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7.1 O PR & OISOV T, ARIE R O EVEITHEST L CUuauy,

(fi3n)
AFNTE NN CEfE S - AFIHANC L BBRABR TEONZFA M, BEMEORKFICHEKSI AR IN
F L7, AL hoPrEEEREER & OO HICET 268 0ME R LTI L TV aeWnW=oELEL
77

7.2 M4 PAZEME S5 T Grade 3 LA EOLDARENREL L7581, BEHICAKZRGHIET52 &, 72
B. BWEHARHEI L, BB RNBEICL s TEE LW ENT- A1, AFREL2HRE X
L. BT OBICIT. AFOEEEZEETSHZ L, [8.2, 84, 9.1.2-9.1.5, 11.1.1-11.1.4, 11.1.183
S ]

(fiEwt)
AR OG- 252 12 BH T, BOERYER 2 & Lol & PAZEME G K VLA R IUTEBEKRE R 22 HE S

_7_



TWHIZORELE Lc, KAIOTREGIZH T2 - TR,

IZOWTEEIZHIBT L TS ZE W,

| V. o Bid 258 |
URIERIT 4y NEBE L, KRG OME

7.3 M PAZEME S K O Grade 3 DL LD DARUSNDRIEHI A BB L2 HA 1013, UTOREZSEIC,
ARANAREE, PTG P25 2 &,

131 MRZRDEMER LI5S HEHELE

Rl G BR B/ M Be bR
BRG] | AR B(ANC) < 1.0 X | 45mg ¢ 5B D) DI,
. 0 INT o ANC=1.5X10%L M O/ MiE =75 X 109/LAZ [l % £ TA
VIR TOVL SRR 00 T i Rk . i1 45mg <RI 5.
DI, M/ | 10971 45mg X HREOFF
ARV i) o ANC=1.5X109/L K Ui/ MEEE =75 X 109/LAIZEE§ % £ TA

Al R L, RIER% L 30mg THEAT 5,

FEELRFO &7 30mg :
e ANC=1.5X109L LN/ MEE =75 X 109/LIZ[EIE T 5 £ TH
KR L, FIE%IT 15mg THEAT 5,

FEBLRFO &7 156mg :
o FAlZEGHIET S,

1.3.

=]

2 L k)

2 EMBRRDEMER E RS ERMELE
EITEM HIEE B E B
FFRSBERE | fF N7 A7 I —B >3 | RBRFOH &N 45mg :
= X FEYEE FEFR(ULN) (Grade |e Grade 1 LA F (<3XULN) (Z[A{ET 5 F TARIZAIK L, [IE

#%1% 30mg THBT 2,

FBRFO H &7 30mg :

e Grade 1 LAT (<3XULN) IZ[E{ET 5 F TAMEZIKRIEL | FI{E
#1% 15mg THBT 2,

FHRFO H &S 15mg :

o KAlZHE LT 5,

LUF D 8 S&iifii=d B

e fFRT AT IS —Hiliz
3XULN

o U /LEVE>2XULN
o« TAHVIKAT 7 4 —Ell
<2XULN

KAz b PIET 5,

JEH D /X
— ¥ KW
7T —
o

HESEMEME D Grade 3 YT 4
DY R—=¥XETIT7—F
#n (>2XULN) DX

FBRFO &7 45mg ¢

e Grade 1 AT (£1.5XULN) (C[E{ET 2 £ TAAIZAKRIEL, [H
#1413 30mg THBHT 5,

FBRFO H &7 30mg :

e Grade 1 LAF (Z1.5XULN) (C[Bl{ET 2 £ TAAIZAKRILL, (1]
15113 15mg THBIT 5,

FBRFO &S 15mg :

o REIEFGHIET D,

Grade 3 DR

FBRFO H 7S 45mg ¢

e Grade 1 LLFIZRIE T 2 £ TARBIZIKRIKEL | FIEE I 30mg TH
B 5,

FEBIRED H &7% 30mg :

o Grade 1 U TFICEIET 2 £ TARAZIKRIEL | BIHE%IL 15mg TH
BT 5,

FBIRED H &7 15mg :

o KflZEGHILT 5,

Grade 4 DR

L R 5 Al | B

BI1EH]

HAERE

DA

Grade 2

45mg FE G DA DFE B,

e Grade 1 LLFIZRIE T 2 F TARBIZIKRIL | FIEEZIT 45mg TH
45,

45mg ¥ ERFDHE3E -

o Grade 1 A TFICEIE T 2 £ TARAZIKRIEL | BIHEH%IL 30mg TH
B4 5,

_8_
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FBRFO &7 30 mg :

e Grade 1 LLTFIZRIE T 2 £ TARBIZKRIKL | FIEEZIT 15mg TH
5,

FBRFO &)Y 15mg :

o KAlERGHIET D,

ZToMIE| T AMEBXCRGET 5 |46mg KERFDRYIDFEE :

M. % @ | Grade 2 e Grade 1 LA FIZEIE T 2 £ THRAZIKRIK L | FIEHIX 45mg TH
RIVEH B9 %,
45mg H HRFO I -
e Grade 1 LLFIZRIE T 2 £ TARBIZIKRIKL | FIEEIT 30mg TH
35,

FEELREO &2 30mg :

e Grade 1 LLFIZRIE T 2 F TARBIZIKRIKL | FIEEZIT 15mg TH
35,

FEREO &2 15mg :

o KAlERGHIET D,

Grade 3 I3 4 FEBIRED H &% 45mg :

e Grade 1 LA TICEIET 5 £ CTAAIZIRIE L, [FIERZIT 30mg T
BT 5,

FBRFO H &7 30mg :

e Grade 1 L TFIZHIET 5 E TAFIZIRIE L, FIEHIL 15mg T
BT 5,

FBRFO &7 15mg :

o RAlZFEG RIS D,

Grade (£ NCI-CTCAE ver4.0 (2 & %,

()

7.3.1 MAROBEMER L REBRMAE
BRI B T, BE LI RIE, RS 225 L LT, Misaian & AR 0% 5 o H
it 5 & 5 I MR RE L L,

7.3.2 FMAROBER & %5 BRGRE
BARRRIRIC B\ T, B LI RIE, MRS 225 L LT, EMIICIIE SN D RERROHBE
FERICADE TR GRS 5 L 5 IC LA RELE L,
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5. ERERRLHE
(1) BBERT—2/\v 75—

BR O RS e e SO | 31 Sk
(5= i ) X G i BEFHO| &E
& 1 kIR R A BIE (24 1) AEOFE (WA, 45mg) © 19
(HE5h) HEHER A B (6 41) FmEie GHEEE 5. 45mg) © 2
B g 3K E A | FFHREREERE (24 ) sERE (BEH S, 30mg)

| © 30
(Hash)

B ok 3 P At | dEERON (23 f) bk 3 — L & O EAES © 20
B R E A | R (20 ) V77 L kO ELER © 21
(#E5h) R (20 1) 5o UT5 L OMENER © 22
. BETATESUGETRE CML MK | FRRSR, %k, Aahtt, JEmBhiE,

(ﬁ%;' Mt 0> 1 i BRI % 4 5 £8. | SRR © 2

F (81 1) (1A 1= 5, 2mg~60mg)

Y F=T iF=uF=7 K | AE%RE, AR, etk Kok
PO SUI AR TH 518V (1 H1[E#E, 30mg. 45mg)

PEA M (CML) H#E K OTKI
\Z & D BRI R ST AR © 1

%51 /10FE 305

(EIP) BOT 4 FFNT 4 7 Yok
PERMEY v MEAMYFE (Pht
ALL) &3 (3541)
FHFoTixmaF =7\ | Ao, Z&eth. EER
511 AR B PO ST ZS, # L <13 T8151 | (1 A 1[a#5, 45mg)
PACE I\ ERERET DB E‘mﬁ © 3
(A (CML) BER N7 4 FT V7
4 T YR AN Y MR
Mm% (Ph+ALL) B35 (449 1)
EMAARR . (BB IEE S A LK | A A ~F =7 (400mg) & bb#g,
EPICAP (CP-CML) 3 (306 fi) Zar (18 1085, 45mg) O 4

(5}

(2) BRPREEHRER

OHEAANY
ZYF =7 I =a F =7 L DRSPS IARmA O CML B3, & L <X TKLIZ X 57
TR IRGUE IR O Ph+ALL FBF &2 U ENE [/ IAHRERZ 320 L7z, A&l 30mg 7»
D 4bmg FTCHEZMHE L, 1 H 1 RRO&KG L LR, 30mg &M 45mgl H 1 B2 THEME
DHER ST, AREGIREME (DLT) % 12 #ld 2 Bl CRIE L=, NRIL. 30mg BECTHFA% 1 4]
KO 45mg #E THIRALFRAEMIZES PR (U N—EEMETT I 7 —88N) 1 #lTho
776

@ #EAN?
FERMEA L <IXEITHED CML XUIE oMo migEEES = AT 24 ENEE x5 L L2F 1
MHEFEM Lz, AHF 2mg 7°5 60mg T THEZMWHE L, 1 A 1 EROES L LA R, 2mg 06
45mgl H 1 [ CERMEN MR S 7=, DLT I% 61 fildh 7 FICHE L=, WNiRIL, 45mg BECHE
WHEZBIREZ 1 6], 60mg BETU /X—BHMED,/ L7 7 —B8mMm 2 #l, 5 16, 77=
VT2 T AT 2T —F (ALT) MR ORT ANRTX BT 2 ) h 7 A7 27— (AST)
1 #lchot-,

HE  AFIOAB SN TWDHELOCHREIL, R, RAZIERFF=7E LT 46mg % 1
H1EERO®S53 25, ok, BEOREBICEXVETHET S, T,




(3) AERWEHRRHAR
CBs 5 1 HEEER)

| V. BcT 2EA |

HE

HEEPE XTI TYECMLE OMh O MiE BV ESE 2 A+ 2 BE 208 & LT, RFF=
Z1H1ERR 050k KiitE MTD) XIHREHAEZRET 2,

BT A

Sk, HEE. IFERAR

Xt 5

FEFEME SUTAEIETBIRIT R 2 MHAPE R OV ORI XU LR AT RE R AR HEIR IR D 72 A

T OMETEM IR BV ESE & A 5 B,

CML, ‘B#E#EMIERE, SrEERrEAm» (AML) . BCR-ABLA Rz A4 %2tk
U > MER MR (ALL) | B8RP RERAE (MDS) | U > 3, 2580 i (MM) |
18rEY o FImYE (CLL)

e R e « FERME SUTAZHETR IR T T4 2 HETAPE R OV SO RI SO EER A AT RE 7R i HETRIE D 720
MR BN & A9 D Al 185k LA 0 BT 2ok
« —%ikHE [Eastern Cooperative Oncology Group (ECOG) Performance Status
(PS) 1 232LAF, 3EA L EDOEFENARETH D &Ml I i=3
- BHERE, TR K VORI R RO bW

Ak - & RFF=IX1B 1R OFS, 28A R Z1Y A 7 v & Uiz, AR 20l 2 fe v Vil &
DOWERE O BEAZE L=, BBHRII2me, 1H1EHRG & Lz, HELZZE T 5
THEEEE A LT 5 0 EWmESED T, Ao -HEars— O
BTOEGEEGE LTz, AR TERWVIRRIE L B0 & 55 HFG TR B OHELT
DRDHNARVIRY | #ERE 1TV 72 & b1V A 7 NV OIBBEDEE 2521, UKD
YA 7 ENT OIS T D F TREZkE LT, 28A O A1 71
RNCIRSEIARN ISR E L e o 72,

PR EL < FHERFRLA AR« 95041
< JRBRE N m FEAmendment 6.0 (2013453 H27H) : B A AN GERE £04100
il
- FENTRE A AN RS (5T — % 1y N A7 H : 20144F1H6H) : 814
MR E B CP-CML#EE TIIHE /2% (MCyR) . AP-CML, BP-CML& U'Ph+ALL
B CILME RS (MaHR)
LR TE B HEFLG (NCICTCAE ver.3.0ICHEV 7 L— RESHE) | HYHIRE. EEEMRE.

DMERER A K Ointerim histories

[FE5]

<ZeVEFHiE E >

AAl 2mg 725 60mg FTCHEZMWIE L, 1 A 1EREOEEG L LR, 2mg 205 45mgl A 1 [F]
W CARMENHER STz, =X 60mgl H 1HTHY, DLT 28 6 BlIZHEIL LTz, TDONR
L Y 7B, U oN—BHn, R, R, BB, K. TI =0T T URT
=T — BN, TANRSGEUBT I ) NI UAT 25— BN S ThoT-, TXTo DLT 1Z7]
W) T o7, 8 MTAEHELEH &3 45mgl H 1 BIEEGICRE LT, TR (F—2 By N4 7 H -
2014 4F 1 H 6 H), ABHIEPIC2EBRE ICAERERB I LI, 20N, IFBRELEEOH D
HEFRIIWRE O 85.2%, EELAEFEFTRIT 77.8%, IEHREKLBEEDH > HELAEFHRIT
25.9% R B LT, IR 55 30 B LANICAELE LR E 13 24.7% CTH W | AEFRIC
L 0BGl JESOEEER 2 Pk U REBRE 1 22.2% TH o 72,

IGBEER G T CRBELLCBENE WA EFZIL. BZ (39 #il, 48.1%). L (37 #i, 45.7%).
M9 ROV 77 (4% 36 B, 44.4%) . 589 (34 #il, 42.0%). fEM K OBEEIR (& 32 f5l. 39.5%) .
Mt (31 %51, 38.3%). Mt (30 i, 87.0%)., FEEL, i/ IMREDSD K OKFYMEERE (% 29 i,
35.8%) Th -7z,

i

<®IRAYEFAmIE H >
Ph+HEFH2AROBHEES MO ol (FEFH) X 144.6 8 (2.1~257.1 #) ThH->7-, Ph+EH
65 il ekoik RER L LT, mik7Fr57e22%) (CHR) 3% 64.6% (42 i) . MCyR i3 58.5%
(38 13) . HFEEFAIKRTES (MMR) 2% 36.9% (24 i) ThH-7=,

FENERL - HESNES T ARRUR

EE AR OAB SN T L HIELOHEE, TEF, RAZIIARFF=7L LT 4bmg & 1
A1EEAELSS D, 2k, BEOKRBICIVERBET L. TY,




(EREI/I4

FHER)

| V. BRICET 5

HE

< TFERSY - AV F =7 Xid= v F =7\ IFIME IR E TdH 5 CML, EL<
IETKIC X % BEH IHRPIE I ATHA CTh 2 Ph+ALLEZH 3 % H AR ANBHIC
FF=TONEICB T AHEHEERORE L EoLemERFT 5,

cBIARERSY « AV F =7 id=v F =7 TP UIRMAE TH HCML, &L <
JZTKIIC iém%ﬁ CHBIME XTI AR T 5 Ph+ALLZ AT 5 B AN BE %5t
ST, BBRNER. DT EBFNEDECBERIRFGEE =T AL LT, AT
=7 OHAMFHRE MR T 5,

1RBRT A >

FEEM, S ILERR

ISES

XY F =T Nid=uF =7 TR XUIRMAE TH 5 CML, # L < IXTKLZ X 5 /i
TR ICHRHIE U AR T A Ph+ALLZ AT 5 H AR ABE

Ep UL TE

W oRE (CP-CML, AP-CML, BP-CML) ®CMLZEH XiZPh+ ALLEZ

Y F =T =g F =T ONT NI K DANREICIREIE UIARTHE CTH 5
CMLMAEFE, # L <131 LU EOTKIZ & 2 RiaEICETE IR mAETH 5
Ph+ ALL/E# (AP24534-11-106352CSR Appendix 16.1.1, 9.3.11H)

- FB18K L Lo

+ Eastern Cooperative Oncology Group (ECOG) performance status (PS) 7232
UTFThdE
EHERE. ITHEGE K QIR AR I B H 338 RN E

c A7 Y ==V RO LERBEIZ BV TFridericialkic X 2 #EQTRIME (QTcF)
BDIEF ThDHE

W& - HE

% 1ARERS o JHE Wi <, 30mg X ix4bmg 1B 1[E#5., & 1 FER THRE L2
HEE RIS & . 5 IARE Y ORI <1345 mgZ &5 L=, PKiHlio7=9, %
MARER 7 D 3HNZ15mga 7THE1H 1ERE O &% 5 L, 8H B OPKFHME#& T2 b D
WEpE DR T F =7 DA RE45 mgE THIR LT,

WesRE K

AR o AU ERE 2 - 34451
EAT RER BREEL - 3501

AR H

T HEHmE H

CP-CML &% : MCyR. AP-CML, BP-CML U'Ph+ ALL/&% : MaHR

Rl R EAf ZE H

MCyR, 7 FBIEFHIREL) (MMR) | REBEHH, FhfHe i, PFS, 0S

PR IE H

DLT (BB T HIERSY) « AEESR SA LA 0 (IR, mE, g, nfEf
) . BARRA (ERmRE, migdesmd) | BPimRE, 125808 M,

/IL\I aq—

GEES

<z ePERHE A

(B T RE5y) >

30mg 1 A 1 [H#EZIH VT, Ph+ALL H& 1 62
FETIZ, 2O DLT ORBLIT72< . 45mg ~H &M L7z, 45mg FETIL 6 B 1 Flic
(ZL—=F 4DV RR=BHEMEOZ L—F 3DO7 7 —B#I) 283H Lz, 45mg (X MTD &

I S e o 7o, B IFEE 2 TR 2 HESE & & L C 45mg IR E iz,

BRI . wEERE 26
EELAEFL) 15 4] (42.9%)

BB L=, &
1 (31.4%) |
ITHIREIC

TAEERERLIT 22 ] (62.9%) IZEBL, 209 bFERILICEST-HFEFRLIT 4 7 (11.4%) &

LT,

TEIREM OFEE R 26% L EOFFEGRIT, M/ Mg K OFEE (45 65.7%)

CHRHLLUT-, BT LI-HEERE 1S 14 1 (40.0%) T. 2T ﬂ;ﬁ%%‘f&;oto
BT HEE LTI-BRE OEIGIX T7.8% Tho71-, BEH M, #iE bk

CHERSHPEBR L, BB LBEEOL 24 EFLNN 34 6] (97.1%) |
WCRBLL., I CEEDOH 5 EE LA EFLN 11

I (45.7%)

DLT (7' L— R 5 OFAR4E) FEBL L=, 30mg
DLT

—

—

K OUFHEREOR D (84.83%) U /X—BEIMN, RETELOREE (% 31.4%) . vy — A HZ )b

NZ 2T = —EHN,

HILERERD e VR (45 25.7%) Th o7, b I<HLNT L

— R 3 X4 0FEFES (REEMOFRIERN 25%LL 1) 1%, /s (67.1%) . &iE

(37.1%)

v TP EREGED (34.3%) MOTHIMEREDND (25.7%) Th -7,

<A LSRR H >

CP-CML 2% C 12 f§ A B £ T2 MCyR 1287 X MCyR # #EFF L 7- 88 OFIE 1L 64.7% (6
&5 H H % T 58.8%) Th-olz, MCyR HD Ml 95%CI O FIRIX 42.0%TH 0, Fqijl

THE LT

BRI HE (MCyR % 10%) % kAo 7=, #®17##8% (AP-CML, BP-CML X Of Ph+ALL
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F) TiX, 12 H B £ Tl MaHR 23 XX MaHR & HEEF L 7= E 0EIS1X61.1% (6 A
HET61.1%) TH-o7z, MaHR KD A 5% EFEXE D FIRIL 39.2% TH V. FANIHE LT
B #E (MaHR % 10%) % FEl-7-,

<AL RIR A SR TE H >

- E MCyR, 70 F-BIZFHIRELR (MMR)
CP-CML #& 17 #0955, 12 A H £ TICHeE MCyR 1283 I E MCyR % #ERF L 7= 4¢
BR#13 10 51 (58.8%) . MMR, MR4 X% MR4.5 (CHIE L -8R E 1L 6 151 (35.3%) .
5 5l (29.4%) . 4 il (28.5%) TH-o7-, EITHEE 18 Bl H 5, MCyR (ZBIZEIIME
MCyR % #FE L= 8% 13, AP-CML ##5 % 1 BP-CML #£#% T 1 & 002 il (4 50.0%) T
&V Ph+ALL 3% TiX 2 1 (16.7%) ToH -7z, AP-CML H#H K (O Ph+ALL B2#% D 5 H MMR
ZEIEE U2 X e o 72, BP-CML & T, 141 (25.0%) » MMR (MR4) (2%
L7z,

- ZRhB I
CP-CML & OFEENCIT 5 MCyR M o X 85.0 H, CHR FI=HI[H o H Je i
% 8 B, MMR 2|3EHI M O fiiE 85.0 H ThHh - 7=, #EITHHEE 20 MaHR 6] 11 4112
B} 5 MaHR RS O FREIX 15.0 HTH Y, FHHBITIL, BP-CML 8% &1 Ph+ALL
BE (ZhEN 16.0 A LN 15.0 H) (2T AP-CML £# (39.0 H) TEM»-~7., MCyR
B7EF] 8 Fllz 15 MCyR RIS O houfifix 29.0 B, MMR ZI:=61] 1 4] (BP-CML &%)
@ MMR ZIZ=EHI#I% 58.0 H TH-o 7=

- et B
CP-CML #1281} 5 CHR, MCyR, MMR Fgeedifdlix, FmicsE L7222 > 7=, MaHR IZ
Bz U7 TR 11 #1lc 1T 2 MaHR £l o fiiX 110.0 H Th > 72, MCyR (ZH]
LTI RS 8 1) (BRAG X 45mg) 1231F % MCyR Hife i o i1 169.0 H TH

-7z,

« S0 L/ A A R
CP-CML H¥#E Ti%, EHEALZYIM (PFS) X REICE LRz, HITHIHRE O PFS @
il 101.5 H Th o 7=,

- /A
CP-CML iE&# Tix, 2SI (08) FHRMEIZE LahoT, EITHIEH D 0OS O HgfE
1£309.0 HTH -7z,

FENEEL © [EIPNES T/ ARG

TR AFOEKRBINTODHEROHEIR, B, RAIEIARTF=7L LT 456mg # 1
H1mEEAREGT 5, b, BEOREBICIVEERHES 2. T,
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S E TAREER) ¥

HE

5 (CP) . BT (AP) UTAMERALH (BP) OCMLIEH, # L < HPh+ALL
BEEHBICRFF =T OEIEE RT3

HER

THA HEM, B EBEILRE, SRR

ISES

WD TF e R —RBEK (TKD §F%, ¥ =F7 UIi=uF=7
(HHUESUIAMIA, 77 L <I3T3151% 5 %4 A9 5 CP-CML, AP-CML, BP-CML
S FPh+ALLOD B35

F

TR L UE - EE1SEU LW oS (CP, APXIBP) OCMLAESE X iXPh+ ALL

B

CHYF 2T I =m F =TI L AEREEZR L, WIS IR
ThH2D, AHLATWTNDPOTKIS K DIFFZICTIBIAREZ T 5% (AN
PURFICZE BB FER SN2 FH)

+ Eastern Cooperative Oncology Group (ECOG) ®performance status (PS)
B2LLFTH Y, SEALLLEOAGFENRAEETH D LIS bE

- HREE. NTRERE K QVEEREREIC B E RO b T (BE DR LARWIREEIC D
WL, IBRERGIEECER L) \ A7V == FRFOLEXRAEICLY
QTcFAEFFEANTH D Z LR INI=H

Mk

- HE 45mg % 1 H 1 [E#H 5

BRI HL - FHEREER A ALHEER T © 35001 (JRBRSEHGFH M EFSIROUET L v . K1450%41)

- SENTHEHA AR S - 44961 (F—F v FAT7H :20144E1 H 6 H)

A2

PEREAT 28 H - CP-CML 2% (24— hFAKWUB) 1%, 12 #H £ T» MCyR %
« AP-CML#£EE IBP-CML/Ph+ALLE# (24— FC~F) X, 6H ETD
MaHR*%

fige=

PERFATZH H AEFZOIEYIR, EEE R ORE, WOITHFERRA, S 28 o BRIR
WA, DEM., LT a—ORRICEERZL

GEED

<

T EERHARE H >

<

CP-CML % : Ml B r2E%)

CP-CML EFIZEIT 5 12 H £ TD MCyR 1% 55.8% CToh > 7=, 27— hjlloo MCyR i,
ajk— b A (Pt ARME CP-CML) 28 51.2%, =24— k B (T315I CP-CML) ° 70.3%C
BT,

AP-CML #3# } 0" BP-CML/Ph+ ALL #.# 0 FEAHHHE H : Mg FHIZE%)

AP-CML B& 2B % 6 &5 H £ To MaHR %13 56.6% CTdh ~7-, 28— Lo MaHR #ix,
ak—k C (EHUE/AMZE AP-CML) 2% 56.9%, =24— k D (T3151 AP-CML) #% 55.6%C
BT,

BP-CML/Ph+ALL & 28T 5 6 H £ ToOMaHR %1% 34.0% Td - 7=, 27— ~jlloo MaHR
R, 28— b EGRHUE/ARMTZE BP-CML/Ph+ALL) 28 35.4%. =14~ — k F(T3151 BP-CML/Ph+
ALL) 7% 32.6%TC&Hh o7,

BIR AR IE H >

s D ERARTFAIRZES) (MMR)

CP-CML 4 (zdh—h A KOB) 128115 MMR %% 38.2% (102 f51) . MR4.5 i 19.9%
(563 f5) TH-7=, AP-CML ¥ (adh—k C XU D) ® MMR #i% 20.5% (17 #fl) . MR4.5

11 6.0% (54]) THh-o7-, BP-CML/Ph+ ALL 2% (24— E XO'F) ® MMR %% 11.7%
(11 41) . MR4.5 Rix 3.2% (3#]) ThH-o7=,

ey Eslpeaaiih]

AT (2014 4E 1 H 6 H). CP-CML & ® MCyR ZEHIM GEhlo ) oddul

PH) 1X 84 A (49~343 H) TH Y., MMR ZIZEHIH GEElor) oFdfE (FPH) X 168
H (55~965 H) Th -7z,

fiENTEE S (2014 4F 1 H 6 H). AP-CML #3# ® MaHR 23EHE GEolo ) o (§

PH) 1£21 B (12~176 H), MCyR ZIZ=EHH (FEhElor) ofdufi (FH) 1% 111.5 B (25

~295 H). MMR ZIZ=HI# GFEhElo ) o yefE (&) (X 336 B (565~925 H) Th o7,

AT S (2014 4 1 A 6 H). BP-CML/Ph+ALL % ® MaHR Z3EHIR (EOMHIDOHR) o

JLfi (#aPH) 13 26.0 H (11~168 H) T»H Y . MCyR Z|:EHIM GEhFlD ) O hdefi (FPH)
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£ 55 H (27~168 H). MMR Zl#EHIH GFEhlos) ofdefE G 1L 56 B (54~113
H) THoT=,
- it B
CP-CML 3 ® MCyR (149 #) Freeif o#MEIX 0.1~121.0 BTH Y, FREICIFEL T
W7o 72 MCyR Z#EER L TV B 8BRE OEI413 52 B £ TT90.2%. 104 1 H % TT86.9%
Th o7z, CP-CML ¥ MMR (102 #1) Ffe#ifO#iMHIL 0.1~145.1 @ TH Y . HFRAEIC
ITEL TWeho7z, MMR Z#ER L T D #ERE OFIG X, 52 H £ TT 74.0%. 104 H
ETT66.3%TH o7,
AP-CML &5 ® MaHR (47 #) Frfeif o dfi (fEFH) 1% 56.0 8 (5.0~153.3 ) Th-
72o MaHR Z#ERF L T A HBRE OEISIEL, 523 H £TT51.03%, 104 #H £ TT29.0%T
& 7=, BP-CML/Ph+ ALL (£35® MaHR (32 #]) Frfciifd o hJefil (&) (3 18.08 (7.7
~136.1 ) Th-o7-, MaHR ZHEFF L TV D HERE OEIA X, 52 B ¥ TT 25.96%, 104
WHETT12.98% Th - 7=,

Atk >

FRAT I S E TOAERELR) 448 # (99.8%) I[THIH L., 1R L B O H 5 A EFHLIL 419 #i
(93.3%) (2B LTz, EERAERFRGIILEE LD 277 #] (61.7%) THRILL, 1GERIE L BEH
DI HEELAFFEGIT 137 1 (30.5%) THBL L7z, LT LI-#ERF OFIE 1 143 # (31.8%)
Tholo, L LIEHRE OFIEITETH B i EE Ta <, FIC BP-CML/Ph+ALL £ TH
Molz, BEHEIE, JESIEG P IICE G EFEGIL 361 ] (80.4%) HBLL., G HIkIC
EoToHFEFELIT68H] (15.1%) TRE LT,

IR H T CRE LI-AE%4 (TEAE) 2 99.8 %DO#5RE 125 L, TEAE O BRIIENE
HCRBE CTh-o7-, VL —F3 X4 D TEAE ® 55, BERNEN>T-DTWTH b MLFT:
G TH 5 /MBI (35.6%) | AFHFEREDED (22%) KOE ML (14.9%) Thot, £D
fOBERENE D727 L—F 3 it 4 ® TEAE (X, UV S—E#IN (11.8%) . &t (9.6%) .
BAEMEETT (8.7%) KUVEYH (8.5%) Thoto, # 1 HHEEIEHERO DLT Th - 72FERIZ 30
B (6.7%) IZHE L, V'L —F 3 x4 DfERIZ. 25 4] (5.6%) IZHB LI,

KR - HESNES TARGURR



(4) #REERIEHER
1) BREREEAER
CaEs B MARRER) ¥

| V. BcT 2EA |

HE

12 A % COH FRIZFIARS (MMR) AL LTRTF=7 0 aalks
(= F=7 LB S

BT A

FEEM, RE. EBILE, SR E R

O

CP-CML & #ir-ic2Zr s ni- s

B/ /AP

-l 18 Ll LD B %

- CP-CML ©Z Wi o 6 & A LLINDF (Talpaz et al, 2006)

- MfEEFFMIZ LY, t (9;22) 74 FT N7 1 7 YEAR EIZBCR-ABLALS
- A BB SR S iz

+ Eastern Cooperative Oncology Group (ECOG) performance status (PS) 232
LIT R

- JIFRERE, EARRE R OEIRORBIZ B E BB b

HiE - HE cRFF=7 BB EIZ 45meg 1 B 1R O#&S
cA~F =7 : BB EIZ 400mg 1 A 1 R OES

HeERHE K HAFAE A AN IUBRERE - 528 il (454 264 £1)

A PR TE B FEMEH
12 f§ 4 £ T» MMR =%
B AR 5
MR4 (BCR-ABLIS 2% 0.01%LLT) R (O*MR4.5 (BCR-ABLIS 28 0.032%LL )

22 eMERFARTH H - AEFERORBIR, FIERE K O
BRI R, N Z VYA O R ORI R AE O BRI B 2 2k

[FE5]

< EEFHEE >

RN B IE L2720, WINOFHHE B IZ DWW T H FHRNSHE U 72 AT 5HEZRE - 72 3 A3
FhETE o Tz, RBRFIERE, FEFHMBEE TH D 12 EH £ TO MMR REZ27HE+ 57200
12 & H H O F BT 0l &2 FhE L 72 D1 28 floHATH -7,

AFFELOBI R O ~ F =7 B 13 B 2 R RICFHM L 7= 12 & A £ TO MMR 313, AHFI#E T 80%.
A~VF=THTII%THY, AFBEOHT DA ~F =T RICHRE L @0 -7 (p=0.074), £HE
FHBIEE X B OFHEREAICE T D MMR RIZABIREDO F XA ~F = TR RE L &L,
BEROZTHFFRICAE ChH o 7o (T X TOFMEIR R T p<0.001), 3, 6 K9 fHH ETD
MMR (T, RFF = TR TIZFNFI 31%. 62%. 86% TH V) . A ~F =T RETIZTZENEI 3%.
22%. 33% ThH -7z,

3. 6. 9 KN 12 % H FTO MR4 LT MR4.5 RKIZB L T, T X TOFmEESIZBW T, AH|
RETIIA ~F = T RECHASHEAICA ZICE W MR4 R L N MR4.5 RS L7 (p=0.023 L
T)o 3. 6, 9K 12EH £ TDO MRL HiE, AFIFET 7%, 32%., 64% KN 60%, 1 ~F =7#f
T 0%, 1%, 4% K R 0% TIHh 7=, 3. 6. 9 K12 6 H £ TD MR4.5 Hix, AHIEET 5%, 16%.
32% K% TN 60%, 4 ~F =T HET 0%, 0%, 0% N 0% Th-7,

R—=Z T A %D MMR B FH A GE T o 72 AR FF = 7 149 B L O A ~ F =7 Ff 142 § & %t 5
LI BF L LCO MMR RIIAAIRET 41%, £ ~F =7 BT 18%., Il E2hH: & L To MR4
RIIAFIFET 21%, A ~TF=T7F T 1%, mEHE L LTD MR4.5 IR FTF=7HET 15%. A
YT =TT 0% THY, WTHEAFFETHEICELS (WTith p<0.001), 2 bR EHE
G HEREWIEEL ol

<RIRAIEEAR A H >

MMR, MR4 ¥ O MR4.5 ZFE#IR (H) 1I2oWT, BRI A ~F = 7 REC A~ TARAIRE
THE o Tz, 28201 MMR 2= ] O B XA AIRET 100 A, A ~F =7 T 169 . MR4
BIFEHIF O RAEIIAFIBET 169 B, A ~F =7 F T 216 H. MR4.5 BI5z=H M o th il T AFIRE
T171 HTh -T2 ([ ~F =T7HETIE MR4.5 BEFIT W20 T2)

<BAEVE>
BRI 5 T TR L7-AEFS (TEAE) ORBRIL, AFIEET 95.5%., f ~F =7 T 95.4%
THY WITNLEBETH =N EIEEN S L— K 3 L EOFEFROIIR (RAIRE 59.1%.
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AT =T R 28.9%) KMOEERAEFEFLORBLE (KAIRE 31.8%, 1 ~F =7H#E 8.6%) ITAHA
BEOINA ~F = TR _FE - T2,

AKIEECTHELEN 156%LL L0 TEAE X, 92, M. 88m. U —B8n, . fHRdE. mh
WD L, WS, RBRE PAEE. REREREK NEMETH T, A~ T =T EETHRILEN
15%LL Eo> TEAE 1%, Bl FREEHE, MR, IREEPRERE, J%57. WaM, 5892, A7 & ORI
W CTHoT,

A ~F = T RECHARHFIRE TRIRN 10% 85~ 72 TEAE X, 5. 18R, 8K, U/ —PH
o, R, f/REGRD . RS, EIE, T =0T 2 T AT 2T —8, BIMKR O
BChotz, RITF =T RIS ~F =T EECTHRBRN 10%8 50> 7= TEAE 1%, #H5ekE. iR
BRI, THREXOELTh T,

KPR S IR R
2) REMHER
RN EE L

(5) BE - HEHIHR
TR L

(6) AEMER

1) ERABERE (—RERARERE. BEFEAMERAE. FARBLRATR). RERFTRT 4N
—RFE. WERTERERABONE)
Pl v/

2) RRBFHELTERFEOANBTNILER L-HE - RBROBME
KRG EE D& | RIEFI ARG & Ul ARG A 2 S0 L, 2024 4= 3 A IZ2FRHEICRET 2
RS EWT- L Z E PR INTZT20, LT OEGREEI R I T,
[ENTOBRBIEGIAmD TRONTNWD Z &b, BEERTER., —EROIEFIHRD T — 4 M
ERHEIND E TOMIL. BIEG] 2 56t G I GE A 2 T 5 2 & I2 X0 | KAEHEE O
RAEWMA R T D & & BT, REIOLRENVEROFNECET 27 — % &2 BHNCIUE L, AA| 0
BRI E R B LR LD 2 L)

[FRE o B Y]

ﬁﬂ@ﬁ%%% BT DEEMEROEINEICEAT AU TOFHELHET LI L2 HE L
KBS %O%é%%ﬁ%ﬁ5o

®$ﬂ®m¢%

OARA OfEHFRE TIZI 1T 5 EHWEH OFRARILO AR

QOB EMEICHELY 525 B2 LD ER

@O NI EE 525 B2 DD ER

[FAEDEE]

BEE R Kﬂ%M@Pﬁi@&ﬁh% B EFEGLHRR A S DRV R, BRI

RPN IRE DR IINENGH &

- EOSTHAEEE - SRS

(7) Zhith
MU ER e L
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VI. ZEZEE(ICEI SHE

1. EEZHICEEHHLEMRITLEME
AT =T AVNVENE, ¥ F =7 K, = v F =7 HBE KRS
R BEED H DB W ONREUTNRFIL, BHOBFRL 2R 5 &,

2. IR

(1) YERERLL - 1R LR ©
RFEF=TF, avCa—F—ERALIvET X =478 LU T ROMAELERBTICIESL
I EkaEHAIEEIZ L 0 ARIAD #E23BH%% L 7=, #& 0 breakpoint cluster region-abelson (BCR-ABL)
FHESKTH 5, BCR-ABL %, EBYEEEEMEA M (CML) KON7 4 77 V7 ¢ 7 Ytk G2 Y
yoWWEAIMm (Ph+ALL) ORIERRE &2 RERTFus X F—EBTHY . RFF =7 3BAER
BCR-ABL } UMD 1RIREEIT R L CHGUME & 72 22 88 BCR-ABL # & ¢, & & %5 BCR-ABL (2%t
LILEER Z R T,
In vitro \ B\ T, B4R ABL & O T3151 BT ABL @ in vitro v > > % F—BiEMEEHET 5
(ICsofEIZFNEN 0.4 K 2.00M), F/-. F v ¥+ —EThsd RET.FLT3.KIT & FGFR.
PDGFR, VEGFR, EPH 72 FO&MIER 8K 7 7 I U =K SRC 77 I U —FF—EDEN
ZIVEP AT Ny VSRS BRIZ % U C in vitro ¥ —VBIEMELE AR L7z ICsfEIX 20 nM LA F),

@,
ATPEDBRAMBHICLD
FO AT —EEEORE 0"--0-----.

T 7 IO
(Y878 - 17 T I
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(R+F=TD 108 BEDXF+—FIZxtd B /in vitrolBETO T 74 L)

ICs50<2 nM IC50<20 nM IC50<200 nM ICs0 >200 nM
Kinase 1Cs0 (nM) Kinase 1Cs0 (nM) Kinase 1Cs0 (nM) Kinase 1Cs0 (nM)
ABL 0.4 BLK 6.1 BMX /ETK 47 AKT2/PKBb >1,000
ABL (H396P) 0.3 CSK 12.7 BRK 51 ALK >1,000
ABL (M351T) 0.3 DDR2 16.1 EPHAL1 143 Aurora A >1,000
ABL (Q252H) 0.4 EPHA2 2.1 ERBB4 /HER4 176 Aurora B 543
ABL (T3151) 2.0 EPHA3 6.7 JAK1 32 Aurora C >1,000
ABL (Y253F) 0.3 EPHA7 8.5 JAK2 169 AXL >1,000
ABL2/ARG 0.8 EPHAS 2.5 JAK3 91 BTK 849
EPHA4 1.1 EPHB4 10.2 KIT (D816V) 152 BTK (E41K) >1,000
EPHA5 0.7 FGFR1 2.2 KIT (V654A) 78 CDK2/cyclin E >1,000
EPHB1 1.2 FGFR1 (V561M) 7.3 P38b 173 CTK/MATK/HYL | >1,000
EPHB2/HEK5 0.6 FGFR3 18.2 P7086K 94 EGFR >1,000
EPHB3 1.1 FGFR4 7.7 PYK2/FAK2 35 w 8555‘1?1137 goM) | 1,000
FGFR2 1.6 FLT1 /VEGFR1 3.7 TYK2 177 EGFR (L858R) 211
FGFR2(N549H) 0.4 FLT3 12.6 EGFR (1.861Q) 536
FGR 0.5 FLT4 2.3 EGFR (T790M) >1,000
FRK/PTK5 1.3 FMS 8.6 ERBB2 /HER2 >1,000
FYN 0.4 KDR/VEGFR2 2.9 FAK/PTK2 >1,000
HCK 0.1 KIT 12,5 FER 560
KIT (V560G) 0.4 KIT (D816H) 16.0 FES/ FPS 768
LCK 0.3 P38a 9.8 FLT3 (D835Y) 948
LYN 0.2 PDGFRa (D842V)| 15.6 IGF1R >1,000
LYNB 0.2 PDGFRa (T6741) 3.0 IR >1,000
PDGFRa 1.1 PDGFRB 7.7 IRR/INSRR >1,000
PDGFRa(V561D) 0.8 RAF/RAF1 13.7 ITK >1,000
RET 0.2 RET (V804L) 3.7 MER 406
RET (V804M) 1.4 SRC 5.4 MET >1,000
YES 0.9 TIE2 14.3 mTOR >1,000
TRKA/NTRK1 11.4 MUSK 694
TRKB/NTRK2 15.1 PKA 613
TRKC/NTRK3 13.2 PKCtheta >1,000
RON/MST1R >1,000
ROS >1,000
SRC (T341M) >1,000
SYK >1,000
TEC >1,000
TYK1/LTK >1,000
TYROS3/SKY >1,000
ZAP70 >1,000
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(2) EBHNEEMITHHABRAE
OPrEMEIEE T - in vitro iRER
i) #/E7% BCR-ABL X325 #74 BCR-ABL (& /71D Ba/F3 Hifld D5z x4 5 EH

NP F =7 138 A% BCR-ABL KUOME L7z 14 FEEE CORKEKEMICEKD H 5 2 B
BCR-ABL (T3151 &) Z%I1T 2 Ba/F3 MifdDEfE#AE L, £ ® ICs i 0.5~36nM
Thole, RFF=7 DA% BCR-ABL (234 2HEEMN (ICs0fE : 0.5~0.8nM) %, 1~
F=7 (ICsofH : 260~482nM) M= F =7 (ICsfi : 13~21nM) (Tt~ AHTH Y, ¥
HF =7 (ICsffi : 0.8~0.9nM) & [FFRELL FTH-7=, F7-. T315I 255 BCR-ABL % %
Bl 2 Moot LT, AT F =7 ORI EEENRO 5 (ICs1H : 8~11nM), A
~F =T, =nF =T KOV F =7 Tl Bt LicsmiRE (10,000 nM) T 6 FHETE T2
Lo tz, RFF=TIC X DMEMRAN R LI -T2 E BRI E255V (ICso fifi : 36nM)
Thole, ZTOERKIIFX I F =TV, =0 F =7 KRS vF =725 LTHEmWIREE%
w72 (ICso I N4 11nM., 430nM K %> 6,400nM)

(B54 £ BCR-ABL X [ 14 F235 D 2= E 7Y BOR-ABL IR 7E 1 D Ba/F3 fARA DIBFEI T B RFF =T,
ARF=T, ZOFZTRUVSFHFZIDEE]

Ba/F3 il el 54 58 # il 7 14
ICs0 (nM)

BCR-ABL RFF=7 A~F=7 —nF=7 T F=7
g A= R 0.5 260 13 0.8
M244V 2.2 2,000 38 1.3
G250E 4.1 1,350 48 1.8
Q252H 2.2 1,325 70 3.4
Y253F 2.8 3,475 125 1.4
Y253H 6.2 > 6,400 450 1.3
E255K 14 5,200 200 5.6
E255V 36 > 6,400 430 11
T315A 1.6 971 61 125
T3151 11 > 6,400 > 2,000 > 200
F317L 1.1 1,050 50 7.4
F317V 10 350 nd 53
M351T 1.5 880 15 1.1
F359V 10 1,825 175 2.2
H396P 1.1 850 41 0.6
Bl 1,713 > 6,400 > 2,000 > 200

(54 % BCR-ABL X (% 5 BN ZE R Y BOR-ABL (K714 (D Ba/F3 MR DIBFEIZ T B+ F =7,
1F=J. ZOFZITRUSLYF = IOEEI-ET 3 AR

Ba/F3 il el 54 5E # il i 14
ICs0 (nM)

BCR-ABL RFrF=7 A<=F=7 = YT =7
B AR T 0.8 462 21 0.9
Y253F 0.9 3,111 66 0.6
E255K 3.2 3,731 106 1.5
T3151 8 > 10,000 > 10,000 > 10,000
M351T 1.0 1429 13 0.9
H396P 0.6 996 20 0.4
BRI 1,126 > 10,000 > 10,000 > 10,000
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ii) #pA% BCR-ABL XX T3151 £ %7 BCR-ABL # ¥ Bl 2 Mildlc k427 F=7, =nF=

TROZYF=7IZL L7 R b= AOFE/EH K O ABL X O'CRKL D U AL % 5%
10, 11)

¥/ BCR-ABL X% T3151 Z 51 BCR-ABL % %814 % Ba/F3 fild Ti%, A+ F =713 ECso
(BO%EREE) fH 2~57nM TT A h—A%ZFHH L, ICs fE 25~78nM T BCR-ABL ® VU >
felb 2 PR L7z, BCR-ABL BEfifatkd 1 > Th 5 Kb62 Hifu Tix, AT F =712 X 55817
TR b= AFEEM KO BCR-ABL U VEREILEMFEN RO N2, —FH, = F =7 k]
ZYF=71%, BAR BCR-ABL 2 %8l 5 Ml TiX, 7R b—v 2%&§FE L, BCR-ABL DY
b A HE L7, T3151 Z 58 BCR-ABL %84 Ml Tix, 2oL /iEMzrRE72
Mmoo,

(Ep4 %Y BCR-ABL X (3 T315]1 ZZE R BCR-ABL #RB ¥ H#ifaI 9 2R+ F=TJ. =0F=TXk
UAHF=JITEBTHR =V RADFEE)

50%F %% [ECso (nM) ]
K562 Ba/F3 Ba/F3
747 BCR-ABL ¥/ 7 BCR-ABL T3151 & #7 BCR-ABL
RFF=7 2 16 57
—nF=77 34 332 > 5,000
AYF=7 2 17 > 5,000

[(E74 Y BCR-ABL X (& T3151 Z=2E % BCR-ABL %= HIR3 A2 T®D ABL & U CRKL ') E&{b It
TERFFZIJ, ZOFZITRUVEHFZINDHE]

50%F s [ECso (nM) ]
K562 Ba/F3 Ba/F3
¥/ BCR-ABL #5 /7 BCR-ABL T3151 £ #.7 BCR-ABL
p-BCR-ABL | p-CRKL | p-BCR-ABL | p-CRKL | p-BCR-ABL | p-CRKL
RFEF=7 7 68 25 83 78 580
—nF=7 21 607 53 125 > 1,000 > 1,000
T F=7 0.6 16 4 19 > 1,000 > 1,000
i) iRz HWAERERFRA Y ) —=r 7R BRICB T 2 5i%E BCR-ABL £ RO HBLZ x5

%R F =7 HIROMmifIER

RNFPF =73 28279 BCR-ABL 71— R A A L DZFDMDIERIEIEN D 5
MERETT D720, MRZERERFRA 7 V) —= 1 7Bz £ LT,

B A=A BCR ABL % %819 % Ba/F3 #2227 U —=0 7 ZFEi L (B~ 3[E), &R
FFWVE IR ST Ba/F3 fifia %, Bkx RIREOARFF =7 (10, 20, 40nM) ZIRML7=EF
1440 O r7 T VICHRRE LT,

10nM DR T F =7 |ZHRTE S W7/ ik, BEFEATREMIZFERD DAL, Hix e 228K B E
TR SN, 20nM ORFF =7 1CHREE S S/ T, BN BEE Il S, E255V &
N T3151 @ 2 FEHHDZERIE BARD BN ELE L TNz, 40nM DR FF =7 1FE F TlE. 3[4
TORER T in vitro #hiIEZE AR O HEBL 52 2121k <7z,
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RFEF_IEETFTT

EUR =t f- BCR-ABL £ 158 well D&

= (FF&E BCR-ABL A o F1A) S
R 1007 10 nM 11.7%
-t (N=157)
{g 40 F K C
® 2] £/ VN Y V) VB FE
= A A A A i
¥
B o0 20 nM 0.2%
& (N=3)
Qe 80
& 50 -V -
N2 |

RN T Y a R o S A RN S ) ARPLCe)
é sﬁﬁﬁﬁfd%ﬂﬁdkﬂpﬁkﬁﬁéb
S 1001
& 1901 40 nM 0.0%
£ 50 (N=0)
L EmShfyo-—il
G

20

o]
&V DS Pl DB P
\L\\C‘)q" W{W&\Q/@’L rl/,{b({b\{b({b = ‘Dt

(MRZAVLIEREERFHERY ) -V JHRICE T 5t BOR-ABL ZEADHIRIC

X} SRS F= TEBOIMFIER)

By 4% BCR-ABL #5384 % Ba/F3 fifjizd N-—=F/L-N-= 2 VL7 (ENU) TUHE L, EE 10, 20,
400M DK FF = 7L F TR LI I L7t 2 m—2,

#o8—iE, E SRz 7 7 B—h10 BCR-ABL %5 —F KA1 LB RKOAROEIA 27T, B
ROLNZY = VOERERT T 7 OFRNFRT,

W77 FOTAT 7Ry b EETIIFHE S BCR-ABL ZRIKDERFIORIES L 207 3 /) Bé

OQOPUEMEEE AR © in vivo R B
i) B 47 BCR-ABL &5 @ Ba/F3 #laB i ErE T S 0 O A GERIC R+ 2R - F =7 o 19
/£ BCR-ABL # %3817 % Ba/F3 il #ARNIERE L7z~ 7 RAEFEET VIS, R TTF=7
G LI-E A, kR (EFYFETE 19 B) S HE L T, HEEENRAFEHR OER
ENBD NI, KT F =7 %% 55 1.2.5.5 LT 10 mg/kg/H T 19 H RO EH L2 R,
AR PRI X E N T 32%., 45%., 63% & TN 100%IER L7 (4 &4 TTp<0.01),

(Er4 % BOR-ABL k7714 Ba/F3 BIEY VR ETIITOEFHREICKHT S5 RFFZITDEE)

. . EiaCn s . A AFHATH A A7 HATH

e Rk gl () | g ) | PE

1 TR 0 1 H 119 HH 19.0 BARian k%]

2 | BFrF=7 0.5 1 H 1[E19 B 24.0 26 <0.05

3| KFF=7 1 1 H 1= 19 B 25.0 32 <0.01

4 | FFF=7 25 1 H 1= 19 B 27.5 45 <0.01

5| RFrF=7 5 1 H 1[E19 B 31.0 63 <0.01

6 | WFF=7 10 1 H 1= 19 B 38.0 100 <0.01

ii) A4 BCR-ABL {771 K562 Mz TRAE LT~ U AEBET VBT DR FTF =7 D%)
jjﬁft%ﬁ 14, 15)

4% BCR-ABL #3814 % K562 Mildz K N Lz~ v ARFEBEET VI, R FTF=7
ERH Lo b 2 A TEEHIES HB&KFICIE Sz, AT F=7 %855 1mg/kg/H T 18
A FIIERR D8 G U7 F . cEBREE & bl U CHE s A B ol s vz (p < 0.01), &5
& 2.5, 5 X% 10mg/kg/ H TRERAFKRE LI2HAITIE, £ TO~ U A TEEEHENRO bz
1 #0106, Fk#h% 8 M OBIZEMIMY, 2T~ v A THEEBME MR S 7z,
RFF=T7%¥5 L~ ZAD[EE TlZ. BCR-ABL @ U UL FLERED ST,
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2,500 —-fE R
-+ FF=T 1mg/keg/B
=R FF=7 25meg/kg/ B

=~ 2,000 - =i F =T Smg/kg/H

E ——HFF=F 10me/ke/B

E = HFF =7 30me/ke. E20E
e 1,500

®

Ly

¥ 1,000

0 10 20 30 40 50 80 70 80
BEHE wommmons ()

(B4 % BOR-ABL K771 K562 BAEY VR ETIILDEBIEIEICH T 5 R T F=TDEE)

RFF=JD5RAE

1 mg/kg 2.5 mg/kg
58 2br Ghr 2hr  6hr 16hr 24hr
©Z 5P5 COC 282 £89 B2 TEE e [IEHAFFTRE (ng/ml)
> GET Con 18k LR 22 28 T i ne
BREEr FEE 000 DU r,nr,m:n -n*n'n ooo - YYRBERES
Lhbkd Lhd LLd Dhd Sbhd Sd Y
O TR P p— e wnw -w— p-BCR-ABL
— A —— v —————————— —————— ————

+rrtrttitit

RFF=JOBERE
5 mg/kg 10 mg/kg
#®#5H1 2hr  6hr  16hr 24hr  2hr 6hr 16hr  24hr

Z Qo— o= REW N W E»—-M 0 = k2 Oy 45 3 — = 8
S Pus ekg ~Q et RO ZHE ©PT bon mighAR+F=7RE (ng/mL)
»ry EEE TID THD 70T TID EZZ 747 000 = vUAMASS
= =W — b W LGl —row —row
i ’ -4— p-BCR-ABL
- [p—— -« p-CRKL
bR — ey ¥ cIF4E

(EF4E B BOR-ABL & 7714 K562 BIEY VR ETILEB TOD VT FILEEITHT 2 KFF T OFHE)]
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iii) T38151 ZHA BCR-ABL {&1/714: D Ba/F3 flifuBii AT T L O EFEYBIC T 2R FF=7

DR

T3151 2524 BCR-ABL % %817 % Ba/F3 fifid z FlRNEERE L 7=~ v A AEFEET LIS, AT
Fo=TEEE L2 A, REE CEFHIRP R 16 A) (2T, BTN 7417 W IE
ERRO LN, RPF=7%Kb5&5, 15 KU 25 mg/kg/H T 19 AMMKEAOHEEG LR, 4
AR B IE 22%, 63% K% TN 88%AER L7- (3 5 &4 T Tp<0.01),

(13151 ZZE % BCR-ABL k771t Ba/F3 BB VR ETIL COEFHMICH T DR F=TDEE)

\ ~ BERE . HE I HE A
FOBBRBE ke Bk bl () | g ) | PE

1 LS 0 1 B 11[8]19 HFHE 16.0 N | ST
2 RNFF=7 1.25 1 BH 1= 19 BIE 16.5 3 >0.05
3 NFEF=7 2.5 1 B 1M[E19 BE 16.5 3 >0.05
4 NFEF=7 5 1 H11IE19 BFE 19.5 22 <0.01
5 NFEF=7 15 1 BH 1= 19 BIE 26.0 63 <0.01
6 NFEF=7 25 1 H1IE19 BFE 30.0 88 <0.01

iv) T3151 5% BCR-ABL (KFMEESG 2 L FRAE LTc~ U AT IWTEBT 58T F =7 Ot A

H2h 775k 110

T3151 4 7% BCR-ABL %% Hl4 % Ba/F3 il % 2 T4 L7~ v A BFEEBMEE T VIS, A
F=TEHG Ll 2 A, BEBMENSHRERENICIH SN, NP F=7%2% 58 25 KO
5mg/kg/H T 19 ARIEREO#E L7okES, cF R & bole U CRES A B Sy, #edt
FHIRABEEITRO b rolz, #58 10 O 30mg/kg/ H TG Q5 L725E 11,
%ﬂ%“ﬂfﬁﬁr%é’] LA E L ESEEE O ML T E IEIRAES RO btz (p < 0.01), 7=, &5
& 50mg/kg/ H TR O L LI2GAITIE, #EHFIChA BB RE EEZ s (p < 0.01),
RFF=TEHEGHO~ T ADEET iT&MﬁﬁmBﬂth@)/Mmmiﬂmb%hto

3,500 +
3,000 +
e 123

2,500 + = F=T 25mg/ke/B
E y | =—RFF=T 5me/ke/H
<2000+ -t RFF =T 10mg/ke/ B
Hm === +F =7 30mg/ke/H
{!%1 500 + - R FF =7 50mg/ke/ B
[l ]

1,000 +

500
0 i . = |
0 5 10 15 20 25
pira=e i

BEMmROLAM (B

(13151 ZZE %Y BCR-ABL {&k771£ Ba/F3 BIEY VR ETIL COESIEIEICT 5 RFF=TDFE)



KFF=IOR5MAE

10 mg/kg
2hr 6hr 16hr 24hr
D W N S
— O N BN W kW [\SNVSH )
A\ 0 0 W o
ogog TTT Z2zZ2Z 000
bl TR LG AL

o — e —

W W W e e e W Y W W
RFF=IOREMAE
30 mg/kg
2hr 6hr 16hr 24hr
O NN —
RECEN P
mmE ST 000 ®BAXW
—ot —w s L0

PTHWEY TEWETETETTEEeTe.

| VI 3536z B3 2 A |

-+ FS5XTEE (ng/mL)
- YR

<& p-BCR-ABL

<= p-CRKL
~— ¢IF4E

-« MEHRFF_TEE (ng/mL)
- YORBEGFEES
< p-BCR-ABL

-« p-CRKL
- ¢IF4E

(73151 ZE %! BCR-ABL {k7F 1% Ba/F3 BEY VR ETIEBETO L I FILUEEICHT HRFF=

JDFE)]

(3) 1ERFEIERER - FrihFfa

LR L
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VII. EWEREICET SHEE

1. mMAREDHTS

(1) BB LA MR
AR L

(2) BRRABTHERIN-MPEE
- BARNEMHEHEAMFBEE R ORT 0 7TV 7 ¢ 7RG RME Y P B s B E BLE R O
wy
HARNEMEEREMEAMREE R OT 4 7T V7 4 TYERIGIEZME Y /30 B L5 S & 51T,
AFH| 15mg, 30mg XiE 45mg & H[E N O ER &G LR 2 U TIrRd, 1 HHEOEFIR
ﬁﬁ&:%”‘ é Cmax ))—I(U AUCO-24 6i\ ﬂ%iﬁkﬁﬁ/ﬂli‘%‘ﬂﬂ L/7L:o

(EERUVRERSEOEYIFE/ NS A—4]

a b a

BER | B W) o0 o (o o) R
15 me 1HH 3 22.84(30.2) 4.0(4.0-6.2) 316.29(38.6) -

8 HH 3 44.18(22.1) 4.0(4.0-7.8) 805.82(26.2) 2.55(21.2)

1HH 6 30.42(28.8) | 6.8(3.9-8.1) 477.07(31.1)
30 mg 29 HH 5 53.42(50.1) 4.2(4.1-6.3) 963.42(58.8) 2.17(26.3)
15 mg 1H8H 6 86.43(27.6) 5.0(4.0-6.0) 1,333(32.9) -

29 A H 6 110.7(24.2) 4.1(2.0-5.9) 1,675.8(39.1) 1.26(42.0)

a: M(PHME (CV%) | b FRAE (R/ME— oK E)
¢ : AUCo24 1225 < RFEREL, BT FEHE (CV %)

<—HB> <TEEIRE>
10001 -0~ R+ F=T15mg;N=3 1000 -0~ RFF =T 15mg;N=3
5 - R+ F=T30mg;N=6 5 -0 RFF = T30mg;N=5%
£ A RFF=T45mg;N=6 £ A R+ F=T45mg;N=6
g 1001 o
T T
n ~
1 1
A A
g% 104 %
I3 7
% %
g E
0 5 10 15 20 25 30 0 5 10 15 20 25 30

B (h)

B (h)

(FHE+HRERE. 1) 30megBE D BE 16X EEFRBO MAHAMEL, )

(BARANEMHEHEANBTEERV 74 3TV« 7EBEKEHEANE Y VNEANKREEICEAF %
1 H 1[E 156mg. 30mg, 45mg TIRELFEED 1 BERUEFEIKRRER (156mg: 8 HE. 30mg
kU 45mg: 29 BE) I2H T 5 MBFEE)

R AFOAB SN T D AEL O EIZ, NEE, KAIZIZRTF=7L LT 45mg & 1
H1REAREST 5, 2k, BEOKRBICLVEEREYS S, ] T,

(3) HhEE

MAER e L
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4) BE - HRAROEE

ORFOZE"
fREEHRE \CAK] 4bmg ZHEIR KL L& &, ZERICIESTREERRBL® (19 900~
1,000keal, &G 500~600kcal) i TIE, Cmax KON AUC IZZNEH 0.94 fER T 1.1 f5Th
olz, Fio, EEPERE (ICAH] 4bmg & HEHR G Lo & & Z2ERHC R TIREUERAR I & (F
547kcal, M5l 63kecal) #EHLH: TIE, Cmax KN AUC IZZNEH 0.94 (5K TN 0.98 5 Th > 72,

QPR DR

- EFERRBR A 12BN T AAI 156mg & CYP3A4 Osa N2 ERITH D7 k=) —/L 400mg %
PR L7z & &, HMEGICHARTABID Cmax KON AUC IZZENEH 4T% L O T8% M L 7= 20,

TEE 387072 CYP3A4 HEEM 283 234 L AFK & OPFHICIZ TEELZS W,

- BEEEHEBRE 2B\ T, AAl 45mg & CYP3A4 O )1 7eiF 8/l CTHH Y 7 7 B2 600mg %
D L7z & & BB 52 R TARAID Cmax X N AUC IZZNZ I 42% J O 63%3k0 L7z 2V,

TR - CYP3A4 W5 E1EM 2 A9 2 A & AA L OPFICIT TR S 7ZE 0,

EFEERE BT, AFl4bmg £ TV TV —L 60mg APFH LT & & B ART
KFND Cmax KON AUC 1FZZHFH 25% K O 6% L= 22,

2. RWEER/NTA—F

3.

(1)

(2)

(3)

(4)

(5)

(6)

D)

R A&
JravoS— kA v MENT

R T 2
KR L

HREETEH
MUER e L

SYFTIVR
Y F =7 d=a F = 7T UIRNE TH D18 E st A s (CML) BE KR O7 4 75
VT T YR EANE ) o (Ph+ALL) BE &2 %4102, AK) 45mg & 1 H 1 [Afk 0# 5
L=t X, EEREICBTAMIESE 7 ) 75 A%, 28.07£8.3691L/h (LW = #E(F 7. N=6)
Thotz Y,

DMEE

HEVEME OIS T D CML M OV Do Mg IR B A 4 5 BE 2 X512, AK 45mg % 1 H 1 [1]
BOfRE Lz & BEREICKT D REEMAOSMAAERIL, 1,481+1,395L (CFHIMHE = #E R 2=, N=20)
ThoT- 2,

Z0th
LR L

BEH (REaL—ay) f#m

RRAT J5 3%

L EEREE R 4 kR & L7 B aER 2 BB ROV T HIRBR, WS IARARIR) . % OV R
Ha e LI BREIAR 4 M (RFORE, GHIEORE 3 0B © 6 MB (G 244 ) 7>
SBLNET— 2 2 HE L, FRBRAMBET L E AT, KFF =T ORER AT A — 5 RO
VBRI RIS EBR 2R L, £, BONEEFANLETF=7 45 mg OEFHKRETO
Couax ROV AUCan & X = L— b L, BBIR T2 RIETHEE TR L1



(2)

- BRUR

%4

K]

(1)

(2)

(3)

(4)

(5)

(6)

| VII. S#@hieicBid 55 A |

INTGA—BEHER >

AksFE%EC (BMI), AFE., MR, s, 79=073I /) 50 27=25—F (ALT), Z L7 F =7
V7T A MIETNT I, FIE, RORGHER O RE UTEERERE) 2 PRICKIFTREL
et L7z, TORER, 8O V7T T 0 A LTI R OMLIE 7 V7 2 s, S aFEIC % L < BMI
DHFNCHEBREEETH 72 b OO, RAIOBEFRIZKT 52 b ORI/ &L BWKRNICESR
@%é%miﬁm:&ﬂmémto

FLTS AEE | FLTIVIEE |

(a) Cmax (b) AUC24n
e I
=t i it | —
5 | | 5 b
pe e ———m
| | i | bl
BMI<25 | — i BMI<25 | — i
1 1 [ ! 1 1
1 1 1 ' 1 1
25ZBMI=30 —— 25ZBMIZ30 = : :
i 1 1 i 1 1
1 1 [ ! 1 1
BMI>30 . BMI>30 | -
| i | | Pl
1 1 1 1
I 1 I I
1 1 1 1
I 1 I I
| | | |
i i i i
I I I I
I I I I
1 1 1 1
] 1 ] ]
1 1 1 1

FLITIUREE FILTE whiRE

FALTEUEE FATEUEE
I : T T : T I : T T T 1
30 50 100 150 400 800 1600 3200

Cmax,ss (ng/mL) AUC24,ss (ng-h/mL)

(EEREBORFFZIOBRBICHT IZEER L— 3 ViR )

B (22
- EHERCEOPRELIS—E A £ R REZSEEA KO RATHIE
B R REEEEESROERITHEDNS-125%XMHE & K (REBEFELRHALATOINN—L 2 (L

rrm rrm

BER L

i 5% — Aid B8 P @ a8 1

HGIET v M UWC-RFF = 7%ﬁ1mm&g®%ifﬁﬁﬁmﬁﬁbt&% JIRABERR 2 B < Hr AR A
BR (ORI, /NI OMERE) 12381 D B REVR E D Cmax (X MLE H K OMtL D £ B er i b TR
71:_ Z/lO

1% — e BE RS P @ ad 1t
EER e L

it ~DBITH

MR L

HRA~DFITHE

MR L

ZDHMOEBA~DBITHE
ﬁéﬁ%@méé%iyb’MO?%%*?%%1m@kg®%%fiﬁﬁmﬁﬁbk&%\%%m

ST REITHARRICIA oA LTz, AT v b OBFEHMEICIS T 2 SRR E X, AT v
h OE U TR B AL/ | wAT%L<W#ok“O

miEEEHEE
b MR EREARIT 99.9%0L ECh o7 (in vitro, EHHENT) P,
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6. fti

(1) KB R URBHZRR
N F = TIEFITHFIER R QYL 1B DT S D, fdERE Rk A B 6 511 14C THERR L 7= 4K 2
B O#FG Lz & ot FTERHY CTH D AP24600 (NKAEY) ; fHEh O BEEEIC 95
FIEIE 14.9%) X EICHEFICBOWTERSND EEZBND, B MBI 2R FTF =7 O3
TR & o g 2020

) \

N H
N
O{>ﬂm

CFa CF3 GF3 0

AP24734{M36) CYP3A4. AP24567(M42) AP32318(M23)
CYP2C8,
CYP2D6
N

CYP3A4,

CYP2Cs,
CYP2D6

Glu
\\‘ H (*N/ - \\ H (‘ g —_— R
o O AU <md) o
0

K\FN OH Gl
Y. u
\N’N

\ ,
H N
N*( \ N
0
CF3
M24

CF3 e}

AP24600(M14)

Ponatinib (AP24534) M11, M15, M16

|

AN K\FN
EPN' p Glu S N CHs

N

\ ) ) ,
H N H N
NQ\/{J N\Q\/NJ
e} 0

CF3 CF3
M29 M43, M46, M47, M49

(2) KHICBE5T 58K (CYPH) OHRFiE. HF5E

R F=71%, EIZ CYP3A4 |

X REFE., CYP2D6, CYP2C8 KU CYP3A5 IZ L »TH—ERL
#ENns (in vitro) . F1-, FEI

HILEDZ AT Z7—8 /7 I X —BIC LV IKG A= T, i

R EERB TH D AP24600 BAER INABDEEZ NS,

(3) HEBEHROARRVEOHE
AR L

4) REVOBHEDOAEERVEML., FELE
MAE P RERHY TH D AP24567 1T, B4R ABL K O T3151 2 %4 ABL & — B iEMEICx L TR
FTF =T DK 3EOMEEE A R, @FERE GHEAN) 2 UC-RTF=7% 45mg O & TRH
Peh L= & x| AP24567 DIREIL. RNTF =7 ORERED 5% Kl Th -7 %,

. it Y
TP T E D TH - T,

PR B VERERE 6 BIIIC 14C TEERL L 72 AR 45mg Z HilRlRE NG L7c & x| 336 i £ Tlck G- shic
HEHBED 92.0% 23 [EIU S 41, F G- HBUHRED 86.6% 13 FEAEHIZ, 5.4% 3R HIZHEM S 7z,
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8. FIVRKR—F—ICEHT HIER
AT F =71 PHEE A KO BCRP OFEE T2y P HEE A & BCRP ~OMEERZ AT 5, £7-.
RFF =713 OATP1B1, OATP1B3 & * OCT1 ®HE Tid72 < . OATP1B1, OATP1B3, OCT1, OAT1,
OAT3 }¢ 1} OCT2 %P L7222,

0. BIEICkBREE
SRR L

10. BEDEREZHITHEE
- fFRERE S (SMEAIC L D)
frekfEREE (IR : Child-Pugh 2% A, $%J : Child-Pugh 43% B, #J¥ : Child-Pugh 4% C) %
FHT 5B 16 B L O 8 BillZAA| 30mg # H[ElfE & 5 U752 DL IZRd, fERERK N & b
AR KHND Cmax [TIRFEATHERERRE BE T 107%IC EF L, 85 R OV E R GEE B g ik e n e
A 61%, 63%IZIA L1z, F£7o. AUC 1L, REFHEEREEBEHE T 123%I2 B L, FEE R O EET
FERERR F B ClEZ NN 91%, T9%I2 LT,

Crmax® Tmax? tie2 AUCop-inf CL/Fa
P gD ) ) (ng-h/mL) (L/h)
fEEERCN  CRFRR) 8 41.1 (40.0) 5.0 (5.0-6.0) 35.6 (22.8) 1,140 (35.3) | 26.3 (42.8)
1B PR e b o5 R 6 43.8 (31.7) 6.0 (5.0-6.0) 42.8 (18.3) 1,400 (40.4) | 21.4 (66.4)
Hh S TR e bR AR 6 25.2 (46.8) 5.0 (2.0-8.0) 46.1 (21.9) 1,033 (30.0) | 29.1(28.4)
R R 4 25.8 (52.2) 3.0 (1.0-5.0) 43.9 (13.3) 905.6 (33.0) | 33.1(37.5)
a: X (CV %), b R (B/IME— B R A)

HE  AFOEKRBINTODHEROHEIR, B, JRAIEIRTF=7L LT 456mg # 1
H1mEEAREGT 5, b, BEORBICKVEERES 2.] T,

1. Zhfh
B R L
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VIII. T2 (ERLOIEF) ICEHI SHE

1.

ZERREZDER

1. B

1.1 AFE, BEFICTHIRICTESIERERICEVN T, SNREMBEEOBEICH L THo7LRME -
BEBREZHEOEMMDL LT, KFDOBRENBEY LHHENLIEFICOVTOAEET S &, -,
AR & HARBIAICET S, BERETORKICEMRUBERIEEHHHAL. AEEET
MoREEMAT B L.

(fi0)

BE DL MR N O A OBLEN S, FUEMIERE A 266 9 B0 — KA/ EMat & L Cit#i L
* L7,

AR OEGIZIHB WL, M A FREOEE 2 RIERARBINFSEOBRERFIC 07k IE 0 T 5 ER
Mgk THDHMLENH Y . AFIFKGOGR L 720 BEIL, BEEHEANE UL T + 757 V7 ¢ 7Yk
Bty o \MER I T D & BIREICR2 M S 4L, RIER RIS U CHIRPTIE U NA 2 7~ 3 B 2 xf
HLLLTEY ET,

AR OE G DT> IR ONE Z BRI L, AR Vet Z -+ 8ifif L7z BT, RFILS
DD IR DN T HEEICHF L, #ISEE OBIRZIT> T EI 0,

AIEDH PN FZ T ABL BIEFEREZ AT 2EFLSNOEE R E, oo BCR-ABL 7oy ¥ ) —
YIERODENYR TE HEEITT., MAIOMHEHZ HSICBi L, LEICS U TARE I Az L D
BB L T EE N,

1.2 DEFTEE. RIEE. BIRBIIREAZEE. REDIRFAETAE. SR EREFOEETMERELEE
EBHoHONBHENHY . ETITE>=HlIEHRESN TS AF QR G, EifittEE (D
BE, RHBRFAEMARES) . #IRNEEREFORTEOFE. DNERKBEORKREF (Sl
E.WRE. FERBES) OFRELHALLLT. REDORBEZEEICHMTHIE, T KFIE
S BEEOREEZ+2ICHREL. fE. R, BRE. FRE. ROET. B8h. LUNFOMmMERR
EMEZNRONAIBIRCERDERITERT 5L, [82, 11.1.1—11.1.4 B]

(fiEwt)

i PAFEME RGN T F = 7B 2 BRRAY IS A b BB RITER T,

KRR £ TOMKRRBRICE W T, DrEZE, IE%E, MRS ARPAZEE, RAHBIARPAZEME R Rk
FEEFEORERMEAEMLEEZPRESNTEY | HCICE 72l b HE S THET,

AR OEGBRMAANC L, MRS COAREZE, RAFENRPAZEMAR B SE) | Sk e i 5 O BEEIE O
AR, DIAESRREOERK Y (EilE, FERA, IBEREIES) OFELZHGE L. EThEoR %
THEIHE L0 28R R OEHNRE=2 U 72TV, AFIORGDY 27 EXXT 4y M aEBE
LT, AAEEDOHEGIZOWTEEIHE LT ZE3W, £7o, RAFRG IR OWREE +01281%
L. Moy, BEfm. DUBoR. ARREL, $HOIKTF. BUliL. LU O M PAZEME SR 3 5E DI 5 k0
WORFUERE LTI ZEN,

13 EEGHHERENHOoONELAHY . FREICLIYRTICEHIIHESATNSDT,
AEIZSRBAT R RSP I EHMCHFEEREZTL., BEOREBZTIICHET ST & [8.3.
9.3. 11.1.7 3]

(fiFt)
AFNIH A2z Ete, FEEREZGISEZTREERHY | HTICE T2l b HiE S THETS,
BRI IS\ T A & TR EA B S O RERR T & OBEME RO b TR Y | B ICERLE
B MTTAREMED 0 9, AR GBAAET L O G HITESRIC, FEERA 21T, BEOIKRRE
ZHICBE LTI ZE N,



2.

[VIIL. %40t (A EoES%) (B3 %A |

BRRAREZDER

2. 2B (ROEBEIZITEE LWL L)
2.1 RFNO o3 st UIBBUE DBEERED & 5 BE

(fi )

AR AT ) UIBBUE OREEIEN & 2 B ICARF 2 &5 L2854, FFOMRBUER 235883 2 "TaetEDs &
WEEBZONETOT, REIOERGZEET T TEE0,

AFNOE RS 1 EPRFF =7 & LT 16.03mg (KT F=7L LT 15mg). WKL LTH
WKW, M ra—R TV a— LT N U A REBKT A, ATT Y VB3
SN, ALY wraa—/L 4000, RY =T a— GEST ). B bTFZ o E SR LT
WET,

2.2 71hm TR L W 2 A[REMED B 5 M (9.5 &R

(fiFt)

AFNIALIT 1T DRI H Y FH A,

IR (7 v RO IZBWT, BATE, FEWNIRZEM 2 O Sa~DR 8, KER~0ORE (&
FHAMIRADZENE) FOLFERMENRBO bNT Z LM bRELF LT,

FEAIIE TIX. 2. G)EFRERESHRER) 0HEZ TSI,

MRER (XS RICEET FE L ZTDEH
V. 2. EERIIHRICEAES 58 DHEHSH

AiZERUBEICEET HFEEZFDER
V. 4. BiZERUVHE=ICEEYT 5FE ] OISR

BEELQEXRMIE LT DEH
8. EELTEAXRHIE
81 AHN IR LR G Lo | EMMICmiEsA, FHisd, QRS e To. AH O R Gk
D EG 2952 Lo
(Fwt)
B OIEP R O Gkt DER I 7z - TE, BRRRGRERCE IR 2y (L& SRR RO FEBRIA - DOFF
i) LEEDOE=FY RO DRBEPLETH L FAEERE T -ORELE L,

82 MEMRMEHENELRNH LONDZ ENHDHDT, AFFEETILOME REBOMERRE T (FEi
JE, BERRIE. TREREES) BT H L b0, BEOREL B L., W, 1B, Uik
. ORREL, KT, B, L OMNEO MAE PAZEMEFRR N DL D BIEIER OB EE T
HZ L, Flo, MEREEEERDEDNDERND L ONIEEICIT, EONCEFREEEZZ2T
HEHOBEEFETH L, [1.2, 7.2, 9.1.3-9.1.5, 11.1.1-11.1.4 BI]

(fiL)

TRFRIE F T O BRI K OWE/NLE BRI T, OREZE, INFZE, MESEIRPAZEE . RAYBIAREH

FEMESR B FRAR AR ZERRIE S5 O S 70 A PAZEVEF L NG STV D 2 & 0 MM IR BRIZ 3B T

oMM E 5 (BN IRPH 26 & OSSR AIRPAZE) 2B 6T v mAEPAZEEFSICERT S

LICE AR NPFEINTWVDZENLHRELE L,

8.3 IFREREIRE N Db D Z &R D DD T, RAIF GG &K O G-I EMIC (B 5-BtA% 3 &
AT 2 BT E, 20%IT 1 HEA T L), £, BEOWREIZS U TUFERERELZITV., BEO
ez +oic#lgz+5 2 L, [1.3, 9.3, 11.1.7 ]

(fi0)
TRFRIE F T ORERAR R K OISR EZ I BV T, FFA4, AST (GOT), ALT (GPT), v VU LE >
D FRZ D FIHEREREEN D SN D Z N ME SN TWA Z ENBRELE L,
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84 LARENHHLILD I ENDHDHDT, RABGHMGANIE, BEOLEREEHET L &, AFE
B3 e OoMeEERE (b0 a—%) 2170, BEOKRE (=R (LVEF) OZX#%5T)
Aol o2 e, (7.2, 9.1.2, 11.1.13 /]

(fiL)

TKFRIRE £ T OMFAMRIREER, EIN IR & O SR B IV T BUERI RN & 7 & 5 el 4

BULDAREXTEEREREPREINTVDE I ENLRELE L,

85 MED EANH LD Z ED DD T, KAIOE G BRMERT MR O G- IXE IR i E ] E 21T 9
Z &, [11.1.6 2]

(fiL)

TRFRIE E T OUFSMGEARER . E N L OMES O BLE IR GEZ ICB W, E B (EifEs U —+8

EEl) DEHESR TS ZENLHEELE L,

AHN O $e 5B ET K O G- I3 E BRI i ERE 21TV, SEIZIE U CRIERI O &5 21T 9 Howy) 72

W Z1T-> CTL 72 E& W, BIAE, FictEd 2 W IldE ORERE Cay br— AL TERWVWELERD Hb

NIEAITIE, AR 2R, KEIHRG 2Pk LT EE W, £, WA RSB ICRB VT, &

NEEFEER E LTHOEDLND EOWELH D DT, BENRIEEOFTA G BE L T ZE0,

8.6 RN HOND Z ENH DD T, RENOEGBAF &K OG- I EMMIC (B5-BtA% 3 & H M
F2EM T, ZFORIT1EH L), o, BEORBIOS U CERERICET D MR 1TV,
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(fi=3)

FKERIE F T OUFAMiG R BB K OV LGS IR 52 12 BV T, RSN TWET, £7-. ENERR
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ATV, BEOREZ+2ICBEZT 52 &, [11.1.5 ]

(fi73)

TRFRIRE F T ORI ER, ENERRRER, A RGERGER IV T, ek, o/ asd . & i

LOBEMIHEEESENRESINTVDIZ ENLRELELE,

88 NIEITHI N LD Z LN H DD T, AFIEGHIXEREZEMOICHET 2%, BFOREEZ T
BT S L, [11.1.9 28]

(fi)

TKFRRE £ T ORI R, [E N ERIAR R & OVES OGS AR FE% 12 3B T IRIRETRE (2RI | oK,

BliAKRE, REMEEREDE) DA SN TWA I ENORELE LT,

AFBEE IR EZ EHICRIET 5%, BEOREL H0ICBIEZE L, U IKEOHEMN, MR K #E5
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8.9 IEEMMBEMEREN H LD Z ENHDHOT, MiGHEMERE L OEHERELZIT Y%, BEO
WEEZ il o2 L, [11.1.15 2]
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011 ERRIIFDOBERDHLEE
FERDEBALUIER T 28RS 5, [8.6. 11.1.8 B ]

12 IVMREXIFZTDBREEDHHESE
DRBENEUIFR T BZENH D, [7.2, 84, 11.1.13 B/ ]

.13 EMMEE (LDHEE. REBIRFAEMEERESE) OBEROHLIEE
MEHEEFRORIY 27 REL R BENNH D, [7.2, 8.2, 11.1.1, 11.1.3 /]

9.1.4 BiRMIEEE (GREIPFRMITES) OBEROHLIEE
MEPAZEMEFROFEBY 2R PNEL RIBENRH D, [7.2. 8.2, 11.1.4 & ]

.15 DIMERKBDREREF (BME. #HRK. BEERES) OHLIEE
MEAEMEFRORIY 27 BELRIBENRH D, [7.2. 8.2 BH]

9.16BEFRVAMIAFX v ) TDEERXIIEAERSEE (HBs IRIZME. /D HBc ufAX I HBs HikiZ %)
AR O BG-BA % 3kRE L THFESRRMRESCIHFR VA VA= —DFE=2 ) T %757 L. B
TS 7 A )V A DFEHALOBEEROFBLUCEE T 5 Z &, [8.11 ]

T HOFRL VX F—EHERICFMBEDESE
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ATV, RIEAFRBUCEERE T2 2 & ANARIEOR G FIEORK & 72 > 72fIER & [FIER O EIEH
DR ZDBENRD D,

(2) BieElESEE
FEEN TR

(3) FrikeefeaERE
9.3 FFHkREfEE B

[FRElRENE (LT 2 8E N A H 5, [1.3, 8.3, 11.1.7 ]
(fi)
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ARANTIEI BT AR OMARERITH Y £ A,
BER (7 ROV L) IZBWT, EFEEFEOLIERERRBO bNIZ Z EPbRELE L,
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TR E CORKRRBRICBW T, A mEAEEFSZORWERARE DY X 7R T L 72 5 AR S Rig
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rFENL, PILFTEL, R
NIV
TL—TTIN—=IVa—2A
[16.7.12 /]

(fg7n)

RFF=TORFHITZE L TCYPSA 20325 2 Eonh, AFNE, & L TFRHEIEESE CYP3A4 ©
R#MIND B2 6N THWETCYPSAAIHEENEZ BT 57 h a2ty —/L (BAF: EARFET) .
A TFaFy—L, s ru~vATr, TL—FTN—I 02— %L KAEZHEH LT 5E,
F ORI E S 4L, AFOMIEFIRED EAT 5 BERZEL ONETOT, ZNbOHEH LD
PFHIZRET 5 2 EREENTE T, ROEGTIFHT 2551, AFOMELZEZET L biC, &
FORBAEEIZBAZ L, AEHORBICERE L TSV,

Vorrvyy, V7yr 7T
VOB NRTEE Y, T )N
e =)L T = b A

MIET DI END B H DT,
CYP3A#; B AEH D 72 31355
WERAI~OREEEET D Z

TEHN 4 BERAEAR « HE & 5 1A Ky« fElRIA 1
CYP3A#FEEH AFOMPEEMNMET L, 2R | 205 0 FFN% 2 CYPSA DL
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(fg7n)
AFNE, EE LTSS CYP3A4 TRI#TSN D EE 2 5T E T, AU (Fric CYP3A4)
FEEHEETDV 77, BT UAF XU VY (Stdohn” sWort: > hPa—r XU
—F) EAEERNELARBNEHA LGS, RAIOMRENEE S, AR OMmAEPREME 3250
BEMEREZEZONETOT, FHICH > TETERE L TN,

. BIfERA

1. gER
WORWERNSH LoD Z ENRNH DD T, BEEZHDITITV., BERRD ON-GEICiEHKEET
1T 57 CHb R EEZITH Z &,

(1) EXRAGEIER & MEARER

1.1 EXLZEIEA

11.1.1 BEAREE (3.8%)
ODAFEZE (2.1%) . PlE (0.8%) . aPERHEMRE (0.4%) . LAEM (0.4%) . REEPLE
(0.2%) EOHEIMIREENH LbNDZ ENRHLOT, BEDIREZ 0B L, HESRE
WD NG A ITITIERLNITRE ATV, AAlZ KGR IET 55O R LEEZITS 2
Eo [1.2, 7.2, 8.2, 9.1.3 ]

1112 EMEREE (2.9%)
MrtEgE (1.1%) . zed (0.8%) . MENIRIEZAE (0.4%) . —PEME mIE(E (0.2%) . KIMEIIR
Mezg (0.2%) . MMEEM (0.2%). MMEREZE (0.2%) SOMMIMERENH SbNDZ ENnH 5D,
[1.2. 7.2, 8.2 &H#]

1113 REBARFAEMERR (2.7%)
MIRMERETT (1.8%) . REEIRIEZAE (0.4%) . TUREESE (0.2%). MAIEEHARPAZESE (0.2%) .
BhRIEAE (BEHEEARH) SO RMBARPAEMEIRERN L O bND Z R H LD T, BEOREEZ +
IPICHBIER L. R, IR, LONENRD DN BEIIE. AA 28G9 k4 5 %o 5 2 L
EEITH 2 &, [1.2, 7.2, 8.2, 9.1.3 1]

11.1.4 B3ARIAE ARAE (1.7%)

&
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HEAEERARIMARAE  (0.6%) . TRMPERIRIMARIE (0.4%). MiZERIE (0.4%). HARZERIE (0.2%)
LHOFIRMBRERIEND bbb Z b5, [1.2, 7.2, 8.2, 9.1.4 &H]

11.1.5 BE8INFl (48.8%)
/B (38.3%) . AFHEREGE (20.6%). &l (13.9%). HifERFEIEL (5.1%). %
BWELF P ERIBME (2.1%) . ILIMERJAE (1.9%) . U > REREOR) (1.9%) . HBEFSRE R4
(0.2%) ZOBEEIH N SbNDZ Enb 5, [8.75M]

116 mmE (14.1%)
i 7 ) —¥ BHERR) 25@mM/ERlHo5bnd 2 Enb b, HEIZE U THRERIOR
24T 9 EOMYEEITH Z &, BIE, FifielEd 2 W@ E OB EER T2y hr—LT
XRWEMEN S SO TG EITIIARR A RIE, ME TGP IET 52 &, 2, @ity
V—ERh L oNGAEIIIAA O Z L, @U@ E2TTo 2 &, [8.5 & H]

11.1.7 FFHERERESE (17.5%)
ALT. AST. B U E Y| y-GTP %D LA Z0F 5 IFHRERE (17.5%). #JE (0.4%). TR
2 BEEARH) NHobhdZ &idbd, [1.3, 8.3, 9.3 5]

1118 BEXR (6.1%)
(8.6, 9.1.1 &E]

1A KRETE (11.6%)
KIEMHEIEIE (6.3%). HK (4.0%) OFEEIFE (2.3%). Mo o0 (0.2%) . MiZkKiE (0.2%)
LEORBITEN D LoD Z N5, BIRRREORIN, M R EEE O R NRD b
Bl EGEFRIE L, FIRAZ &G T 55, MU eLEE21To 2 &, (8.8 ]
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ffige (1.7%). BUMAE (1.1%) ZORGIER D b d Z EBnH D,

NI EEOKRBEE (1.7%)
HIBERZ B (1.1%) . ZIAEE (0.8%) HOEREEOREEENH b D Z E1H 5.,

11.1.12 i (2.3%)
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MABIDTRE (1.9%). 2 >mHELFLE (0.8%)
[7.2. 8.4, 9.1.2 &#]
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LEME) (2.83%) . Ik (1.1%) . QT MMIERE (0.8%). #Hk (0.4%) . LEMHEAENR (0.2%) .
MR (0.2%). BET v 7 (0.2%) EORERBS LD EndH 5D,

11.1.15 [EZ BRIRAEIREE (0.2%)
B ERO SN TBAITIE, AR OB G- 2 ik U, B0 eE (A, &R iEG 5%
HFEOR G JITE) 2179 & L IS ERVEIET 5 E TREOREL +3ICBET 52 L,
(8.9 & 1]

11116 =2 —0/8F— (3.2%)
K= 2 —a XF— (1.9%) . KMEET =2 —1 /35— (0.8%), ZH=a—m/XF—
(0.2%) . KIEMEEB)= 2 —2 /3 F— (0.2%) . KEEETES =2 —2/3F— (0.2%) %O
—a—aRXF=RNHLLNAZ LB D,

11117 fEmEE (1.3%)
BEOIREEZ TICBIZ L., BENROONTEEEICIE. AFERGTIET S L L I, o
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11.1.18 BOARAERE (B ARHT)
KEWRAREE 2 & CEIRAEE S S Db b Z e D 2,
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F.BIMET . AR, AR ARRE IR ERIR L,
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MNERR. PoREIERE, POEMRE, ROEGFER, ROFEaRBI, BOEHET, K
FEFLEANE, BOERIBL, PEIRE, RS, REE G, RERR, B
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SEIERBEE—ERFE

ARGRINE E T OWESMF TAHRRER 449 B OEWN T/IFRRER 35 6l OKFBMELSL 25 Te) ORIERERE IS
RO L,

WAV T AR HEWNE 1/ AR
AT RE 1125 449 f1 35 Bl
BIVERRBUERIEL (GEBLE) 419(93.3) 34(97.1)
4 Grades Grade3 U\ I 4 Grades Grade3 Ul
BIVEFAFHIEGIE (%)
RIVER o 419 (93.3) | 314 (699 | 34 (9.1 | 27 (77.1)
MEE IV VRREE
2 i 63 (14.0) i 42  (9.4) 1 (2.9 1 (2.9
LI ER IS i 8 1.8 7 (1.6) 1 (2.9 1 (2.9
HE BN Lt TP BRI iE 7 (1.6) 7 (1.6) 4 (11.4) 4 (11.4)
EREE il 2 0.4) 1 0.2)
T 4 FEER N 1 0.2) 0 (0.0)
L A= NS 1 0.2 1 0.2)
T P BRE I 1 0.2) 0 (0.0) 2 (5.7 0 0.0)
PR HH 1L 56 2 oD BE e 1) 1 0.2 0 (0.0)
1 I BRGNS 1 0.2) 1 0.2)
U > REfiRE 1 0.2 0 (0.0)
7R M ERHE NAE 1 0.2) 0 (0.0)
I i 28 1 0.2 0 (0.0)
IDIEES
EER TR 1 (2.4 3 0.7
D EMED 8 (1.8 4 0.9 3 (8.6) 0 0.0)
A4 8 1.8 7 (1.6) 1 (2.9 0 0.0
AN E NN E S 7 (1.6) 7 (1.6) 3 (8.6) 3 (8.6)
fES 5 1.1 0 (0.0) 1 (2.9 0 0.0
Bl iE 4 0.9 2 (0.4)
5 o MR 4 4 0.9 3 0.7
SELHN AR AR 4 0.9 4 0.9
Rk 3 0.7 2 (0.4) 1 (2.9 0 0.0
SN IRAE (B A 2 0.4 2 (0.4)
TRAPERR R 2 0.4) 1 0.2)
R 2 0.4 0 (0.0)
bl 1 0.2 0 (0.0)
L EENR 1 0.2) 1 0.2)
IS 1 0.2 1 0.2)
DRk 1 0.2) 1 0.2)
R I O 1 0.2 1 0.2)
T EMREAN A 1 0.2) 1 0.2)
FERIEKR 1 0.2 0 (0.0)
e 77 BASE A A fE 1 0.2) 0 (0.0)
AR I 1 0.2) 1 0.2)
S PSR 1 0.2) 0 (0.0)
DEPEAREENR 1 0.2) 0 (0.0)
REETERE - - - - 1 (2.9 1 (2.9
ERBEET R T - - - - 1 (2.9) 1 (29
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ERLURKEE

AR F 4 0.9 0 0.0)

Hig 3 0.7 0 (0.0)

Hw 2 0.4) 0 (0.0)

T Hif 1 0.2 0 (0.0)

RN BEE

FRR IR RE A T 4 0.9 0 (0.0) 1 (2.9 0 0.0)
SiRNIi 1 0.2 0 (0.0)

R AR A AR U HEE 1 0.2) 0 (0.0) 2 (5.7 0 0.0
RN 1 0.2 0 (0.0)

REE

MR 3745 17 (3.9 2 0.4) 1 (2.9 0 0.0
FR 8 (1.8 0 (0.0)

FEE S 5 1.1 0 (0.0) 1* (2.9 0 0.0
BT 1. 4 0.9 0 (0.0) 1 (2.9 0 0.0)
MR 7w 3 0.7 0 (0.0) 1 (2.9 0 0.0
AR e B P e e 3 0.7 0 (0.0)

R J% 2 0.4) 0 (0.0)

B i 2 0.4) 0 (0.0)

R AE AR 2 0.4) 0 (0.0)

IR i V2 it 2 0.4) 0 (0.0)

AR FE ifi. 2 0.4) 0 (0.0)

FHEREEFR AR A i 2 0.4 2 (0.4)

B E 2 0.4) 0 (0.0)

AR o 72k 1 0.2) 0 (0.0)

MR g 1 0.2 0 (0.0)

B kE 1 0.2) 0 (0.0)

AEOS A 1 0.2 0 (0.0)

FENaRk B NE 1 0.2) 1 0.2)

(oK) 1 0.2 1 0.2)

iR NE 1 0.2) 0 (0.0)

AR A% 1 0.2 0 (0.0)

iRZ 5 FENE 1 0.2) 0 (0.0)
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PLETHEGE SN TWD (2025 4F 10 HBIE),
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(BEER IEHE)

AVAESE RO S R T8 O A i B 19 5

LR SUREEIAED 7 ¢ 5507 ¢ 7 et KB U Sk A L5

(REIZE TS EERNE)

HIE - & & | tablets : 10mg, 15mg. 30mg, 45mg

ZhHE - %5 | 1 INDICATIONS AND USAGE
ICLUSIG is indicated for the treatment of adult patients with:
Philadelphia Chromosome-Positive Acute Lymphoblastic Leukemia (Ph+ ALL)
+ Newly diagnosed Ph+ ALL in combination with chemotherapy.
This indication is approved under accelerated approval based on minimal residual disease
(MRD)-negative complete remission (CR) at the end of induction. Continued approval for this in-
dication may be contingent upon verification of clinical benefit in a confirmatory trial(s).
+ As monotherapy in Ph+ ALL for whom no other kinase inhibitors are indicated or T315I-positive
Ph+ ALL.
Chronic Myeloid Leukemia (CML)
+ Chronic phase (CP) CML with resistance or intolerance to at least two prior kinase inhibitors.
- Accelerated phase (AP) or blast phase (BP) CML for whom no other kinase inhibitors are indicated.
- T315I-positive CML (chronic phase, accelerated phase, or blast phase).

ik - A& | 2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

Newly Diagnosed Ph+ ALL

The recommended starting dosage of ICLUSIG in combination with chemotherapy is 30 mg orally once
daily with a reduction to 15 mg orally once daily upon achievement of MRD-negative (<0.01%
BCR:ABL1/ABL1) CR at the end of induction. Continue ICLUSIG in combination with chemotherapy
for up to 20 cycles until loss of response or unacceptable toxicity.

For a description of dosing of agents administered in combination with ICLUSIG.

Monotherapy for Ph+ ALL for Whom No Other Kinase Inhibitors Are Indicated or T315I-positive Ph+
ALL

The optimal dose of ICLUSIG has not been identified.

The recommended starting dosage of ICLUSIG is 45 mg orally once daily. Continue ICLUSIG until
loss of response or unacceptable toxicity.

Consider discontinuing ICLUSIG if response has not occurred by 3 months.

CP-CML

The recommended starting dosage of ICLUSIG is 45 mg orally once daily with a reduction to 15 mg
orally once daily upon achievement of <1% BCR-ABL1!S. Patients with loss of response can re-escalate
the dose of ICLUSIG to a previously tolerated dosage of 30 mg or 45 mg orally once daily. Continue
ICLUSIG until loss of response at the re-escalated dose or unacceptable toxicity.

Consider discontinuing ICLUSIG if hematologic response has not occurred by 3 months.

AP-CML and BP-CML

The optimal dose of ICLUSIG has not been identified.

The recommended starting dosage of ICLUSIG is 45 mg orally once daily. Consider reducing the dose
of ICLUSIG for patients with accelerated phase (AP) CML who have achieved a major cytogenetic
response. Continue ICLUSIG until loss of response or unacceptable toxicity.

Consider discontinuing ICLUSIG if response has not occurred by 3 months.

W OH H | 202443 A 19 H
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A - & &

tablets : 15mg, 30mg, 45mg

RIRE - BR

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Iclusig is indicated in adult patients with
-chronic phase, accelerated phase, or blast phase chronic myeloid leukaemia (CML) who are re-
sistant to dasatinib or nilotinib; who are intolerant to dasatinib or nilotinib and for whom sub-
sequent treatment with imatinib is not clinically appropriate; or who have the T3151 mutation

-Philadelphia chromosome positive acute lymphoblastic leukaemia (Ph+ ALL) who are resistant to
dasatinib; who are intolerant to dasatinib and for whom subsequent treatment with imatinib is
not clinically appropriate; or who have the T315] mutation.

ML - &

4.2 Posology and method of administration

Posology

The recommended starting dose is 45 mg of ponatinib once daily. For the standard dose of 45 mg once
daily, a 45 mg film-coated tablet is available. Treatment should be continued as long as the patient
does not show evidence of disease progression or unacceptable toxicity.

Patients should be monitored for response according to standard clinical guidelines.

Discontinuing ponatinib should be considered if a complete haematologic response has not occurred
by 3 months (90 days).

The risk of arterial occlusive events is likely to be dose-related. Reducing the dose of Iclusig to 15 mg
should be considered for CP-CML patients who have achieved a major cytogenetic response taking
the following factors into account in the individual patient assessment: cardiovascular risk, side
effects of ponatinib therapy, time to response, and BCR-ABL transcript levels. If dose reduction is
undertaken, close monitoring of response is recommended. In patients with loss of response the dose
of Iclusig can be re-escalated to a previously tolerated dosage of 30 mg or 45 mg orally once daily.

2025 4F 2 H 18 H
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T - 3% | REOT & 8.1 Pregnancy
LI (2024 4 3 7 19 A) Rigk Summary

Based on findings in animals and its mechanism of action, ICLUSIG
can cause fetal harm when administered to a pregnant woman.
There are no available data on ICLUSIG use in pregnant women. In
animal reproduction studies, oral administration of ponatinib to
pregnant rats during organogenesis caused adverse developmental
effects at doses lower than human exposures at the recommended
human dose of 45 mg/day. Advise pregnant women of the potential
risk to a fetus.

In the U.S. general population, the estimated background risk of ma-
jor birth defects and miscarriage in clinically recognized pregnancies
is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

Ponatinib was studied for effects on embryo-fetal development in
pregnant rats given oral doses of 0.3 mg/kg/day, 1 mg/kg/day, and 3
mg/kg/day during organogenesis (25 rats per group). At the mater-
nally toxic dose of 3 mg/kg/day (equivalent to the AUC in patients
receiving the maximum recommended dose of 45 mg/day), ponatinib
caused embryo-fetal toxicity as shown by increased resorptions, re-
duced body weight, external alterations, multiple soft tissue and
skeletal alterations, and reduced ossification. Embryo-fetal toxici-
ties also were observed at 1 mg/kg/day (approximately 24% the AUC
in patients receiving the maximum recommended dose of 45 mg/day)
and involved multiple fetal soft tissue and skeletal alterations, in-
cluding reduced ossification.

8.2 Lactation

Risk Summary

There are no data on the presence of ponatinib in human milk, the
effects on the breastfed child, or on milk production. Because of the
potential for serious adverse reactions in the breastfed child, advise
women not to breastfeed during treatment with ICLUSIG and for 1
week after the last dose.

8.3 Females and Males of Reproductive Potential

ICLUSIG can cause fetal harm when administered to pregnant
women.

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior
to initiating ICLUSIG.

Contraception

Females

Advise females of reproductive potential to use effective contraception
during treatment with ICLUSIG and for 3 weeks after the last dose.

Infertility
Females

Based on animal data, ponatinib may impair fertility in females of

reproductive potential. It is not known whether these effects on fer-

tility are reversible.
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Use in pregnancy (Category D)

There are no adequate data from the use of ICLUSIG in pregnant
women. Based on studies in animals, ponatinib may cause fetal harm.
A rat embryofetal development study showed that ponatinib causes
embryofetal toxicity. Embryofetal lethality (increased
post-implantation loss), embryofetal toxicity (reduced fetal weights
and whole body edema) and teratogenicity (multiple soft tissue and
skeletal abnormalities) were seen in rats that received oral doses of
ponatinib (>1 mg/kg/day; approximately 25% of the AUC in patients)
during the period of organogenesis.

Women of childbearing age being treated with ICLUSIG should be
advised not to become pregnant and men being trated with ICLUSIG
should be advised not to father a child during treatment. An effective
method of contraception should be used during treatment. ICLUSIG
should be used during pregnancy only when clearly necessary. If it is
used during pregnancy, the patient must be informed of the potential
risk to the fetus. It is unknown whether ICLUSIG affects the effec-
tiveness of systemic hormonal contraceptives. An alternative or addi-
tional method of contraception should be used.

<BE  PEOME>

Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malfor-
mations or irreversible damage. These drugs may also have adverse
pharmacological effects. Accompanying texts should be consulted for

further details.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females
Women of childbearing age being treated with Iclusig should be ad-
vised not to become pregnant and men being treated with Iclusig
should be advised not to father a child during treatment. An effective
method of contraception should be used during treatment. It is un-
known whether ponatinib affects the effectiveness of systemic hor-
monal contraceptives. An alternative or additional method of contra-
ception should be used.

Pregnancy

There are no adequate data from the use of Iclusig in pregnant
women. Studies in animals have shown reproductive toxicity. The
potential risk for humans is unknown. Iclusig should be used during
pregnancy only when clearly necessary. If it is used during pregnancy,
the patient must be informed of the potential risk to the foetus.
Breast-feeding

It is unknown whether Iclusig is excreted in human milk. Available
pharmacodynamic and toxicological data cannot exclude potential
excretion in human milk. Breast-feeding should be stopped during
treatment with Iclusig.

Fertility

No human data on the effect of ponatinib on fertility are available. In

rats, treatment with ponatinib has shown effects on female fertility
and male fertility was not affected. The clinical relevance of these

findings to human fertility is unknown.
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8.4 Pediatric Use
Safety and effectiveness of ICLUSIG have not been established in
pediatric patients.

Juvenile Animal Toxicity Data
A juvenile toxicity study in 15 day old rats was conducted with daily

oral gavage administration of ponatinib at 0.75 mg/kg/day, 1.5
mg/kg/day, or 3 mg/kg/day for 21 days. There were no adverse effects
of ponatinib on juvenile rat developmental parameters (vaginal
opening, preputial separation or bone measurements) observed in this
study. Once daily oral administration of 3 mg/kg/day ponatinib to
juvenile rats beginning on Day 15 postpartum (pp) resulted in mor-
tality related to inflammatory effects after 6 to 7 days following initi-
ation of treatment. The dose of 3 mg/kg/day is approximately 0.32
times the maximum recommended human dose of 45 mg/day clinical

dose on a mg/m? basis for a child.
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4.2 Posology and method of administration
Paediatric population

The safety and efficacy of Iclusig in patients less than 18 years of age

have not been established. No data are available.
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