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10%KR SERH

CRPLEE. £ v 7 Vv ¥5E|CK(CPK)
AR, ~Av=7, BE RE|KT

B, EREREEDMBE,
FAE, MIEELARHE, Bk
fE. REZE. . WA
B, CK(CPK) LA, B2
& B0, EE. NN, 2
SRERBET. SHE~E
RISHERTE, ARmN. &R
WA, wE, B, HBR
B, R#, BE, BIE, &
. HREEEY

5. SmENDOEE
REECRIMERERIRORIUI A I BRSO LE B
Enhid b, Tl —RICEHE TIRERRENET
LTwbZEDRLWwDT, BEORBEZ +IZHEL
ALEECRSTLI L,

6. iTim. ER. BILBSEAOKRE

(VERXBERLCwA RO s icidiks L
Zwa k. ¥z, BRWEBLZLBERP = b =28
RS 2WEDH 2 BHICH LT, RFZESP R
UHRERTH—EHMIZED ZREZTY L5EE
THZ L, TR BIAEHRERI V. BWEER
(5 VRO M ITBWT, BHEBE, FENEE
FENEIPRA~OEE, BE~NORE (EEMROE
HYEhr@d s hizD,] .

QRAFOLEIIL, BAE LI L, [FHO
e Y AHPANOBITIZOWTIERHTSH 5,]

7. MNREADERS
BEHEGER, FER. LB, 9RBRXBAIRIIHT S
BEERELL TR, (RS V)

8. BALMEE
EBAZANE R MVROZERFEZEBKTLI LA 2W
IIMBTHZ L,

9. ZOMDEE '
17y FERO2ERPABRRIRBRICB T, BFRER

BELASUTOHERT, WEORRHEEBLEK
BRUBARMBFEHEEEEEE L CICEERORE
ERERED SND,

@5 v PEREVWEAERRBRIIBWT. BRIZHT 54
EEXZDH 5N,

(EipEhRE)
1. MmEErhiRE
NEREVRERS ,
HAANBHEHERMBRBRERT 7 4 97NV 7 4 7T HEA
BESHEY v RmE BB 1ISAICA#I5mg, 30mg X ik
4HSmgE BB RCRERORS Lz L SORYBB T X —
& ROMB R 2 RIR BT

F EARURERSROEYBE/NIX -2

Cot | Tt | AUCent .
B5R | B5R BB (o | () | (ngevml) | B
2284 40 316.29 _

15m 1HH | 3 | (302 | (4062) | (86
® [eng | 3 | 41 | 40 80582 | 255
(221) | (40-78) (26.2) (212)
3042 68 47707 _

som 1BB | 6 | (500 | (398D | GLD)
® [omm | 5 | 3% 42 96342 | 217
(50.1) | (41-6.3) (58.8) (26.3)
8643 5.0 1,333 B

45m 1658 | 6 (276) | (4.060) (32.9)
® Tomm | 6 | 107 41 16758 | 126
(24.2) | (2059) (39.1) (42.0)

a: BTEHE(CVS)
b o AR E (R ME - BKIHE)
¢! AUCkT BT RBRBH. BTTFHME(CV%)

1RE
1,000 -

O R+ ¥F=7 15 mg N=3
- #F ¥ =7 30 mg N=6
- R+ F=7 45 mg, N=6
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0 év 1'0 1'5 2'0 2'5
5 B (h)
a: 30mgH BB ERRRBOMBAE 2 Lo

1 BAABMESEEANRRERV T 1 SFLT 1 THE
SRRy o MENRBECARE1B1H15me.
30mg, 45mETHEL AL ZD1HERVERRER
(15mg : 8B H. 30mgKk45meg - 208 B) I &} 3 M4E
RIRE (FHELEERE)

#) AAORBIN-HEZIHIESngTH 5,

QRQBEOZEHNBEACLZER)Y
BERA2FICARSHgE 7 U AT -~ —FEICX )., ZE
BXRERGERCEREOABICHERD®RS L,
ERBEOEBOCru R FAUCIT BRI B L TERER

. 094 RU0ISETH o 720 BIBHEDEHRD Couk UAUC
2RI R, FREPN0MBERLUETH o720 BHIL
BHICBEbLTRETE S,

A (HBEAIC K BEE)LD
FIMm BN EE B E 208 IC AR b5me BHERORS L
LEOEFRETOFHBERIILIOLTD o 72 BMFEHME.
BE290 H), /2. b POEEAMKAEIZ9% T, REI
WAL 295 72 (in vitro. FEIEN) o
3. fRE6 7
RFF =T, FICCYPIALCE DRBE NS (in vitro)o
RERABHHICCTERLAAFZHRMBORS L2
&, REUBHBE T CoOMPRICBTELRBEDE LTH
+F = T OMKSFEY T 5 AP246000M i & iz (b o
BRI 2 8413149%) o
4, Hett(ABEAC L AR 79
BERABEHICICTERLLAR 2 BEROKS L L
&, 58140 I, BEREHBONZ%AEER S, &5
BT RD86.6% EPIT, 54% R IcHRE S Nz, BRERA
CAHZHERE L2 &, EB72H T CIORPICHEE
ENREMAIHRESBOINRIGTH 72,

5. EYHEER
N7 harvy—n(AEACLIHEY
BHERA22FIC AR 15mg® 7 TR F —A—FEIT L D, Bk
i b+ — V(S LRCYPIA4RHEA]) 400mg% 5H [
REkS L ot CcRBIZRERE Lz, A8 7 ot
V- nEHERES L&, HERERE B, FROCra
RUAUCudIZhZh47%. 78%3¥ML 7.

N



Y77 YL (AEANCLZREW
BERALICARBSmgE 7 B AF —N—FEIC X Y, B
Xz 77 Y €Y ¥ RN ERCYPIA4FEHR])600mg % 9 A FH
REH#E L OFHCHEREERES L, FHEY 77 VY
YURBHABRS LA E, BERERE R AHOCulk
CAUCudI ZNZFNd42%. 63%BP Lz,

3) SUVTIV-NHEAICEBEEW
BERAISFIIC AR mgE 7 T A F — N —FIC X b, B
REF VIV —ve0mgk 2R ERE L OB A TH
EEEREE L. ARES VYV —VERRREL
TEWpHZ LRS- L &, BEKZS5HREZLEX, FFH0
Cm&@AUC&M‘i%h%hzs%\ ﬁ%ﬁy Lf.:o

4) In vitroEER12)

RFFo Tk, Py Ry ARUAMETE Y 7 B2
FEERZR L.
6. ISBERIC B 2 EpEEE

g;&e&ﬁ%&ﬁfr ZBRECEIIEDEENEACLIRE
13

FFRRBESE (BE | Child-PughS A, P%E | Child-Pughs

$EB. EE : Child-Pugh%¥EC) 2 A 2 BE 165 R U BB A

ST AKI0me % BEREORE Lz & 2 DRYBENS X — ¥

B RATRT

%2 R EREQOEMBRL/NS A — 4

CL/F*

ﬂﬁ Cm:x. Tmlxb tm" AUCO-IM“

(ng/mL) | (h) (h) | (ng-h/mL) | {L/n)
REERA 8 411 50 356 1,140 26.3
(X$1) (400) | (50-60) | (228) | (353) | (428)
BEFRER 438 6.0 428 | 1400 214
E8E (3.7) | (50-60) | (183) | (404) | (66.4)
SRRk 6 25.2 50 46.1 1,033 29.1
RERE (468) | (2.0-80) | (21.9) (30.0) (284)
BERFRERE 25.8 30 439 905.6 33.1
B35 (52.2) | (1.0-5.0) | (133) (33.0) (375)

Ca B (CV%)
b 1 FpUE (R/ME - RAE)

) AHORBShHREIAIESMmgTH 2,

(ERERRRHR)

1. BRI/ 1582
FHFo7EILRBRouF o FIC 2 RBICERES L
AWEOBRERHEEOmMBESE (CML), XRi3FusriF—
ERRER (TKD 2 X 5B ICEREXEARED 7 4 I
74 7TREEBESNEY VM EmERE (Ph+ALL) 25
2. A#45megx 1 H1EBRDOREE Uk, BEAEESHEAE S
#(CP-CML) #1251} 5 EEFMHEE TH 212057 £ TOM
BEEZRES (MCyR) $1364.7% (11/178) TH . BFF
BEN B 86t B s (AP-CML) . Sk b B YE& 26tk B inss
(BP-CML) R UPh+ALLIC BT 2 X EFMEE TH A6 A
TOMEFHRES) (MaHR) #id61.1% (11/1880) TH o 720

) MCyR : CCyR GURLIMRSEM5E 2 26%)) & PCyR (ML IR M 365
B AL % & _
CCyR (Ph+ 434+ #0820%) . PCyR (Ph+43- 53RN 1% ~35%)
gg{g ! CHR(lt ¥ 52 £%%)) E NEL (B MO R % L) i
2, #E5L 58 T 48510
FHFoT7ELL R F = 7RERBEXRFAHBERE.
breakpoint cluster region-abelson (BCR-ABL) #A&4ET3151%
REATHCMLEUPh+ALLEE # RIS, F#45mg#1H
1RO S L, CP-CMLIZBIF A X EFMEETH 51214
A3 TOMCyR=®E, #UICAP-CML, BP-CMLE UPh+ALLE
BUBIA2ETERMEE CH L6 H T TOMaHREIZ, BT
DEBYTHoT,

CP-CML R/T A Eco | 512%104/203%)
T35SI R MCyR% 70.3% (45/6441)

R/L 56.9% (37/65%1)

AP-CML T3151& 5 6RO 55.6% (10/1859)
BP-CML./ R/1 MaHR= 35.4% (17/48%))
Ph+ALL T3151E R 32.6% (15/4681)

R/ ¥HF TR = o = FIERE LI AHE

MCyR : CCyR (ML BIE¥MEL2EY) L PCyR(MREREN T E
W% Et,

CCyR (Ph+4#rbiA4IRE0%) . PCyR (Ph+7-34rhEiMlE1%~35%)
MaHR : CHR (It B M5 254 ENEL(AMBOFTRZ L)WM 2 &

°

(ZERhEEE)
1. fEREF®
AFF = Fdin vitrollBWT, TISIHFENDERM %2 EHABL
DFUY Y FF—EHtE T BEL 2,
2. REEHR
(1)in vitroFABR16)
FFF =7, BCR-ABLZREH T 2 ¢ MEREHE R MR
H¥K562. KYO1R U LAMAMIRIARIE N IC TSI NERZ
A3 ABCR-ABLZ R & ¥72< 7 Apro-Bii L H EBa/F3M
RapkoWREEZWH L7,
(20 vivoFRER17. 18)
FFF= 7, Ks62MBHEUTIISIER%EF$ 5BCR-
ABLZRE S 7:Ba/F3MRHKZ R TBRE LY R I2Bw
T BEEMARER 2R L.

(B2 IcET I EEHAMEA)

—#4 © RJF = 7358E (Ponatinib hydrochloride (JAN)]

{t&4% : 3-[2-(Imidazo[1,2-b] pyridazin-3-yl) ethynyl]-4-methyl-
N-4-[ (4-methylpiperazin-1-yl) methyl]-3- (trifluoromethyl)
phenylibenzamide monohydrochloride

HaEs H:C . .
H
N F _CHs
N\ N * HCI
\N .
o
BFR& : CoHaF:N:O - HCI
5FB 569.02

H R ABR~HEBORETHEZEL. VAFVANVEFY P
CRRPBIFRTL, Y —VRUKIEIFIZ v,

(FAFBEMH)

LEERY A7 EHETE2KED L, BYICERT L L,

2 ENTORBREAFPED TROATWAEZ RS, BERTE
#. —~EBOEPICREF— I PEREND ETORIZ. &
e RICBEARBREZZERTAC 2ICX Y, FABHARE
DOEBERPIMBT S L LI, FZFHOREERUEDEICHE
THEF— R BIICEL. FHOBEFRICLELRIEEZHE
Lazé,
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FAINNTRIGmg . [T AF v 28 P V]148¢

(EEXB RV XA KE)

- EEXR
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1) #EPe ¥R (i RER)
2) 3 PEE (BIPE 1/ IR
NHRER (ABIZ X 2 HBORE)
DRREE (IS T AR
5) T E (LRE A A RER)
6) PR (in vitrofRHERER)
TAERTEE (in vivolSHRE)
) HNEH (R F= 7 DWRIL, KRB R UPEE)
NHABR(F FaF V- oMEAER)
10HRER (7 7 Y EY Y EOMEMRR)
IDHRER(F VTN QHEEER)
12) 3 RE R (in vitroBE B RER)
1DAHER (FREREEE 2B 5 EDHE)
1) AR (5 TARER)
L) HAER(FF—EBRETO T 74 V)
16) # &R (R WBCR-ABLAFF MR I3 5 HlBR 34 Al 38R
17) LB B (B R BCR-ABLARFF A B 5 T B HE 7 L O R 55 58 9]
HER) v
18) (I ¥EH (Z U BCR-ABLAR A MR B2 T B HILE 7 v O BB R REEI
AER)
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