | >3% | ¥ | FF | 3% | HiX
BYARKR | %5 | % SR | FH % SR | FHl % SR
)4 % % %
MR B R GER
%); NS JAN YAN
it 20.1 | 169 iﬁj 584 | 53.1 j:” 506 | 54.8 ;':”
i L i L i L
N R 4 AN AN
VAR | 136 | 116 i”\ 336 | 29.2 j:]j 317 | 317 ;':”
JiE i L i L i
R
PERIZHM | 125 | 12.2 o 14.2 14.2 o 15.4 15.4 i
- i i/ L
R o 5 T4
\ . . 202 | 274 | . 192 | 192 | .
. 78 | 78 | ®WL S 5
FRE L 2 it . +%9 +97
o 94 | 88 | W | 336 | 327 | . 308 | 288 | ..
A ok B0 30
LM 4 4 +4
122 | 113 | . 372 | 354 | . 375 | 375 | ..
FEAE e N L
H 4l o2 +9 +97 +97
10 91 | ., 363 | 336 | .. 375 | 375 | ..
FEAE e N L
SR RGR
S
%kjﬁ&& 03 | 03 | f® - - - -




o e A 1 COﬂIl/II:J/IODOREﬁ?‘i (2215-CL-0303) 2
120 mg, GH—K Ein e e \ BT
(N=319) 120 mg, H—IX (N=104)
(N=113)
i |34 | WiE | i | 3% | X | A | 234% | HiE
BYARR | 5 | % | 4% | &5 % 5K | FH % 5K
IDA % % %
Rt 5 EFERH
s | 6 | - [ wmw | 18 [ - [ww | ss [ - | ww
HRME RATA
KE 4.4 - W 35 - G/ 3.8 - g/
gﬁggfﬁ 0.3 03 | ML - - - - - -
LI 6.3 - WWo| 4.4 - w0 1.9 - G
WA B f b 6.6 - W - - - - -
DR B BIR
(f/: IFIRE 6.3 09 | ®I 8.8 0.9 w0 - - -
ORI 1.3 03 | W - - - - - -
OV R 0.9 - B - - - - - -
WYA-=3:3] 0.6 06 | AL 1.8 1.8 w0 1.9 1.0 G
iN=2 7]
s | 1o Joo [ ww | - | - | - | 1o [ - | ww
MR ARG IR
N K 34 - w0 0.9 - 15 0 3.8 1.0 G
I I X 2.8 03 | W 1.8 - w0 1.0 - G
EEREIE | 0.6 03 | 0.9 - 15 0, - - -
B i RG5R
. T3 T4y T3
i85 122 | 0.6 B0 12.4 0.9 B0 10.6 1.0 B0
Tl 11.3 | 03 ;i% 4.4 - wWWo| 16.3 - ;:i%
fEE A 7.8 - WOLo| 4.4 - L 1.9 - i L
, . T3
X it 63 | 03 | W | 53 - WOl 144 1.0 | ..
g/
JFE R G5
=R =1 /4 AN AN
E@gﬁ;ig 254 | 63 ;j% 204 | 18 :%I:jﬂi 106 | 10 ;;L
RERAIREA
R EETE | 245 | 6.6 iﬁ\ 25.7 - iﬁ 9.6 1.0 i
- g/ gl
FERRA B2 T R
s s | - | wmw | o7a | - [ww | 20 | - | wmw




o e A 1 COﬂIl/II:J/IODOREEH‘i (2215-CL—0303‘>) ?
120 mg, GH—K Ein e e BT
(N=319) 120mg, FH—K (N=104)
(N=113)
i |34 | WiE | i | 3% | X | A | 234% | HiE

BYARR | 5 | % | 4% | &5 % 5K | FH % 5K
IDA % % %
b Y INA R g Y A
ggg%ﬁém 10 25 ;_i 15.0 2.7 ;iﬁ; 1.0 1.0 i
g}gﬁg% i 11 0.3 %j_i 11.5 - giﬁ; 4.8 i
JE AR P 2.2 - i I 0.9 - 18 I, 1.0 i/
KA 2.2 03 | ® 2.7 - G
JLIRS 5.3 - WO 09 - & 0,
E%MW% 0.3 - 18 I, - - - 1.0 1.0 G
B R B PR R G IR

attps | 16 [oe [ ww | - [ - | - [ - [ - |
A5 B KA AL & R B

_ +43
i 103 | 09 | .. 1.8 - w0 2.9 G

C

AN 7K e 5 - WwHo| 5.3 i, 1.0 G
zZ7 2.8 03 | %W | 44 w0 3.8 1.0 G
i 25 - w0 - -

. - +95 +a
R 6.6 0.6 WL | 13.3 2.7 w0 17.3 1.9 B

1. BRI B RN R A GRS 2215-CL-0101. 2215-CL-0102 1 2215-CL-0301, %#=
#iEHBA 201849 A 17 H.
2. WMERIA R K A IRARFST 2215-CL-0303, FedEak ik H B34 2020 42 6 JH 30 H.

FrE A B R A

HHLEIE

FEIRRRIFT (2215-CL-0101. 2215-CL-0102 }% 2215-CL-0301) #3244
BITH 319 BBz, 116 (3%) RANLGEAE. SIS A E S B et
HIFEA ARG, WRAEZIEYT, FREfE K AE . AR IRTT
MEE T, SALREE ARG R R IVERE B PR A B s iR O
BRI AR . R ERIE I, AMEKM . BB R 4. H
3993 AT B 2 R AR PR PR R A B 2 1 B R . SR B SR RE A SR TT
TG 1R 82 R KA, FHFME B BN H4EMlE 2 0E . 7E 115k A5
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WEEAEREE T, 9B (82%) FEAMIAYY Jm B IR AR E . KT 5
WA AW, B2 UNEHE] A LESSEH] .

7£ COMMODORE %7 (2215-CL-0303) 1, 113 1{§l4%5% XOSPATA 5471
BEd, WEMREREIAREL, A 1 fEE (0.9%) K4 T eEat.

A1 A o e

FEIRRITFL (2215-CL-0101. 2215-CL-0102 }% 2215-CL-0301) 432 A
BITHY 319 G, 0.6% kA vl 5 M 8 &1 (PRES) o PRES s&—
P WL AT A 22 R G, R I PR, SER IO AE . Sk
IR SRS RGNS, e E IS . 21T RREIRIE & (I
[AER=EY A DEEFEH] ) .

1E COMMODORE #}f4 (2215-CL-0303) H1, 113 i35 XOSPATA J&77 I
BEh, WIETRERENAREM, F 1 HEE (09%) K4 T 2 HiEEE:
I P o

QT ALK

FEIRRITFL (2215-CL-0101. 2215-CL-0102 }% 2215-CL-0301) 237 75 i
Bleinyr HEA RS QT AR 317l 3, 44 (1%) EHE H I QTcF>500
msec. A4, FrEFIEATAH 124 (2.3%) ERMEMERE AML B 1R RRE
285 QTcF [E}H>500 msec (W [AHZEHEDY . EEFEDY A [Z4EFH]Y )

£ COMMODORE #f 7% (2215-CL-0303) 1, 113 {5]#252 XOSPATA 120mg
WHITHIEE Y, A 1HEE (0.9%) K4 T QTcF>500 msec.

(%=1

X AS 37 1R R 73 BRATE AT sk i B 25 . A I PR e o WL % 1) i i
IV &N=Y~Iv) DR

[(EEFR]
A EREAE

AT T BRI R EE (B IARRNM]T D o SR EIE S 558
A R E S AN A O, IR IR, AT RESE S AR A e . AR
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TRTT B LA 0 AR G AERE IR AT PR R IR 5 A8 L I PR e i fs AR
OEARE . A R . ARSI, SR K B DR 4
Fi8 9 ) P B S R A rR PR P G 2 R R R . SR S I iR T LA
JrTha IR 1 R%E 82 K, JFALERIFEAT SRR A 2 0E

IR REE I ER G AE, N4 THUZEKIR 10 mg, & 12 Nk, ik
CIV) g5 2y (RSB 0 1 A A m s J e 4 e o SIS T 8D ¥ 77 I i 7 51
1%, EEMRGME . WORAELS T K S I VR 7 Ja 5442 ™ 5 [ Al AN/ B0AE
IRERFEsEIE 48 /N, MINCEZA MG YT, EERMEAERAS ™ E oy ik (L
[HZEHEY M IARKRNT ) .

LR R 2 g I 328 T /D B2 Jo IS T I PRSP R, R T SIS T I 10 45 245 R 452 1)
A DRFEE 3R, IR AT S Y EREE BE iR )T, AMUER S DR T RE 2 B

A i AN 2R

AT B A dh IR T 10 B A R AR A R E R £R S ik (PRES)
L EARINT D, PRES &R WAl AP RGN, RIUVERRIE,
RER L FE RO A ARG MUIRAS g . W RPRSE L PRES, 238 1o il #48 e A5hs
Wiz, EERBIHRRE (MRD o @8Uk4E PRES G EHIAM (W [AREM
B A IARKRMT ) -

OT A HHZEK

AT 5 LEEMRL (QT D ERAMK (K UARKM] M (2451830
J1EY ) o NAES TARIRITITIARET, 2 1NN 8 RAE 15 K, BAKJE
g 2 ANAMAIT AT L E (ECG) K. A AHICL IE st i) B F HA
R IMUAE BRARBR IURE AT BE 1IN QT [IAE A (K AR o #EAS i ¥ 7 HI AV 7 31
[, N2 TR I AE B IR BE ILAE o

QTcF>500 msec & M =AM ET (W THEHED D .

QT [AMIE K FAF KA TG, &K E A S BE YT MRS 3R 20 A0 RS 3E4T 474
PG B DUA S PR S BRI B BT AR4A 2, BIAESA )G 15 RUA R JEEE 34
WA TFAART#E4T ECG K # . 7 ADMIRAL #F 57 (2215-CL-0301)
12 51 £ 35 1) QTcF>500 msec. 3 i & # 845 fg EHT 467697, KRE K QT [AIHLE
KZFHt. /£ COMMODORE %t (2215-CL-0303) ', A 15 E# i) QTcF>500
msecC.

10



iR R

WA BRAR R AR S . ORI, MORAESE S A S IR T A O . IR HY B 7 iR
Ji 2 ARAEARE IR ) R BEAT VRO AD I . n EE IR R SRR, L5 A R 25 24
FFAE IR 2 I ARAE AR R Jm > BLRRRR R EgT a6 20 25 (L DR

2] .
HHAEH]

5 CYP3A/P-gp i 575 H AT BE 5 8UA il i) 58 55 s/, 0T HE BB = 97 *%
R o PRI, R 3RE S0 A 5 5 9 ak CYP3AAIP-gp % S75a T (W [25¥AH HAE
H1) .

Afh CYP3A M/ P-gp s MIFRIZ51) (L& (EAER T ORI REmE, 7 e
MEL YYD AT SR R 2R ) RN 45 250, RRTEME, DR D9 e 2 MmN T i e
JER) R g . N &AL H] CYP3A NI/l P-gp i PRI B2 . N
RIERFEBORIBARIT T, AR i 45 24 393 18] 8 D) M0 8 (0 3 1k e
L O3 EAERT O o

A fit AT BEFRARAL ] BHT28 AR o ARHFANVERZ AR ZGMIII RN (1403 =] vl
T mIETT EHiAO o DIE, BRARBIAEE TR K R, 75 U N 36 4
K HISRAGMEREAEN CL LAY EARMT D .

WA AG-fiE ) L ag M A ke 2

J87 5 FAE AR 2o Moes i LI AE XU (O D28 SO LTI 2 25« [
HaH] ) o BUHEEFRANKVEERMGTITIEET 7 RNEATEIR I,
FHAEAR ST AR LA R A (bR T IR 20 6 AN AREUCE ROk 221 it . 5 2otk pk
RAERR, BUEIEREART R AAGRRG GRS 4 PHAXK
AT 20t 24 it o

X2 G AN A E DL 4 66 7 B R

AR 0 2 B WL AR AR BE T BRI o A IR A B R AR TSk
REAR, AEVHAL BE B B e LS s I ME R (L DAR M D .

(8 REALE L]
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A A E R 2] 5 PN L e

WAL TR LT EA MBI 7 RNBAT IR . @A
BRI T B BLGRTT R 6 AN H PERIUCH RoBk 22 i it (3 SO IR
T 1% 75D« VR T REI B IEAEA Shia 7 IR LUK R IR G 245 )5
4 AARBE AR (L GERFID O .

TR

CEUR I 2 iR I AS S PTRE R LG A & o A % TR I A AR iR
ITREEE . KA o, AR s TR A S BURAR AR SE T AR
iy (L CZGBREY ) o ANEUCEIRIIAAG A4 & BE 1 E R R BT 208t 22 15 it 1)
LA A f

LiEN
AN R A i S FAR P e B W B AN . SRS R BoR
A it S A = P e i ALK R 2L HEE, @ L A 2R S A 2

i (0L [ H] D .

TEIEHRERAS I T7 0 B LM IREE LRI RS o FEAS Wb iR 7 JA 8] SR IR 48 2 R
F0 240 HWFIER L

LED

R Z A T 0k A R B K
DLEAZ]

AR TE 18 B LUT LI B o (1 2 A PE R A0 R B 2 <
[(ZERA]

ESINA S G AR TEFT (2215-CL-0101, 2215-CL-0102 }% 2215-CL-0301) K
319 il 1, 43%K 65 5 65 X LA LN, 13%H 75 £ 5k 75 % UL (1)
ZHEN. f£ COMMODORE #f7t (2215-CL-0303) 1) 234 &, 15%K 65
% 65 % VL ERZEN. £ 65 Bk 65 % DL EEERE MEREBE T RRIA
RPEE 22 VR Bk 22 57
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(25 EAE A ]
A fh L CYPIA BRI, AN AT 52 % At F 200 0 755 s«

FLAt 245 W% A5 dt (452

CYP3A/P-gp %557

8238 Yo AR bt 5 3R R CYP3AIP-gp 5377 (IR 22 e FIAR 1A BT 34 )
BRAEMEH, POV & AR SRR . FEAERESZ 0 T, 20 mg A i
RRGHIERTEE, WA FHET (600mg) (B CYP3AP-gp /D , 5
LA R RIR GG 2 2R F AL, P35 Cax FEAIK 27%, ~F33 AUCint FEIK 70%
L CEEFT] D .

CYP3A Al 2 P-gp 77

CYP3A FI/5, P-gp FISRRLINHIF CFl iRz gems, A7 il Beme .y Bemk
W ER. AFR. FIEEA. R4EE. REEAE. FEER) arbnA s
(IR S o TEAR RS2 E 1, 10 mg AN ff BRI SR 25 A 5 R CYP3A FI/EE P-gp
TR Bl e (200 mg, BFH IR, R 28 KD . SAMBZRIRG AR
WEAMLL, P Crax FHEZ 20%, T3 AUCis 3900 2.2 f5%. 8 R IEBMEE T
AML B, 5583 CYP3A /5K P-gp i FIBCA I, A% (1) 5 52 24 0
2915 f5 (W [ERFET] ) .

CYP3A Hr Rl 7 a] 8 A S i IR B . AEA@ RS2 1, 10 mg A
FLIRER ZIEA H R CYP3A I FI e (25— H 400 mg, 2 )&% 2-28 K 200
mg, TH— , SARMBPLGRIRGATIZREML, P Cra FHEZ) 16%,
35 AUCins 388 11 40% .

2R ft 0 Al 245 i ) M

77 5 B JE TE A 5 772 175 777

i & B A2 CYP3A4 M7 B 5 5 A/EL MATEL f4MHI7]. 76 FLT3
RABL RN AML B, M (300 mg) & H—kiELk4524 15 K,
R R K IA S (USE CYP3A4 YD) 2R3N /1% (Cmax AT AUC 38 1145
10%) . Mb4h, 78 FLT3 AL kKMo RME AML B, A0 (200 mg)
H—VGES452 16 K, REFHEW MR (BU&k MATEL &Y HIZR307)
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2% (Cmax 1 AUC FEEAE] 10%)

T R P-gp. FLIRMEN 255 A (BCRP)AT OCT1 HIfARSMIHIF . BT’
AlGARESE, AReHERR & 5 JEEIRTT A E Nl gefilx Lo is ik, A 5
Bles P-gp MIEKY) (nkhm . IELLINEERS). BCRP MKY) (WEKIEFilR. i
FARALTTD A OCT1 HIJRY (A0 — B XU & 45 250 T3 1H .

SHT 26 LA 2 o JEHFF 121K

PRANEE R A i T BERRAIRAE 7] SHT 28 SZAKEL o ARRFRIERZAKRIZSY) (N
CE PR 2 PETT . A EIAOD BT R BRARTRIA R IR KT KRS,
O3 Y IX L 251 5 A R S

[zt &E]

AP AR R R T AR CESETR (200 113 A, IR
EZEY R, ST Y R BRI SR, IR B3 24 0
IS ST

[ PRZ53 ]
EfawipaE s
LTI

e RSB EH R R ESEE T AML B3, S5 8 IR 24 fa e R s
tmax 28 4-6 /NI IS LR B I GRS . FH BB e N — I, ARIEREAR PK &
B, WRSCHEZE (ko) fHTHE R 04301, FFLE 0.34 /N )3 5 I 18]« 5 5 85 )8 120
mg & HA 4 TP RS R RKIKE (Cmax) N 282.0 ng/mL (CV%=50.8) , 24
/NI g5 25 TR) BRI I 2R Wk R i 2k R i A C AUCo24 ) N 6180 ng h/mL
(CV%=46.4) . {ERFHAZH—IKIEL: 15 RNERIFRESIMIEKT, EFZ4N 10
s

B

ERFERAT, FHEJE 40 mg RIRG AR ARERN, HHi B Crax 1
AUC 5SS T H S B Z 1L, 703 IKZ) 26% A1/ T 10%. FHinE e
{*%EE%EE&ZN‘ E/‘] EF"ffL Tmax ELF}. 2 /J‘ Hﬂ“ o
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Gif}

=

Hh s M A S A AR R AR AT THEL 20 79009 1092 L AT 1100 Lo 3X4E%R
R E G BT Z o T iksh, Xk SR ZaomTHN . A
NI E AL GHRLH90%, S e T EEHERSE.

EEAL

RYEARSNEE, FHE e EEilid CYP3A4 Ui, ANATF I EERBE
6§ M17 GEIE N-Bibe b AR « M16 1 M10 (55t N-itbe 10
RO, WMHIESYIh . X =M A I BA S R ER R 10%. AU
X FLT3 AT AXL 5244 1) 24 B2 15 1 AR A

L E O A REOL /L IERATE

PARANSZIGAIF B 75 3 B JE A —F P-gp A1 BCRP JEY, TEIARAHISH T T Al i
ERH /N R ) BCRP, P-gp A1 OCT1 (UL [Z59AH HAEHTY D

HER

BRRAMCIEmE B G, FHing e FELIMEHM, MR E S
ST 64.5%. SR Z) 16.4% L5 A 2RI T ARG R AR . 75 B
BB MWK E R ETT T B, PR ABEEL A 113 /. B TREE
PK A& RAETHI R MIE RS (CLIF) 5 14.85 L/h.

AP

— S, ERMEEMEG Y AML BE 2 & Je 20-450 mg )& Vi #
RN 2 IR 25 25 Ja 25BN 12 26, S5HIERIEL .

Rk ABE

BEATREAR 254030 1520 Hr LLVE O A AE AT AME A2 ot B R PR B IR 1E AML
BE T e TN R AR . IR R TR, ik (205 % 90%) Al
fRE (36 kg 2 157 kg) HA G2 R . B, Hhi e 25k BN HmAe 4
T 2 1.

ViR
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FERFE (Child-Pugh A Z%) AirhFE (Child-Pugh B 2%0) ATIhfEfF %k
WHIE 7 I D REA 00 35 3 5 JE 2080 1 s . 25 R, R EEEh )
R T 52 10 (10030 5 i I 1 )6 Bk R B 5 D R 1B % 32 IO I 45 A 2 . 38
st A 258 ) A R PE Al 1 AR FE R YE NCI-ODWG € ST g4 3 5% 5 Fii
Bl R HEENm, & RRPREEINEE 25 & TINE S FIh R Ik 1 iy
HRVEEMEVATE AML 38 LT 36 2 7.

H Al AR E T D Red 3 (Child-Pugh C 2D 38 T e i 35 56 5 Je ik
FC o

B LIREIR

W AT Je e 1) B Th BE 35 0F SO SR PIAil B Th eS8 35 5 5 3 5 JE 2454R8h 71 5
UROM o A8 IR 25 80 ) AR R DP O A B B P W D e T ORI . I UL
B CEDIRERs &) B N BA gk 2R AR . SR, H i e B
BTG T 2 5. AR FC R T RE AT X T H e R R R
L CHREHE] T30

i

7 120mg Wi JeJa, P EEHE R AUCu A Cra 5 HABE M, NAF
FEEHEN 1.4-1.6 1. VONREEFRIMKMANE, TR EEEHZ

1 =.
FE

[ R ]
ADMIRAL ##75

ADMIRAL #iff 5t (2215-CL-0301) s&—Jjiidit LeukoStrat® CDx FLT3 FALA:
W7 e a7 FLT3 RARRI & R MEEEE 1 AML BN EZ B 1. TRt
2y 2l BENUIRIKAT T . FEARDIREFTH, 371 4 83 LA 2:1 WLl B AL 32
i B R BT — MR A T GEER B JE 4 247 41, #4124 1)) -

o [AHEMUEF20 mg, BEHMREE FEFlk (V) 4545, #4108k (5851-10K)
(LOoDAC)
o [HLAETFT75 mg/m?, HH KL TEBIVAE), FFEETR (B1-7R)

16



o CKITHEEES mg/m?. KFEIHTFL00 mg/m?. FalkEMIFF1000 mg/m?, 4 H—k
IVZE 2, FFE5R (551-5K) (MEC)

o hiYNPAEVE R IR 300 meg/m?, AEH—IREE R4, Fes R (515
K 5 FISPES0 mg/m?, HH—IRIVEZ), FE:5KR (82-6K) ; Pk
Mi#2000 mg/m?, & H —RIVE 2, FEE5R (B82-68) 5 HHIAHAEL0
mg/m?, ®H—IRIVEZ), FFEE3R (52-4K) (FLAG-lda) .

NHREEE L AML BTG RIR B R BAETR, FH BT EEE AML J8T7
B S AFEAL ST (RIS a5 ) 34750 2. BARFF AN T &5 AML A%
ML 22 3 R, (HHER T SRR gE i A IR (APL) BIE 7 #H 5%
AML #E#

WHger 16 Bl BB R G RIEZG)T GEEE R4l 1613, T4l 15
BB o EimE e LA 120 mg/ R EIAFE D kS 25, B2 I AT 15
PEERSR Z MR AR 2 o 0 VFIRIAS R BN 1T AR 35 g 5 e R, Fo VR S 4R 57 &
120 mg o N 1) BB BN

TERE AL 23 e 25 3 ROEA T 4L B3, 60.59% 1 38 TG IE B s B AL T
39.5% T SG L BAR IR EE LI . MEC A FLAG-1da fe K252 2 N R,  BAREL T
F—NEAEA R . LoDAC FIBTFLART UG 4 oA —AN ISR A 2, HEH
LA T B 52 (1 35 1 sk Z IR R 3k 28 R 1k

PRANEIT AR N D Ge it 5 R0 L 2R ARHAE 77 T 43 AT 3 o 5 it 25 )6 2 B LAk I
PRAAFERE N 625 (GufE20-84%) , #HBMAITH N62S ([ 19-85%) &
FEREFLH, 42%[1 35 65 B EL 65 5 DL b, 12%ME#FH N 75 ZEk 75 Z L L.
54% 1) EE ALtk HATRIRZEEE NAN (59.3%) ; 27.5% NN,
5.7%AREN, 4% NHAMAFN, 35%AKF. KEZHEHE (83.8%) I ECOG fAfE
REVE A 0 8L 1. BEAAELLTHIIARA: #Hal FLT3-ITD (88.4%) , Hi4f
FLT3-TKD (8.4%) I FLT3-ITD 1 FLT3-TKD (1.9%) . 12%) & ¥ BEfEE%
oA FLT3 #1516 9T« K2 HUEFH B AML 4 st 1% 5 XA 1
(73%) , 10%7F1 1.3% 3 I 40 i A% 2 KU 70 A o i e AR &, 15.6% ) 4%
RIrk.

FERSE T H B JEIRTT AT, 39.4%M B H NI R MEMEIR T AML, H i KZ %
BEAE 1 AR 89T R RV O EIRTE AML, 19.7%H) &35 £ 714
T4 (HSCT) JEE K, 41%HBFERBEZ 7K HSCT MIEH TR
Ko
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BT I EZT A& SURE RN ATT) AR ERY (0S) , &
A AF A 8 SR BB ALAL H A AT AT i R BE T 22 [ @B [R] (oA SRR
261i2) o WEHAHHN, TPALRE VI RN 17.8 N H (JERIAN 1494 19.1)
BEAL T 2 2 5 B Je 4B E P AEF I ST R E M L R K (HR 0.637;
95% CI 0.490-0.830; Hi{lll pf&: 0.0004) . ¥ERZFHEE BIET BEHAL OS K
9.37MH, BT EENRALOSNE6 M (R3, ED .

* 3. ADMIRAL 59, HREEAEGE AML BFKSEFHNTEERE
L

HHE B ey
(N=247) (N=124)
BAFH
FETZ, n (%) 171 (69.2) 90 (72.6)
AL (H)  (95% CID 9.3(7.7,10.7) 5.6 (4.7,7.3)
KR (95% CI) 0.637 (0.490, 0.830)
pfa CHAMD 0.0004
1A% (95% CD 37.1(30.7, 43.6) 16.7 (9.9, 25)
TR
CR* (95% CI) 21.1% (16.1, 26.7) 10.5% (5.7, 17.3)
CRh® (95% CI®) 13% (9, 17.8) 4.8% (1.8, 10.2)
CR/CRh (95% CI®) 34% (28.1, 40.3) 15.3% (9.5, 22.9)
Cl: EfFXIA]

a. CR & XMy MEr g i 4 6f 1+ 50>1.0x10%/L I /MR=100x10°/L, B B850 44 1E & HLR 44
AHHE<5%, AR, M MRGE, FE E B A IRt s .

b. MR I AT, RAFE# AR 95% Cl.
CRh & XCHHBEIRIG A A<5%, & 55 MR 5 2 AR PRI R B 4 %) 11 0>0.5% 10°/L,  Ifi/)h
H>50x10°/L, TCEES A MpEIESE, FEHIEiEH2N CR,
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& 1. ADMIRAL B 504 B AEFHIE Kaplan-Meier &

0.8

0.6+

Hit o =it

0.4

0.2+

'RER AT
EWBRHR + ITHR

004L—*
T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
BEFH (A

AN AIFIHE AR

e 247 206 157 106 64 44 31 14 1 4 1 0 0

i#id 124 84 52 29 13 12 8 7 5 3 1 0 0

XIFik#| CRICRh [ #, FHEEJEHE {5 IREMMI LN 3.7 A
(JuFl: 0.9-106 MH) , #HKMHEMITHR 1.2 40H Gull: 1-26 MH) « #Hii
B JeH %2 CRICRh LM Az A 3.8 M (JEH: 0.9-16 ™M) , #kk
PALTH N 124 H GERl: 126 0MH) o & e+ AL CR/ICRh Fr&Em] a4
11 MH GEEN<0.1+% 29.4+) , #iEMTH R 1.8 M (JuHA<0.1+%2
1.8) . HimEJEAR AL CR FFEEN AN 14.8 M (A 0.6 22 23.1+) ,
R TH N 1.8 AN H (Vi N<0.1+% 1.8)

1E L 2R IR 2T 40 o A/ B AR B 1) 197 il e, 68 i (34.5%) fE
FELR 5 56 T AR AN 2T 40 Ho AL /NAR B o 8 S5 2R ) AN A4 51 21 408 B R o)
TR 49 5l s v, 2945 (59.2%) fFEIEZL 5 56 K AT RFE AN A M. .

COMMODORE #%5

COMMODORE #iff ¢ (2215-CL-0303) & —Iji{E 234 3 FLT3 R E
RAESAEGYE AML BN B H TR 13, JFBRZE. 2. BEHLIRG R
o FEARTIFFF, EEHEA 5 MEK, GfEPE. K20, Fong. #2E
AIRFE, LB (120 mg, R S5LUF —MigRErr i
AR et CGEEE B4 116 4], #RCEIT 4 118 fl; A E 2R &
BIedl 76 7, HRAEAITH 7541 -

o [AMEMUEF20 mg, BEHMREE FEFlk (V) 4545, #2100k (5851-10K)
(LoDAC)
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o CKITHEEE6 mg/m?. KFEIATFL00 mg/m?. FalkEMIFF1000 mg/m?, 4 H—k
IVZE 2, FFE5R (551-5K) (MEC)

o hiYNPAEVE R IR 300 meg/m?, AEH—IREE R4, Fes R (515
K 5 FISPES0 mg/m?, HH—IRIVEZ), FE:5KR (82-6K) ; Pk
H1EF2000 mg/m?, & H—IRIVEZ), FE5R (552-6K) (FLAG)

NI BB 2 AML BT JEom R R BiEIf, IF RIS BEE AML 677
S S AN TE ALY (RIS AR R AT 72 .

FER BEATL 700 AR T AL B, 8L.4% 1 3 Tse ik B m i AT
18.6% TSk PRI LT . MEC A1 FLAG K452 2 NAW, BARE T4
— /N2 AR . LoDAC PAEE 4 i —AN SRS 25, E 2RI T2 1
BEPEEE Z G R IR 2 1E .

PIANIRIT AR N VG 24 RN SE LR R A 7 TH /0 AT 3785 . 75 3 % Je AL B A LA s
(PRI AERE A 51.5 % (JuF 18-80 %) , #RME T4y 49.5 & (ViR 18-74
) o TEREFH, 15%M AN 65 Xk 65 %/ UL I, 53.8%MEE N, WA
HRZHERE NI (85.9%) . KREZHEH (77.4%) 1) ECOG KRR
S8 0 8L 1. BEAEAELNHIARA.: Bal FLT3-ITD (87.2%) , H.4f
FLT3-TKD (9%) B{[A]iA77E FLT3-ITD A1 FLT3-TKD (3.8%) . 9.4%[) 3 Bk
AR 7 —Fh FLT3 #5167

KEZHEET AML st fL 22 MK N e (78.9%) , 2.2% B E NEfE
F110.8%1 B E MK G, 8.1%H B H A .

T2 5 3 8 R VR IT B B EAL ST BT, 55.6%I[K) 3 N R KX VA T AML,
3% 1 B A ek I T4 #2 i (HSCT) JEE &, 41.5%[H# 7 CRe 2 5 H
KA AR HSCT MU FE & -

WA 2 BT 1) 32 BT AR SO RVAE AR I (OS) B AR I SO BB AL H
WRMEAT R RS T 2 (RIS [E] Corpr SRR sy 124 &) o @ =i,
K7 OS BV EFEEN A N 10.3 M H (95% Cl: 9.2-11.4) o BENL/HC 2 75 Hi B JE 4.
BENEAHSHTHEEM LT E LK (HR 0.566; 95% CI 0.392-0.818; 77
= log-rank A5 XU p {E: 0.00211) . #5%2EmE EiET EE AL OS 4 9.6
MNH, BT EEHAI0S NE0MNH (4, H2) .
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#* 4. COMMODORE Bt H & R sS4 AML B35 K S AR N e £ 8 #

B
HhER 157
(N =116) (N =118)

BAERH

YETZ, n (%) 62 (53.4) 62 (52.5)
Rz (D) (95% CID 9.6 (7.7,11.5) 5.0 (3.9,7.6)
K EE (95% CI) * 0.566 (0.392,0.818)

pfE D 0.00211

TEHEFAE (EFS)

EFS Fi4, n (%) 2 91 (78.4) 88 (74.6)
hAz g () (95% CID 2.8 (0.6,3.7) 0.6 (<0.1,1.1)
KL (95% CI) ! 0.551 (0.395, 0.769)

p (& CuUfi) 0.00004

TBAEZM (CR)

CR® (95% CI*) 16.4% (10.2, 24.4) 10.2% (5.4, 17.1)
CR/ICRh® (95% CI*) 28.4% (20.5,37.6) 13.6% (8.0,21.1)
FARFF BT A

A7 CR Frama (H)

(95% CI 15.8 (3.7, NE) NE (1.0, NE)
W £ CR/CRh #F % i [a]

CH> (95%CD) 4.6 (1.9, 20.5) NE (1.0, NE)

Cl: BfEX[A]; NE: ikttt

1.
2.

FTF Cox ELBIRSRLRY . 55 ELBI RS, HR<1 oKUK LL A, 6 75 5 R 4 A Al
WRAE B R A FAE SR B BT B A . I RG 7 RICRAE T e | — Rk A, DK
BHVINIET . DU S BB R EE RE RN, 4 2% EHPt AMLIGIT CRF 1T
FAESER IS R K. R BFS SR 1) B F R R IR TC R R0 15 VPl BUBE 5 12547 HSCT
B (UG RAE N ATk, .

CR 5E XN 40 i 468 61 1 $0>1.0x10%/L IL/NR=100%10%/L, B &4k 1E % H 514
IHHI<5%, AR (i MRGE, FE H B4 A IR iEdE .

R4 0004, KRS 755 95% Cl.

CRh & XCAHBEIR UG A A<5%, & 55 MR 5 2 AR PRI AH B 4 %) 11 50>0.5% 10°/L,  If/)h
>50x10°/L, JCEESN A MPEIESE, FEHICIEHZN CR,
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01| —— FETmHR

--------- 7
T

0.0

LI B | ¥ & A w £ X & K &£ = X & A & K ¥ ¥ X # X K K ¥
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27

BREBZHE AR S (D
EBERE 116109102 91 84 80 71 56 48 42 31 24 17 17 14 12 9 8 6
W 118 90 76 60 48 36 31 27 24 15 13 10 9 9 8 7 6 6 5

5
& 2. COMMODORE 5t &£ HK Kaplan-Meier &

Z 3 3 8 2
3 1 2 3

2 1 3 | o
1 1 1 [¢]

[ZjEFHE]

2 A{EH

5 Je N 2 P A BRI 2 CBLRE FLT3) /-3, 7EAMEYE
FiA5 FLT3 ({44 FLT3-ITD RAF. BRAMRBIGLE IR (TKD) FLT3-D835Y
A FLT3-ITD-D835Y) 4H il il FLT3 245 ‘5 A4 s e, wfERIA
FLT3-1TD ) H i 4 5 S T

BHEHIT
B

i B JE Ames 56 T OR WEURAR N, A G BT 4 P G € AR i AR 15U
RO OARWTEAER, 75265 me/kg (195 mg/m’, £04 NIEZAR 120 mg (1)
2.6 1) R T /N B 56 45 R O A .

A EN

K& T B 10 mykg/ R4S (452512), w] WAEEANHUERE
AIRBE, AW WHE T BB B S8 kM 2 A b R4 R St

KEMAE-TatF k&R, ERSIES BEEBAE NG TEEEE (0.3,
3. 10+ 30 mg/kg/K). BHALE30 mg/kg/ K (FFE &L NHERTE T B EH 24/
TR E0.465) FE T AT ILARE TS E T, 30 mgkey/ K& SR
JRAFAET (BEREER), PR EMGEE SR, e, e, BiE
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HEPEAS, RN CaBoKm . REOKM. SRmE. JBER. BR HE.
R TDNS )N QAN 1555 NI = V= AN & 1 ' 7 SN = o 782 VAN
G RAD . EEE (B R Wrasdk, IWEmeE. oG, DA, M
KD SEH LRGN,

PEUROK R 28 D 25 T [MCT B 8 JE W] SUBUN TEEE R R AT, SUEOR14R IS
BB ML IR IS DAL o e Ak, SEAR ISR I BHA . iR AF R 22 H A S8 1 43 A7
FHIE S REYR 14 R AH L

R LYK BR 25 F O PR IC 5 3 5 JE - 45 24 5 4~24 /NI L U PEVR 15
TR . AESNRIS T, 35 B e A/ B A i i L A L B
H.

Bom
1o AR T Je 75 i 5 JE (R 0 k1l
Heshk
R REDEZLZ 13 Hathkierd, sl bR,
(]

w6, B, 25 CLLUNRAE. 1R MR ) LEASRERE AR b .
(R3]

RAOIGE AL Mg E e ® B d, 42 /51, 21 IR .

[E3H)
481 H
[$HATHR%E] 1X20210004

[HLHESCS Y [ 245 4E 5 HI20210009
[ EFFRFEA]

M4 F%: Astellas Pharma Inc.
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FEMHLAE: 5-1, Nihonbashi-Honcho 2-chome, Chuo-ku, Tokyo 103-8411, Japan
[ 4724 ]

{44 #K: Astellas Pharma Inc. Yaizu Technology Center

AE P AE: 180 Ozumi,Yaizu-shi, Shizuoka 425-0072, Japan
[HEANBRRANM]

M AFR: ZlidEk ChED HRARAH

Hihik: A6 RARE X 2 E 4 KT 8 54K 27 = 2302 T 27010 =
MR JAi%: 100022

HE510: 400-0856-799 (7=l i)

EES: (010) 85214900
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