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(4.2%) . RIMFRBIHE (1.8%) . RBMEF BB
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B, EHRBNEOMRE,
SE, BEZARE, A%
i, BIIE. WA, RS
W®, CK(CPK) L 5. &8
B, B4 WS, M. €
SRERNEET. @9 %E
RESEBTRE, Hnm. &k

BHETH

CK(CPK)
EF

BR/RE
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10%2LE
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. REEEY

5. BREADRS
BRECTRNERAERIEROBRAI R 7 B3EH kDB
ENNDH D, T BUBRECIEEBENMET
LTwAZERFEnwDT, BEORBLZFFICHEL
EALHEEIIRETLAZE,
6. 18, ER. RIBE OKS
(DEBLEERELTVWATREED S 2 aHICiEREL
Twalk, i, BETRELRLZERT - F =28
HRT Mo 2BHICH LT, FRREIR
UCBRERTH—-EPHGEY Z8IE4TS X 58
THEIE, (BB AERRBRIERV. BHESR
(T 9 PRUHMICBWT, BBE, FERBES
WS EAOEE, BENOEE(ERAROE
W) SERFED S, ]
@EAPOTMEIZE. BL2TESELIE, [(KHD
b FATHANOBITICOWTIEARHTH 5.]
7. hNREAOEE
EHAGTER, F4E, LR, HRIGDRHTS
REWIIHELL TRV, FRAERN R W,)
8. BB EDXE
BRIV HNoERAZEKRT LIS E BV
IofBlTazL,
9. TOMDEE
Vv PEHCE2ZEREABERRBRICBWT, EER
BREASDTORR T, BREOEZRMHAL TR
BRUBABEREAEEAEEES CCREROR T
ERERED SR,
@7y PERVREHEEREBICBVWT, BICHT %
FHEED SR,

(ZEERE)
1. m¥fERE
MEERVRERSD
HAABHGHEARBRERY 74 55V 7 4 THEH
BEaEY v AR B E ISP AR 15mg. 30mgXid
45mgX BB RO RERORE Lz 2 ORYHERS X —
7 RO RBEZ RIRCFEICRT,

F1 BERURERSRORYBE/NS A~ 2

Cot | Tt | AUG | o
Bo® | 858 M) (ny | ) | (gvmy | R
22.84 40 31629 ~

15 BB |3 1 309y | (4062) | (386)
enm | s | 48 0 80582 | 256
@) | 078) | (262 | @12
3042 68 17707 ~

somg IHH | 6 | (88) | (3s81) | (LD
worn | 5 | 5342 42 96342 | 217
(50.1) | (41-63) (58.8) (26.3)
86.43 50 1,333 ~

some 0B | 6 79 | (4060 | (329)
S R T 11 16758 | 126
(242) | (205.9) (39.1) | (420)

a: BTEECV%)
b o AP /Ml - SR
¢ AUClZ 2T CRBUREL RITPI9H(CV%)

®
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1BE
1,000 -

-O- H+F=27 15 mg N=3
~F #+F =7 30 mg N=6
2 HFF 27 45 mg; N=6
2 100
=
=
3 ;
1
-
& _
£ 10
&
-]
1 g + T T !
0 5 10 15 20 25
B¥ I (h)
EERE

- HFF =7 15 mg N=3
—{F M9+ =7 30 mg N=52
- HFF 27 45 mg N=6

St
=3
>

F

AR = 7N (ng/ml)
=

1 : .
15 20

B3 1) (h)
a : 30mgRE BE L EH R RBO MR 2 L,

E1 BEEABMEEMRIRRERF I+ 57NV T « PEE
HEMERY I ERRBECEAEZ1H1E15ma.
30mg. 45mgTHRELALEZDIBBRUERIRER
(15mg: 8B H. 30mgRUr45mg : 20H H) B 1 2 Mk
PR (T EREE)

i) AMORBENARIZIHIE4SmgTH %,

QBEBEOBEHBACLIRHY
REHEE A 220 AR 45mg % 7 T A F — N —EEC X D, 2
BIXRERBAERCERBEOREZICHEEDORY Lk,
ERFEOEHEOCo RFAUCIR BB IR LTEFAEFR
0941 R U098 Th o 2o W EDEMKDCon L TFAUC
REEEIC AR, FREPNOMERTLINETH o 22 AN
BRHCIMWHLLTHETE S,

0 5 10 25

A (BB & SRS

S EME R E 20 AH45med BB REREOERS L
LEDBERRETOFHEFILLI0OILTH o 72 (BT FI914.
#5290 H). 4. b PEREAZKEEIL099% T, BREC
WL adro 72 ln vitro. FHEN).

Riw i

RrF =ik, FICYPIAUC X WA S NS (in vitro)o
BERABLEHICCTERLAM > HEmEDERE L
&, REUBRHE I COMPFEFICBWTELRBH L LTE
FF =T OMKG R T B AP24600H M 8 iz (3D
BRI T A HE12149%) o

 HE (AELA I & B RS

R ABAHICHCTER L A 2 AR S Lz s
&, B5#140 ¢, BERHE0R2%FER S h, &5
B D86.6% AP, 54% B RAPICHRE S hiz, BEEGRA
AR ZBERE Lo &, RE5HBH T CICRSICHRE
ENLREMEERSROI%KRBETH o 2.

. R EER

1) 4 hary—(HEAC LB
FEHER A 22 Ic A 15mgh 7 W A4 — " —gEIc Xk b, High
iz b3+ V- (B % CYP3A4BEA]) 400mg % 5 H I
E#EE L ot clEERFES L. AAE 5 T
Ve EGFREESLCE & BERE5REHAS, BRI OCox
RUAUCudd FhEFN47%, 78%¥M L7z,



2 U7 ED U (HEAIC L BREM)©
R A19P\C AR 45mgRk 7 B A+ — N —Fi2 X b, B
XixV 77 v ¥ Yy (GENRCYP3A4FEHH])600mg# 9 H B
REH#E L oA THEASREE L. FF LY 77 ¥
VUERBARZS L & M5 RE AR, FHOCo Rk
UAUCoutz FNEN42%. 63%BI Lo

3) VTSIV —IV(HEAIC K BB
RBER AL AH45mg 7 0 A — =32k ), B
XETF vV 753V —ve0mgr2 AMRBEHRS L oA Tl
HEBREE L ARES YV ISV -V RHERAERS L
THWpHZ LR S #- L 2, HAHRERLHS, XH O
Conx R AUCtt ENEN25%. 6% @A L7=o

4) In vitroB2ER1?
RFF=TZ, PSS N7 ARUAMBE S 87 HIC
FEERZR L

K2 GilNENGEE-L71 )]
ﬁ;&?&ﬂi%%?a%%tzstﬂv%%mm(ﬂM:J: 357
13
JFPRREREE (BEPE © Child-Pugh%¥8A. H% B © Child-Pugh%
¥(B. HME : Child-Pugh%¥C) 2 F$ 2 BH16PI R REERA
P AAI0Omg % BEAEOR S Lz & E OFEY BB S 2 —5
ZFRAUITRT o

F2 FBEEREREORYBENS X —4

oy | G Troa® i AUCon® | CL/F*

(ng/mL) | (h) (h) | (ng-h/mL) | (L/h)

13:3, 9N 3 411 50 35.6 1,140 26.3
() (400) | (5.0-6.0) | (22.8) (35.3) | (42.8)

TR IE - % e it 6 438 6.0 428 1,400 214
EBE (317) | (5.0-6.0) | (183) (404) (66.4)

v 85 BE B BR 0k 6 252 5.0 46.1 1,033 29.1
B (468) | (2.08.0) | (21.9) (30.0) (28.4)

T BEBF B vk Bt 4 258 30 439 905.6 331
ELE (522) | (1.0-5.0) | (13.3) (33.0) (375)

a . BT (CV%)
b o A (R /Mill — Al

) FHOKRZE N ARIEHIE45mgTH 5o
(R PRRLAR)

1. EA%E 1/ THER

FHFoIELLL B F o FIC X 2 HEBCEARSL LI
AW EOWYER §64 B B E (CML) . XixFuy vy ¥i—
Y EEH (TKD < & A CERE R ETIMED 7 4 57NV
74 T Rt Y Vot G il B (Ph+ALL) % 1 4
2. AH45mgR 1B 1EAROHRS Uz M 018 o 44 itk B fn
W (CP-CML) BEHICB A2 XEFMHEB TH A12M6 H F ToM
Rtz 22 M KRR (MCyR) 1364.7% (11/179) T H . BT
WM B4 B 5% (AP-CML) . 2 tkiE LI 8o & Btk B ik
(BP-CML) R UPh+ALLICH 2 FEFFMEE TH 268 A
TO MR AZER) (MaHR) E1361.1% (11/18%1) TH o 720

1) MCyR : CCyR (MR =% M5t 22 48%h) & PCyR (MR A= Yy 853
R W % At
CCyR (Ph+4r P ii#§20%) . PCyR (Ph+7-2¢ - WIMIAE1% ~35%)
Mg{g . CHR (M52 £2%h) L NEL(B A O R A L) Wk
% o
. ESVE THEERY
FHFoTIE LB v F o T ICEARE L IARAE G,
breakpoint cluster region-abelson (BCR-ABL) #i&{&T3151%&
R2HFTAHCMLEUPh+ALLEHEZRIZ. FH45mgx1H
1E#R 085 L7z CP-CMLICH T 2 EEFMEE TH 5128
H ¥ TOMCyR=E, #UICAP-CML, BP-CML K U'Ph+ALLRE
HIIBIAFEEFMHEATH A6 B ¥ TOMaHRFIZ, DT
DEBNTHo7,

CPCHIL R/1 12051 FTn | 51.2%(104/2034)
i T3151% MCyR= 70.3% (45/64%1)
R/I 56.9% (37/6581)
AP T3151% M 6 A FTD 55.6% (10/18%)
BP-CML,/ R/I MaHR ¥ 35.4% (17/48%1)
Ph+ALL T3I5IZ R 32.6% (15/46%1)

R/L: ¥HF=7 G = v F = 7ICEHN U AR

MCyR : CCyR (Ml B {=5 M52 2% %)) L PCyR (Mg Iz M #4528
WMmE et

CCyR (Ph+5 2 #IKL0%) . PCyR (Ph+4-ZrhIBIRE1%~35%)
MaHR : CHR (i #&r5e2%%)) E NEL(AIRORT R 2 L) WL 2 &

°
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(1)In vitroSB&16)
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RFF =713, Ko628 Mk R U T3ISIER 2 F ¥ 5BCR-
ABLZHB L 7:Ba/F3MIRMER TBRL 237 R TBW
T FEEMRMGITER 2 7R L7z,

(BRI ET 2 EBILEHAR)

—#4% . A+ F = 7IERE (Ponatinib hydrochloride (JAN))

1t#4 : 3-[2-(Imidazo[1,2-b] pyridazin-3-yl) ethynyl]-4-methyl-
N-4-[ (4-methylpiperazin-1-yl) methyl]-3- (trifluoromethyl)
phenylibenzamide monohydrochloride
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N i, - Hel
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QMNIER(r b aFV— & DHENEH)
10)HARE() 77 v ¥ Y EOHEER)
IHARR(Z VT3V — NV EOHEER)
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