LT v REE 20 mg, FISE 40 mgl<BE9 5 &

AEHICHRE IN-ERICERIEFIRUVATOEER,
INWVTARI7—IR%REHICHYET,
LUEZMUROBEFALNOEFIHNICKEHNZ

FIRTBCLIETEEEA,

JNILT A RI77—IH( XS4
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1 ERXIIHREOER

ABL001 (73 2 =7HEet) 1ZBEfF® BCR-ABL1 F 1 3 > % F—VEHR (LLF, TKI) &
X572 5, BHWERBFEZ R T 2N o0& 5 A[RE72 BCR-ABL X U A b A LGRS > b
ERREAITH Y (Wylieetal. 2017) , /7SN T 4 A7 77—~ fRIXEMHEEHEME AP (CML) K&
W7 4 TFNT 4 7Y@ (Pht) APEY 3 AIE (ALL) ORI E L TR ZED
T&T,

BFEOTKI ChHA~TF =7, ¥YF=7, =aF=7, "RAF=7, KOFRFTTF=71%,
FHH BCR-ABLl Fu X7 —¥DFF—F SHI FAAL DT F /=1 (ATP) #
BENLEAER) & 3578, ABLOOL [XFF—¥ SHI RAA L ORLZ T 2TV v 7 f{fEAL (2
UARNANWFEERr v ) &L LT (Figure 1-1) , ATPHAEGEIALICAE U D mZERE BT
BETF D TKIZx U CHRABPIEZ X723 2 E RO T 523, ABLO0T 1% ATP #& &AL I /E A
B9, BEFEO TR 2 - A R A RE T DMk LT OISR T2 2 &6, BEfF
O TKUCHEGHED BEIZH L CTHADMEDRIIFR S D, MR T, ATPFEAEMIITE R DX —8
MCTHEIILTEY, BFEDO TKI TiEA 74 —7 >y b3 —EBOHENEEEFZGICHELG LT 5D,
ABLO001 |Z ABL %7 —¥ 77 2 U— (ABLI, ABL2, BCR-ABL1) ##RMICILETS720, BE
7O TKLZH AR TEWEZ SR OREEDS S5 (Manley et al. 2020)

Figure 1-1 ABL001 £BRFD TKI (=AF=T) @ ABL1 FAL VX F—E~ADEE
il {8

SH3
domain

Source: Manley et al. 2020

Thr315Ile % OF Asp382Asn %32 ABLI (46-534) &7 V2 =7 RN =uF =71 L H5EAKRONAHEE, ABL1 @ SH3
RAA &5k, SH2 RAA &M, ¥ T —YXELSHI RAA L EFIV R TR, =uF=7 (B2 7 DR#ER) 1L ATP #E
BN, TV =T (BOREE) X550~V v 7 A (o, oF, aH, al’, X OoE) (ZBbNZIV A M ILRT v MRS
LCTW5, 7VI=TWExF—ESHI KAAL DT aRAT U v ZEMICHEET 5729, FF—1FE SHI KA A O ATP #5430
NIRRT DA ~F =7, RAF=7, FYF=7, =uF=7, ROKRFIF=7%0 BCR-ABL F 1 ¥ —FHEL T
FEATAL N R D,
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2 EEERERMmBEIC DT

2.1 TR DHEERUBEH

CML (¥, JEEfsH L7 ZREEE Mo 7 o — o Mg B IERES TH Y, CML BE O
95%\Z Yt ARFR LB JE  (1(9;22)(q345q11)) IC X VB END 7 4 ZT /7 47 (Ph) YefafRiiH
55, PhYefafk o BCR-ABLI fil & #5712 32— R &5 BCR-ABL1L 1 ¥ FF—ERHE
WIS 5 2 & THMBEMIR ORI, R3El, 7 AR EERERLSND, CML X
&R (CP) , BT (AP) , AMkis(bil (BP) 3 S>OBEMERTEITT 5, < DEREIT
FHMERSC I MR DOEEIN 25860 2 6 D D HRIERIZZ LW CP IZ2Kr S, BiEAilk 4 @i =
v hr— L TERWEA, MERERO LR SEITT S AP, ROMEARIFERAHIN L CAM A
RIS 2 BP IR L, REMICIEICED, AP XTI BP ICH#EITT 5 & 24AFHH (0S) %
TR AT M (FFS) 138 <720, MO TTHR AR THSD (Apperley 2015, Jain et al. 2017)

CML O Wi e O 0 X E N TR TH 5, CML OB T, Mgy A X251
IRATRL, A MERSY ) % & e 4 M BREHR, T RES2A0 & QS ARE R S R0RTEAT 0 72 8 OB Bl 22 ) 25 % 3R
it L, BRI O YL AR A U R AR O FISH 12X 0 Ph ekt snsn, H50
IERMIME DO E R TVZ A LR U AT —B#EKE (RT-PCR) 12X Y BCR-ABL1 @l&Es 1
NSNS EICHEZWE 2%, CML OJEHIE, MiEF & OB IRAFEEIC LS <
European LeukemiaNet (ELN) D JHAE X WHO 435 (2008) (ZHEVWVHIE 415 (Hochhaus et al.
2020, NCCN 2020, HARIMIEF-2 2020)

ENAT, CMLIE 10 5 AEHTZD OREBERN 1~2 ANBEOHDBATHY, 2AIMIFEREK
DI5S%REA HH D, CMLITLMEIZHEARTHEETORCE S RIE L, ZBIREOA# O HhIE X 50
~60 1 & HEFELIEIC AR 5 (Howlader et al. 2020, Hochhaus et al. 2017, [ESZA3AMFZER v %
—NARRERE 2 — 2021) o JRATHEE S FE L L 72 Rk 29 ARBFEFRAIC K 5 & BCR-ABL
BEPE D CML #8 HB3E $013#9 12,000 AT ¥, Kantar Health #EDOFHAIC L 5 &, 2020 FEDOFEAN D
CML RS I3£92,000 A, 10FEGHE K 12,000 A CTH 7= (EA557% 2019, Kantar Health
2020) ,

2.2 Bttt MBI wd 5aBROTIK

2000 FARIZHETHE RO TKI THHA v T =T HPIKRBI N TLNK, CML BEHEOALEM T#
IERIRICEGE S 4, BRSO CML VAR X TKIREDS L E o7, VIR, 5 R0 TKI TH
LAY F=T, =uF=7, RAF=7, FEMAROTKI THLIRFTF =T 0KRI, 1HR
BRBEOILFEBH BN TET,

CML-CP & T TKIFIED BARIL, AfjEMiaz = he—L L, AmTHR AR AP UL
BP ~DHRIHEITEZ < Z L Th D, ThEEEE 2, TKURIEO I HEFLHED BCR-ABLI b=

(% 18) 1ZHAD X FHERERBNICERE SN TE Y, BB OELEIXIBEE, ZEEOLA 13
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FCE=%Y 7L, FESDOEGEILTKI #8102 % (Hochhaus et al. 2020, NCCN 2020, H
ARMAEF 2 2020) , —RE O KIEFEOBEEHORKREL LT, ELN H 4 K7 A > 2020

(Hochhaus et al. 2020) Ti%3 » AFRFAIL 10% ISELTFAY, 6 # HRERIX 1% ISELT MA@ R/
FEAFEE) (CCyR) (ZAEM] 2%, 12 # AMEAIZ 0.1% IS LLF [ FEEFARZES (MMR) ] A
RESNTND, ZNDDOEREBEROERIT R 72 ZWERE [0S X OMEMSEALFHIM (PFS) %]
ORBEFRE L #Z 2 5T 5 (Hehlmann et al. 2017) , = RIGHE LA O %0 L) & B 1T AE TR S
HILTWRWNE DD, 1% IS #XIE CCyR Al OMfuERFHIZES) (CyR) ITWHEITOY 27
W<, BEAFIITIA T E SN TS (Hochhaus et al. 2020, NCCN 2020)

— (FIED) BFEFA~FT =7, ¥VF=7, =uF=7, WIRAF=TOHN5, Fi,
HOHE, & TKI OZEMET 07 7 A VEEZZR L TRIT 5, ZKIBFRUBRIEZHF=7, =n
F=7, RAF=7, IR FTF =T OHNOENAE CRERO TKI 28R 5, 72721, —K
TR OBRINFFIZB B LI HB IS Z T, RBiEH TKI THREL L7 A EF 50 TKHESEDOFIK O 1
5T % BCR-ABL1 Bl G BInF DR ERER 7 0 — 0 OEFEZ ML EET LLERH Y,
T3151 ZRICHZ 72 TKIIZBEF S CTRFF =7 DA THD (Hochhaus et al. 2017, Hochhaus et al.
2020, NCCN 2020, HARIMET2 2020) , L7 > T, {HEET A BT IZ D TR ATEEZR
TKI 23072 72 %,

F7o, ARIMERASUIARTAEFEORBIZ L VL T IL T 28BE OFIG1E, —RIBETILS
FIBRSE TR THI 40% (Druker et al. 2006, Cortes et al. 2016, Hochhaus et al. 2016) , —RIGH#E
Tl 4~6 FBIRSE T IS8 T 60%~72% (Giles et al. 2013, Shah et al. 2014, Gambacorti-Passerini et
al. 2018) TH YV, “WIRHE T—RIBFKICHTEW, 167 A U ETIc 2T, JWBET U 2
7 HEDIIBRBEARR RN G 72 A HERD 5TV 5 (Cortes et al. 2013, Soverini et al. 2014,
Soverini et al. 2016) , M1Z T, % iR D TKIICEGUE & 72 > 72 3B-A VTR 055 4% TKI (12
Y B2 CHLRUEDNE LN D aTREIENMEW T, R PF=T oA EREIND LoD, K
T F =7 EE RO MEAEERRORIEIGITA 30% Emn 2 &b, LE Y A7RTFE267
% BE~OMHHIIHELTE S LT 720 (Cortes et al. 2018, Hochhaus et al. 2020, NCCN 2020) , L7z
N5 T, “WRIGHELIME T O TKI DA RNMER LZEET 5 TIER W,

Fio, ZIRIBFLBEORBE TH KO =R o TKI # i3 2 AR RBIIE S T 57,
TKI OB HNEIC OV TIE, el - ARMEORBENEMEICE S, fmidE o cunzgn
(Mauro et al. 2013, Cortes and Kantarjian 2016)

2 UE 3 AILL B TKITRFRICHRGUE U 72 3 12 L i, [RIfRE el i il & 5 )&
S50 (Hochhaus et al. 2020) , EKRKZRAUHEXIIFET Y AT ZFEH 120, EEIRE D T
BIFNOIRMEENTFZE L TV LMD TIRON T EFICHT L REMNBNE L ST D
(Jabbour et al. 2018)
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2.3 ABL001 DAE LDBIER T

AR D X 912, TKIOBRFIZ LV CML EE OAMm THRITRIFIZSEE L, BREIREOILFE 1K
OBNTERICHL 0D BT, “IRIBELME Tld BCR-ABL] @il A8 s 7 DS ZERER 70— 3K
R MK DL 27T v 7 7 A NV ERE 272 TKI OFFRPZMLETH Y, IBFERREAR 50
TWDZ &, WM FEEZ TKI DA NER VZ ROV THEWELE 5 TRNI &, D
BN DD, Lo T, AEHRIEICHGUE SUIARIHA O CML-CP B2V T, 722 il
PRI EVFBEZ L Fr— L TE, DOIREMICENT, BHMkETEERIER D RKD b T
Do

ABLOO1 IZBEFD TKI Th DR AF =7 L EHEEL U 7o MEERYaRER (A2301 3ABR) OFER, #lf
TR IR PUE UI AR A D CML B IZBWT, RATFT =7 LEE_EWEIMERRD b,
A2301 B O L ERHHIEH T3 5 Week 24 O MMR R ABLO01 BE TR A F =T HEL L~F) 2 fi%
molz, £72, ABLO0l DLZEMT a7 7 A VTR AF =TI RBI CThoTe, ZOT &M
5, AAEREEICIRGUE TR O CML BBFIZE - T, ABLOOL (3872 e inisiNg & 70 0 15
Do

3 R DERE

B DR % Figure 3-1 127859,
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N RBEsE EOEMEEARRUEEORE
SVEI/A2101545 : Phi/2iES 0 521
) ENTRLFIDIEHMBAR VRS
HEBARBR R VEMZEHRE (pee
BE) MEABEE -
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ERHBED B
E b R L 2 .
DB [P/ RERE E AP
BRFEHERE(SHITHPKRY |SHE/A2102548 : Ph1/
DYDEMAREEE  |ABLOTENEE
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MERER £ PR [THERE
BHREE SVE/A2105548 : Ph1/
EiiEs
2@ Ep/AT101548 - Ph1/
T HIBEH & DEWARE MR
SVEI/A2I063RER ; Ph1/S 5 U5 A
NEEBRERH LIPKE | TVTTU Y, LT =FE
BRIpLE DEMBEEA
5V E/A2107588% ; Ph1/«4 bS5
J—J, 4359yRQ3/4Iy, ¥
=Py, UIFUEY U EDEY
HEAEH
" = ER £ [F/A23015K88 : Ph3/
HMHRHABHES  |mmam miemitans
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EREHBEEE BMEEME, T4 5TIT 4 TR
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3.1 mEICET SRAREDRER

TV = 7IFEKEE TR WIREREEZ AT LA TH Y, Biopharmaceutics Classification
System (BCS) 7 7 AN ESND, 7V =7 OFEITKIFIERF T pH RFNEDIRfEE 7 0
T ANERL, pH1 CEWEMEZ R L, pH 2 LR35 LMEN RIS T 5,

7o =71, xonE - ) S A L, T3
=7 = A\ 72 CSF 1 72 V2 i WIZBAZE L, X2101 BRI Lic, £0%, 7 1v
ra—7 47 THHFCT (IR - 7 2 =7HEBIEEZ AW FCT 1Lk X, XBITK
R U7 FCT Wil P E®A [FMIFCT (MEEeE) 1 ZBA% UL7c, FEAREERE HAHRBR TH D
A2301 #BRIZI1X FMIFCT &4 L 7=,

A R S B A ST AAGR H FEIC BV TIE, FMIECT @ 20 mg $E MO8 40 mg S0 2 RIS % H

TEREH ERBRARBDONA AT RASEY T4 /EMENRSEH

RANZBAFE L7z CSF A 7Bzt L, EORICBIE LT3 DDT Vv bha—T 7 EEDF%S
HINA AT RXAZ YT 4 (BA) Zakli L7,

PRI E 2t & L2 A2101 sRBRTIE, CSF 4 7k O FCT (e X O R =7
WCT V=7 O BA ZiHli L7z, 73 I =7® AUC XU Cmax |Z, CSF » 7t/ & bl
L CFCT (i) <13 12%, FCT (D <35 20%m0 -7z,

fREFEAER T 26t 5 & L7z A2104 3BRTIE, 2508541 T T FMIFCT & CSF 71 7"k /L O AE XY
BA Z @il L7z, FMIFCT &N CSF 4 72V Dl &I XFRRRE Th o722 &b, CSF A7 &L
728 FMI FCT ~D Y% 2 (2 B AREL &) L7z,

FMI FCT @ 20 mg f£ & 40 mg 8D £ FHE S
FMIFCT @ 20 mg #£ & 40 mg $2 3 CH 0, RAIMONGEEOKAE L [HENRRD
B0 ERERA O FRIRIEERE T A R4 (G243 H 190, FAFKEHK03I9F 1) |
(LAF, TEREENBE A KT ) i) LPRETH D, 22T, RFA KT 10t
S THEIHZEB ORIEMEA TG L7z, ZORER, T XTORBRSEM CIMEEEICHG L2 &b,
20 mg $E & 40 mg FEITAEWFHICRETH 5 Ll L7z,

3.2 JEERERICEE T SRR DR

Invitro \Z X D FHIZHBWT, 7 =7 1384 BCR-ABL1 #3881 L 7= BaF3 il O HE 51 % 58
NZFRE L, BEfFO TKI ~OIi A B A8 A U7- BaF3 Miflizxt L C HEmmsIERN 2~ LTz,
%72, BCR-ABLI A F2FET 5 FHEkBAMAEMRIZT LT, BCR-ABL1 {KfF D5 %
RN BEE Lz,
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InvivolZ X 53l Tl%, BCR-ABLI1 Z &8l L7~ CML &MEis bk Tdh 5 KCL-22 % BiEB
L7z~ T AETIIBWTC, JEERNMEER %2R LT,

EYEREHER

TV =T OEYEEREEZA LT L7201, v VA, Ty, UFF, 4 X, RO
TR DU - AT - A - PEHE (ADME) % in vivo & (N in vitro THigT L7T=, £7-, #ERER
IZBITD M axxT o 7 A& LTz,

T =TIERE LT R TOEME CRIIIIRATH Y, BAiﬁﬁE,%Eﬁé$ﬁ%@
ol T =T ROMREMIIRER 7 DM/ L, MA~OBITIZIE L A ERBO bR 2T,
t%fﬂméh%ﬁmf@ﬁﬁ%i1@ML@%%@T%%;éhtoﬁmT@@%@f F 72
PRI Em R CThH Y, BRI HO TN Th o7,

BEHR
TyI=7omMERE LT, %@&Uﬁ@&ﬁﬂfﬁ% BAnEMERER, AR TR,
JIETRIE AR (B REAEIERER) |, WS E DOfoEMERER Ot ralit, =rEoRIEFIC

%?éﬁﬁ,&@ﬁﬂ%ﬂﬂ'ﬁ@)%%mbkﬁ,Ammn®%%ﬁ%%%ﬁé%ﬁ%kﬂﬂ
D BRI T,

FloretREMERE LT, DR, FUGCR L ORARE R I B 2 sl & S M L 72 23 B AR
FR&E LD AHRRBTBO ORI,

3.3 FREKICBE ¥ SRS DEE

3.3.1 %) bl b 3%

ABLO01 DFARBAF L, CML-CP/AP/BP 4 J O Ph+ALL FB# % %t 5: & L 7= first-in-human 35k
Td 5 EBLFES THERER (X2101 38) X 0BG L7z, X2101 ABRIZIBVT, ABLO0L HiAIMIE
IZ MTD IZE)3EE T, CML-CP 4 (TSI AR AZ AT 55 G L4 1Tk3 2 HE5E M &% 40 mg
BID [ZHE ST,

X2101 HEROFER D, 2 AILL D TKIIC K 2 BiER IS I A2 72 CML-CP (3 % %t
G102, RAF =7 500 mg QD Z i & L 7= ABL0O01 40 mg BID HAFIME: 2 544 2 [E B[R 55
I FHERBR T 5 A2301 sBR A GHE L7z, A2301 sBRICJENE D, KERMERSR (FDA) & U
N OO C A E A, A2301 B R
HrofES, ABLO01 DR AF =723t HEEEDNREES L, ORI RZE2ET 17 7 A L)
RS N7z, F72, X2101 KB O FEMHT CTIX, A2301 BRI 2 =11 D il S 5, Iz
T T35SI £ R % A9 5 CML-CP (2% % ABL001 200 mg BID TOA MM bR Sz, Lk

» k26, oA kU IR o b
I e



Novartis Confidential Page 10
CTD 15 ERX[IERDREEFE R UVRHREDERE ABLOO1/ 7 2=T

I v :,tzo.E.H BB CKIETIE 2021 4 2 J1iC Breakthrough therapy 5 7E
bR T, 2021 4 6 H 24 HIZHGRHREZ 920 L7z, ABLOO1 [ZHCK & 12, CML X3 5D

P HEEMICHES TS CKE 201742 A 27 H, EU: 202043 A 24 H) ,
KETIE, 2021 4F 10 H 29 RICLUT OMBEIEICS L TARIDAGE S i,
SCEMBLIX is indicated for the treatment of adult patients with:
® Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP),
previously treated with two or more tyrosine kinase inhibitors (TKIs).
This indication is approved under accelerated approval based on major molecular response (MMR).
Continued approval for this indication may be contingent upon verification and description of clinical
benefit in a confirmatory trial(s).

® Ph+ CML in CP with the T3151 mutation.

332 [ERNTORRREE

ABL001 ® PK K OVZRMIIREAERIC L 2B LZ TN EB I oNZ b, X2101
RERICAARD BN LTZ, X2101 RERICEHBNT, HAANCMLEHE TH AL & AR ABLOOT H
FlgEorE kOt s s, i I
L [iE3eel B Gl EleEyass |00 0 00 0 M [ |
L g 2 [eelihecy-yigiy

A2301 FABR O EEAENT OF5EF:, ABL001 40 mg BID % 5 CTHZIME R OB AT 72 2 2N HR S,
SAEERM & BARNEROGHIER NVZ2EOREFICRKRE RIENT RN LRSI, Fz,
X2101 FRERTD T3151 28 %4 95 CML-CP £ 123 % ABL001 200 mg BID % 5- T o R 477255
faibniz, Zhs o oI s R ——
I O L s e PP L
o+ | r |
- 1 ]
I, - o) S A sz T, LIepio T,
TR SR ITHRE U U O CML Z e & T 2GR HFE21T9 2 & & LTz,

ABLO01 [ZETVARRSKICHEH M SUT AR O CML 2% LA F E 3 SR 1 % 2021 4F 8 A 24
RIZZTTWD [$5EFS #5205 R3IFEK) ],

3.33 SHRORKAREE
A®OFE L LT, ¥I%E CML IS 2BEZ TEL TS, £/, NERFELFEL TEY,
AT TR USRI A O/NE CML 255 & Lotz 2] A Lo Bsa LT %,
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4 BEERUVEAY

ABLO01 1%, VA FOREAEA L, AHARIEICIERTIM UIAMA DO CML EE OTERIE L LTHEH
PERHIFFCE D, ABLOOL O3 7 v MOV A7 (%, 2.5 BERICET 2 HERERE MR LT,
e ABLO001 |ZBEAFOD TKI & 13572 %, FBEMET 2 F 7 55871700k A &5 Fl 672 BCR-

ABL X U R M UAEG AR > MERIRERTH S, BCR-ABLI HEH D ATP #5AHBALIC

% RIEIRIE BT O T SEANRSTE 2 77 9-— 4 C, ABL001 /% BCR-ABLI jﬁ“éﬁﬂ%

TEMEZHERFT 5 2 L3 TE, BEfFO TKUCHES I 2 R~ 3 BE IR L CHO ARSI S

%o F7z, BEFEO TKIIZHAFT7 Z =5y MEAN NS WD, EREAEEDIIRF S

Zals

e A2301 R T ABLOO1 | LRTAERIEIZHRGIME SUT A A D CML-CP BBFITK L, @&WWE M

W2z R LT,

o THIIMIEH TH 2D Week 24 O MMR KD EfRHT OFER, RAF=712x4 2% ABL00I
DEEENEDSRGE S L7z, Week 24 ® MMR (%, ABLO001 £ T 25.48%, RAF=THET
13.16% &4 2 f5m <, FEMCTHEZRA [l ) 227 7 12.24% (95% CI : 2.19%,

22.30%) , p=0.029 (7> ¥ 2MEERIR T2 AW JER] CMH A ZFfME) 1 AR
LT,

e Week 24 ® MMR R|ZFHF 5 _X—2 T A > O FIK TR O LM TI1E, BELE

1F & A EDERSHER T ABLO0L DR ZF =7 & DB 5T 28 MG ST,

o X—RTFA 2D BCR-ABLI LR 1% IS TH - HERE D > H, Week 24 D BCR-
ABL1 LR 1% IS LU T Th o 7o #R# OEIA 13 ABLOO1 BET 44.37%, RAF =Tt
T20.83% CThH o7,

o EEENTIEAT, BHAkG O#ERE OFIA 1T ABLO01 B (61.8%) THRAF =THE

(28.9%) ZHATHR 2 fFEmm-oTz,

o THMRHT TR HALTZ Week 24 FF 5D ABLO01 OB ZIMED R AR STV 5H, Week
48 ® MMR % ABL001 # (29.30%) TRAF=THE (13.16%) (ZHA_TK 2 fFmh-o
77

e A2301 B COLHFEFS, Grade3 U EOFESES, HEMATGI2ETIAEESR, K5
FURICE > = HEELRL ORI EIT ABLO01 THRAF =7 |THA_TEL, ABL00I D%4
H7a 77 A FERAF =T IHRTRIFTH -T2,

o AARNHGERICZBWTSE, 2RER & FEIC ABLO0T OF K O 2D R S L
77

5 X))
CML GO ERIL TKIEETH Y, BESHIO TKIDNEARENTWD OO, BiTEHEEIZHET
PE IR O CML B8 TILRIR vl G 7 TKI IR ERI D2 AH 30 e Vet n 45Tl <,
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FRZ, ZWRIBFRITEMERE bEL L T e, L7 -> T, T OEEEMTIX, W7 biE
BARIZ K VR E a s br— /L TE, NOFBRMITENT, TGk rTRE R A R 5T
W5,

ABLOO1 [T BUERBET 2 A9 250D 057 E72 BCR-ABL X U A M LFEER T »
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1 NEICHITLERARREF

I [
I U

2E=PA P B, KEiL2021 46 A 24 BICEARHBHEEIT o7,

BAZEBTHEBRR
AKETIE, 2021410 A 29 RICLAT OBISEICK L TAAID KB E i,
SCEMBLIX is indicated for the treatment of adult patients with:
® Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP),
previously treated with two or more tyrosine kinase inhibitors (TKIs).
This indication is approved under accelerated approval based on major molecular response (MMR).
Continued approval for this indication may be contingent upon verification and description of clinical
benefit in a confirmatory trial(s).

® Ph+ CML in CP with the T315I mutation.

2 NEDHRAXEEDOHE

I NNVT 4 AT 57—t DEFEFET —4 2 — b [Core Data Sheet (CDS) ] (Ver.. : 2(.
PR ek 2 E=PA R EEED . ERSKECI T B ARBRE A OWRA LHE KR EU I
B 52EKRBHFERAOBMTE () UT, BAXER) 28T 5, KEOHMXHERT
EUEDOTHM XEROME (AR ZLUTIIRT, 2B, KEORMCEKR O EU @O R 3L
HERIZER L ZERRBREMOEEFEERT —Z 1TV, 202141 H 6 B (A2301 RBRR U
X2101 RABR) 2 hy hA TR ETHT—FE2FERLE,

2.1 KEDFE

RFEA
SCEMBLIX® (7 I=7) #, &oH

A -8
e 20mg 7 A/NLA—T 4 VT EE
o 40mg 7 ANLA—T 4 VT EE

1 RhRE - AR

SCEMBLIX I%, AT DORAEBEOIRFEICEILIND,
o 2%l EFur X —EHEA (TKD) IZX3RiRFEEL2ET 5, BT 475
V7 4 T Rkt 0B E R Mm% (Ph+CML-CP)
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Z DBJSIEIL D FBEEFIIRER (MMR) OfEHIZHEE-S %, accelerated approval TR
SIHTz, Z OWEISHEIT KT 2 Mk 707 FRIE, FRAEAIRBRIZ B 1T D ERIREI 2R 7 ¢ > K
DRER KL O E R LT 2,

o T3151 £5 %A ¥ % Ph+CML-CP

2 Ri& - RE

21 2FILLED TKI IZ & BRTAREEET % Ph+CML-CP BEICH (T 5HEHAE
SCEMBLIX O#t5E &, 1[E80mg # 1 H 1 [HlFk L& E URFZNICR AL, UL 118 40 mg &
1 B 2 B9 12 B mICR 05T 5, SCEMBLIX (ZZEfEHHCR D&% 545, IRARTAAL 2 FEf
MOIRABEAR 1 FefillX, BYOBIRERTLZ &,

FRRA S 7 4 > RO ONDRY, IFFETERWEMEN BT 5 £ T, SCEMBLIX O
Gk 22 &,

2.2 T3151 ER%FT % Ph+CML-CP B&EIZH (TS #HEFE

SCEMBLIX OHELER 813 1 [F1200 mg 2 1 H 2 [81§9 12 Keff O 05T 5, SCEMBLIX |74
MERFICRR D595, IRATATEAR 2 Refl 2 O IR & AK | RefiiE, B OBIART 2 Z &,

23 RHBN

1B 1EFBELI A PEKRERZ LK 12 FELL EREPENTZSGE, T0EOKEZ2 2%
v 7L, WOEIORGEZTELEBVITITI Z &,
1A2[EREG LA FERERZ L VK6 FMU ERENENT-HE, TOROKE5 %2 2%y
7L, RoEOREZTFEEBVITIT) Z &,

2.4 e
2FILLED TKI IC K BHTAEREZHT 5 Ph+CML-CP BEICxd 2 AERE
BIWER OEHL D=, Table | IRt HEICHET S,

T35 EEAEFT 3 Ph+CML-CP BE(-xd 2 HEFHES
BIWER OB D=8, Table | IRt HRICHET S,

Table 1 BEAD=-HDHERBERE
Jok R AL 2 FILL B TKI I X B RiVEEES A3 5 Pht T3151 £ %% 43 % Ph+ CML-CP
CML-CP & %3 2 &3 BT 2 R
1] -40mg 1 H 1= 160mg 1 H 2 [A]
Xix
+20mg 1 H 2 [H]
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Tk AL 2 FILL Lo TKIWZ X 2 RREEZ A5 5 Pht T3151 £ # %49 % Ph+ CML-CP
CML-CP HF %13 % B &3 Bk =R

RO 1 H 1[E40mg XiX 1 H 2 [\ 20 mg O 5232 1 H 28] 160 mg DEENER T2
RTHRWEBFL, BHEEFIETHZ L, W, B5EHIETAZ L,

FriE DRI 252 S 2 JH EFE 4 Table 2 1277,

Table 2 EVERAEED-HDAERES

EIRIRLE R

i/ IE K O SUFAF P ERIAE DS R OER (5.1 ) S

LABROS X | .

=8 PITT 23 50 x 10° B A -3

L A 2 SR TS, B R CR% FT 5.
2 MR 28 2 TS, R G 5,

ANC 75 1.0 x 10° ANC 28 1 x 10° /L LA ER TN,/ XIZ PLT 28 50 x 10° /L BL RIZEIE4 % £ TRES % =

FEFEME O TR O 1/ IR E K O SR R ERBUME D54, ANC 23 1 x 109 /L A k=
FOVPLT 78 50 x 10° /L YA Bic|liE+ 2 £ CHRE L, WEAECTHETZ L,

IEGEMEOMET X 7 — B RO/ TG Y ~—E o EhLkoviE (5250 2R

2.0 x ULN # ULN x 1.5 KiIZRETHETRET L Z &,
EE L725E

[\ LW G4

WEMETHRT S, BEAETHERPERE LSS, B5ehikd s,

B HIET 5, BEROFTRENIELBRINT BT IC BB E 21T,

FEMEFRIRIER (5 EOEE (5.3 1H, 5418, 5.51H) ]

7 L— K31k ZL—=FR1UTICEETL2ETRETDSZ &,
FIE L7=%E

PR AR CEET 5,

BIE L2 WGA -

5 EHRIET S,

W&sE  ANC : G ERME S, PLT @ /M3, ULN : ZEVE(E LFR
1 CTCAE v4.03 |2} <,

2.5 BE5AH*

SCEMBLIX $€1ZF DO F £ARMA L, Elo7=0, W20, ALY LWk H> BEICHERT D2
i

4 2=

L,
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5.1 B e

SCEMBLIX 723 % 5 S AU 72 B\ M/ A JiE, a7 BRIBVE M OV I AN BL U 72, /M iE
WG ERE 356 4 98 44 (28%) IZHHLL, ZDH BT L— R 3 KOS L— K 4 Ot/ Mdsi i
ITENZEN 244 (T%) kU424 (12%) IZRBLLZ, 7 L— R 3 X377 L— K 4 O/ Mg
FENFEBL LT T, MIEREE TOMMO T IE (G 16 (0.1 ~64) HHETH-7, I
INBMER B L7298 4D 5 5, FHHFIEIZ T4 Q%) , AEFRICLDHKRE L4544 (13%)
ThHol,

R ERBAEIL 694 (19%) IZRBLL, 20567 L— 3 KT L— K4 O HREREAEITZ
NEN 274 8%) K294 (8%) ITRIELLTZ, 7L — F3XULT L— R 4 DAFHERREUE D5
BLL72@E T, MIRPBEEE CoMMom Rl (G (X6 (0.1 ~180) B TH o7z, AFHERI
DIEDRFBLLTZ 694D 5L, hEHIRIT44 (1.1%) , AFFRICIHKRET344 (10%) T
HoT,

2k 454 (13%) ICREL, 20957 1L —R30&MIE194 (5%) IR LEZ, ZFL—F
3L L— R 4B MMARD SN RETIE, PIEZERE TCOMEOPRE GEPE) 1230 (0.4
~207) B ThHoTlo, AMBRBDOLNTZA5HD I H 24 (0.6%) TAFEFROTDIRIE LT
[RITEH (6.1 TH) BT

B GBAA% 3 0 ARIE 2 WEE, Z0%IT1 » AEIS, EREEROICKLIEREGA IS MmERE % 1
ET DL, BEEHE OMER IERICOWTEEET =4V 7 T5 2 &,

M/ NBRIBAME K O, AT FPERIBAMIE O BREFE (G U C, i, REEUIhie+5 2 & [ -
A& (41 BR] .

5.2 st

SCEMBLIX 8% 5 S N7 BH 356 4 904 (2.5%) IZERMNRBLL, Z0H> b7 L— K3 DHEL
W4t (11%) IR LT, ZHbDOFRITTTHE AR (X2101 3Bk) CHBLL, KX
MBHRLIZ94DH 6, BHEHILZ24 (0.6%) , AFFRIZLH2KIET44 (1.1%) Thoi,
BEREEME D MG ) S— I OMLIE T S T — BN 356 41 76 4 (21%) IZRRBL, ZDH
H7 L —R3 KO L— R4 OFEFERENTZENEN 364 (10%) KT8 4 (22%) IZHBLL
Too R EADPROONTZT6 46D H T4 2%) DAEFZICLVEEEZFIELE [BHEM
(6.1 ) BH]

SCEMBLIX O #:5-#1ifH, W ONZERRICLE RS, i) S—B R OMET X 7 —B{#
Rl 5 2 L, WEEOBBER ERICOWTERZEZT =XV I/ T52 L, EROBEDOH
HEETELVHERBICE=2Y 7352 L, MIFEY N—BEOMET I 7 — BN SR
ZRED AR L, MROTEEEZRINT 220 0Eg B ihE s et s 2 & Hik - A
® 4m) BHR] .,
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MgV =B X OMEY 2 7 —BEMOERELIZIG U T, HE, WREIFIT2 28 [ -
ME 2411 2],

5.3 = InE

SCEMBLIX 25 S 7= B 356 4 66 4 (19%) IZEIMENFEIL, ZDH9H 7 L— K3 KW
L —R4O@mETENZN3ITHA 9%) kD14 (03%) (2B LL, Z7L—FR3XIr v
— N4 O@EIMESFE L2 EF T, PIREEE CoMB o RiE ) 1X 14 (0.1 ~ 156)
B ThoTe, MMENEE LIZEE 64D B34 (0.8%) ITAFEFRGODRIE L [RIFE
A (6.13) ] .

BHGHIIEELZE=2 ) 7 L, BRI EZRGE ITITEER 72 RS2 VD R 2 5 5
T5ZE, L= R3UEOEMETIE, @MmEORERTICE Y, KRE, BE, TPik+s
ZE k- HE Q4 B2H]

5.4 BEEE

SCEMBLIX 235 & 4172 356 4 113 4 (32%) ITEBUERRBLL, ZD 567 L— 3 L7
L— N 4 OWBEUED 644 (1.7%) ICRB L [BWEM (6.13H) 2] , WBLSUGICITHRE, 7
K ORE SRR 2 5T, WMBUEDOHER EREE=2 1V 7 L, KIS HLERGAITET) 72
BRERAT 52 L, 71— R 3 LI EOBEUE T, @BEUEORRIIC LY, KK BE, X
kT 2 [HERE (24H) 3],

5.5 DMEHM

SCEMBLIX 234% 5 S 4172 356 441, (DIMEFEE (R ML O B NP AR AR R e i, Bk A 28
RE e OVERIEZ G Te) 2464 (13%) 12, LAEN 84 (22%) ICRBLE, Z05h, 7L
— R3OLMEREIL 124 (3.4%) 12, 7L —RK3IDLARLET 44 (1.1%) [ZRBE L, 71—
N4 0LMEREET24 (0.6%) IZRHRL, 34 (0.8%) DOEFTHEELED b, LILE R
2LV 34 (0.8%) , LARICEY 14 (03%) 2%, TnEhnfha2dik Uiz, D,
DE R B OB SUXERRIN 152 A5 2 BE, &5 WIXARFEGRNCEE O TKIIZRE S -8
FTHRIBLL Tz,

SCEMBLIX 723 % 5- 472 356 411, QTe ER Z H e RHEARAY 23 44 (T%) ICHBLL, ZDHH 7
L— R3DOFREIRIT 74 2%) [Z#E5 &7z, SCEMBLIX 3% 5 X172 356 47, QTR+ 3
4 (0.8%) RO, ZOHIHBL7L—R3DQTe LRI 14 (03%) ITRO LN [BIEA
(6.1 ) ]

DI EEREFOBEN H 2 8F T, DIESEOMBEAEREE=2) 7452 L,
R LB e G A T U 72y 2 BRde 3 2 2 &0 7 L— R 3 DL Lo L& #ME T, L& &
DOFFERIIZ LV, SCEMBLIX ZK%E, JE, IWikd 22 & [HEME 2450 8]

o
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5.6 HHEEN

B OFE R K OARBOERET G, Emcik G35 &R IRICER L RT3 /TN & 5,
T a T2 AT ARBRIZB W T, SBEERMIOMRT v FROIRT S FIZT v I =7 %K
HL-EZ A, BRgERE (AUC) BNHERHECOE MEFEE L RS X ITZNLL T OBRERT,
IR - RO K ORI e & OEFRAFIENTRO DT, lm Mk CUEIR TR e 22X, iR
HISE A L7356 X3 5 IR L7256 0, BBEASOBEN Y A 71200 T35 2 &,
B G-BRAARINC, IEHR FTRE 7 2ot D AEHR IR BE %:6%; 52 L, AT AT HRME, BETPRD

&P G% 1 ERITA R ek R 5 2 & (Rl BEEH~DO&RE (8.1 THLT 8.3 H)
ZH]

6 Bl{EF

SCEMBLIX O #2512 X 0 LUF O IRANC EE R RIER A RBBLS 2 /MR H D, I SEOMO
HTFMIZELRZ L TV D,

o CEBEMS [EEROER (5.11H) 2]

o M [BEROVEER (52H3H) 2]

o mIME BEROEE (53H) 2]

o REUE [BEROVEE (54IH) 2]

o DEFFEEME SRR (5.5H) ]

6.1 FifE PR S5 BR AR

BRI E DRI T CTHEMIN DD, &5 IEAOERAKRER TR O b Ic A EFRORELFE
OB ORERRBR CRAE L RRR L EELKR T Z i ca Ry, £, ERKETHED L
NDIBRE S L TR W ATREMER B 5,

Bl R OERIZGL# L 72 DR B 2 i f 8 11X, 18ME8 (CP) @ PhiCML B FH 2R & L
TEM L7 2 >R RAER, 725 CABLO01A2301 (ASCEMBL) #t6# & U CABL001X2101 #&
BV /G, SCEMBLIX HAIZ 10 mg 7>5 200mg T 1 H 28] (L 1 H #5580 mg @ 0.25
NS 5%, RORESERE200mg 1 H 2 [ 50 0.05 E05 1 {EOHE) &5 37356 40 /H
FHTOREMEERZ R LTS, SCEMBLIX 235 X7z 356 412361 HIREHIF O gl (Fi
PH) 1289 (0.1 ~342) HETH-7=,

2HILLLED TKIIZ & BATABELZ AT 5 Ph+CML-CP BEICHEIT5HEER

ASCEMBL & Tix, 2#ILA o> TKIIZ & 2 BiVaHEED & 5 PhCML-CP 3 232 4 % HE/E 2]
(7L, SCEMBLIX 1 H 2040 mg XIZRAF=7"1H 1[0]500 mg &5 LT, ZZaVEfbr=8E
[l (SCEMBLIX 7% 1 [a] 2L B b S723) X2 LA ED TKIIZ X5 RaREZHT 5
Ph+CML-CP 3 156 43 & £415, SCEMBLIX 5B OMEE IR, 83%I1% 24 HLLE, 67%
X 48 lLL ETH T,
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SCEMBLIX 2 &5 SN/ BFED 15%ICEERAFERNHEIL L, 1% EOBHFITHILL-E
BRAEEG, BE (1.9%) , ) -oMmtoRe (1.3%) , f/MRBAE (1.3%) & OVUR B EYY
(1.3%) Tholz, BEEEIIRIMARE X O MPER SR8 E 1 4, 5F24 (1.3%) BNYEAES
RIZEVIETICEST,

AEFRZICL DTGP T 7%DOBETRD LN, 2%HEOEE TRELIEEEGEFILICESTCH
FHERQL, MRDIE (3.2%) K OUFHEREE (2.6%) ThoTe,

AEFRIZE DRI I8UNDOEE TRD LT, S%HEOEE TRELLIKRELZZE L FEFESR
I, MV IAEAE  (19%) K OMFHERBAE (18%) Th o7,
WEICEST-AEFELIIT%OBETHRILL, 1%BOBE TR LEELZE L-AEFZIT
MR E (4.5%) K OFHRERBAME (1.3%) Th o7,

SCEMBLIX #5885 @ 20%LL EIZ#E S e HEFGIL, ERGERGEL O E#ER Ch o7,
SCEMBLIX #%5- 838 D 20%LL FIC#iis Sz _— 2 T A U b AL U R A B 5%, i
AREEA, RU V'Y RN, R ERERAD, ~E S m e s, 2 LT F o —EEN
KOTT7=0T7 ) v T A727—8 (ALT) HEIMTH -7,

ASCEMBLE Bk DA FHHE G % Table 3 (12”7,

Table 3 ASCEMBLE FEXT SCEMBLIX At 5= hi= 2 FILLED TKI [ & BFiIA
BE%EHT 5 Ph+CML-CP BED 10%LULICRBRL-AEER
SCEMBLIX RAF =T
N =156 N=176
S— LT L—R 7 L— K3 Xit4 LT L—R 7L— K3 XiL4

(%) (%) (%) (%)
FRYMIE I X OB A HUE
bAGEREG: | 26 0.6 12 13
TERRE L O A HRRES
ONEg S 22 2.6 16 1.3
B Eiivid 12 0 3.9 0
FRERIEE
i | 19 | 1.9 | 15 | 0
—f - RHEEL L OREIHAOREER
W ¢ | 17 | 0.6 | 1 | 13
BB X O TR E
R 4 | 17 | 0.6 | 30 | 8
& R E
A LT © | 13 | 6 | 5 | 3.9
HlEE
T 12 0 71 11
L 12 0.6 46 0
&9 e 10 0 24 2.6
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ASCEMBLE # C SCEMBLIX # 5 SN2 BED 9B, 10%ANM IR EL U 72 BRIKA9 I BaE o
O EFRRIIGME, RIS, MKk, FHEMED EV, KM= 2 —u 8T —, RIE, BEE, R
M, fERS, MREREE, SABOR, £ 5EE, FRVE, TROEEYE, 7oV, RERY,
hge, i, AR (LEX QT ki &) , B, 5 omthire, FH, Fo7474, H
AR RB AR TIE & OB AT ERIBAME T - 72,

ASCEMBLE &5k D i R A i 58 % Table 4 (27”7,

Table 4 ASCEMBLE BERICE T 2 FLLED TKI [Z X BRIAERED H S
Ph+CML-CP #BE T, 10%ULDBEHEICRBALR—XS/ UhbEIEL
T-ERRREEREE

SCEMBLIX! RAF=F1
B 5 2 BT L— R J1L—R3Xit4 271 —FK 7L —R3Xit4

(%) (%) (%) (%)
MARFHINT A —F
IR el 46 24 36 12
I EREORA 39 17 33 13
~NES v e 35 2 54 5
U SEREE D 18 2 34 2.6
EALFERINT A—F
FUZ YR Y R 44 5 29 2.6
J LT F Uk —EHM 27 2.6 22 5

S 7 = =
Zziiz (;L;;iéb[] 23 0.6 50 16
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SCEMBLIX safely and effectively. See full prescribing information for
SCEMBLIX.

SCEMBLIX® (asciminib) tablets, for oral use
Initial U.S. Approval: 2021

INDICATIONS AND USAGE----------eememeem e

SCEMBLIX is a kinase inhibitor indicated for the treatment of adult patients

with:

e Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML)
in chronic phase (CP), previously treated with two or more tyrosine kinase
inhibitors (TKIs). (1)

This indication is approved under accelerated approval based on major
molecular response (MMR). Continued approval for this indication may be
contingent upon verification and description of clinical benefit in a
confirmatory trial(s).

e Ph+ CML in CP with the T315I mutation. (1)

---------------------- DOSAGE AND ADMINISTRATION----eemmmmemmeeemmeee

e Recommended Dosage in Ph+ CML in CP: 80 mg orally once daily or 40
mg twice daily. (2.1)

e Recommended Dosage in Ph+ CML in CP with the T3151 Mutation: 200
mg orally twice daily. (2.2)

e Avoid food for at least 2 hours before and 1 hour after taking SCEMBLIX.
(2.5)

o Swallow tablets whole. Do not break, crush, or chew the tablets. (2.5)

o= DOSAGE FORMS AND STRENGTHS--—-mmmmmmememeee
o Film-coated tablets: 20 mg and 40 mg (3)
CONTRAINDICATIONS

None. (4)

e Myelosuppression: Severe thrombocytopenia and neutropenia events may
occur. Monitor complete blood counts regularly during therapy and manage
by treatment interruption or dose reduction. (2.4, 5.1)

e Pancreatic Toxicity: Monitor serum lipase and amylase. Interrupt, then
resume at reduced dose or discontinue SCEMBLIX based on severity.
Evaluate for pancreatitis when lipase elevation is accompanied by
abdominal symptoms. (2.4, 5.2)

o Hypertension: Monitor blood pressure and manage hypertension as
clinically indicated. Interrupt, dose reduce, or stop SCEMBLIX if
hypertension is not medically controlled. (2.4, 5.3)

e Hypersensitivity: May cause hypersensitivity reactions. Monitor patients
for signs and symptoms and initiate appropriate treatment as clinically
indicated. (5.4)

o Cardiovascular Toxicity: Cardiovascular toxicity may occur. Monitor
patients with history of cardiovascular risk factors for cardiovascular signs
and symptoms. Initiate appropriate treatment as clinically indicated. (5.5)

e Embryo-Fetal Toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and to use effective
contraception. (5.6, 8.1, 8.3)

ADVERSE REACTIONS

Most common adverse reactions (> 20%) are upper respiratory tract
infections, musculoskeletal pain, fatigue, nausea, rash, and diarrhea. (6.1)
Most common laboratory abnormalities (> 20%) are platelet count decreased,
triglycerides increased, neutrophil count decreased, hemoglobin decreased,
creatine kinase increased, alanine aminotransferase increased, lipase
increased, and amylase increased. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Strong CYP3A4 Inhibitors: Closely monitor for adverse reactions during
concomitant use of SCEMBLIX at 200 mg twice daily. (7.1)
e Itraconazole Oral Solution Containing Hydroxypropyl-B-cyclodextrin:
Avoid concomitant use of SCEMBLIX at all recommended doses. (7.1)
o Certain Substrates of CYP3A4: Closely monitor for adverse reactions
during concomitant use of SCEMBLIX at 80 mg total daily dose. Avoid
use of SCEMBLIX at 200 mg twice daily. (7.2)
o Substrates of CYP2C9: Avoid concomitant use of SCEMBLIX at all
recommended doses.
o 80 mg total daily dose: If unavoidable, reduce the CYP2C9
substrate dosage as necessary. (7.2)
o 200 mg twice daily: If unavoidable, consider alternative therapy
with non-CYP2C9 substrate. (7.2)
e Certain P-gp Substrates: Closely monitor for adverse reactions during
concomitant use of SCEMBLIX at all recommended doses. (7.2)

USE IN SPECIFIC POPULATIONS---------—-mmeeme -
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 10/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
SCEMBLIX is indicated for the treatment of adult patients with:

e Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP), previously
treated with two or more tyrosine kinase inhibitors (TKIs).

This indication is approved under accelerated approval based on major molecular response (MMR) [see Clinical Studies
(14.1)]. Continued approval for this indication may be contingent upon verification and description of clinical benefit in a
confirmatory trial(s).

e Ph+ CML in CP with the T315I mutation.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage in Patients with Ph+ CML-CP, Previously Treated with Two or More TKIs

The recommended dose of SCEMBLIX is 80 mg taken orally once daily at approximately the same time each day or 40
mg twice daily at approximately 12-hour intervals. The recommended dose of SCEMBLIX is taken orally without food.
Avoid food consumption for at least 2 hours before and 1 hour after taking SCEMBLIX [see Clinical Pharmacology

(12.2)].

Continue treatment with SCEMBLIX as long as clinical benefit is observed or until unacceptable toxicity occurs.
2.2 Recommended Dosage in Patients with Ph+ CML-CP with the T3151 Mutation

The recommended dose of SCEMBLIX is 200 mg taken orally twice daily at approximately 12-hour intervals. The
recommended dose of SCEMBLIX is taken orally without food. Avoid food consumption for at least 2 hours before and 1
hour after taking SCEMBLIX [see Clinical Pharmacology (12.2)].

2.3 Missed Dose

Once Daily Dosage Regimen: If a SCEMBLIX dose is missed by more than approximately 12 hours, skip the dose and
take the next dose as scheduled.

Twice Daily Dosage Regimens: If a SCEMBLIX dose is missed by more than approximately 6 hours, skip the dose and
take the next dose as scheduled.

2.4 Dosage Modifications
Dosage Modifications for Patients with Ph+ CML-CP, Previously Treated with Two or More TKIs

For the management of adverse reactions, reduce the SCEMBLIX dose as described in Table 1.

Dosage Modifications for Patients with Ph+ CML-CP with the T3151 Mutation

For the management of adverse reactions, reduce the SCEMBLIX dose as described in Table 1.

Table 1: Recommended Dosage Reductions for SCEMBLIX for Adverse Reactions

Dosage for Patients with CP-CML, Dosage for Patients with Ph+ CML-CP
Dosage Reduction Previously Treated with Two or More with the T3151 Mutation
TKIs
First e 40 mg once daily 160 mg twice daily
OR

e 20 mg twice daily

Subsequent Reduction Permanently discontinue SCEMBLIX in Permanently discontinue SCEMBLIX in
patients unable to tolerate 40 mg once daily | patients unable to tolerate 160 mg twice
OR 20 mg twice daily. daily.




The recommended dosage modifications for the management of selected adverse reactions is shown in Table 2.

Table 2: SCEMBLIX Dosage Modification for the Management of Adverse Reactions

Adverse Reaction

Dosage Modification

Thrombocytopenia and/or neutropenia [see Warnings an

d Precautions (5.1)]

ANC less than 1.0 x 10%L and/or PLT less than 50 x
10°/L

Withhold SCEMBLIX until resolved to ANC greater than
or equal to 1 x 10%L and/or PLT greater than or equal to
50 x 10%/L.

If resolved:
e  Within 2 weeks: resume SCEMBLIX at starting dose.

e After more than 2 weeks: resume SCEMBLIX at
reduced dose.

For recurrent severe thrombocytopenia and/or
neutropenia, withhold SCEMBLIX until resolved to ANC
greater than or equal to 1 x 10%L and PLT greater than or
equal to 50 x 10%/L, then resume at reduced dose.

Asymptomatic amylase and/or lipase elevation [see Warnings and Precautions (5.2)]

Elevation greater than 2.0 x ULN

Withhold SCEMBLIX until resolved to less than 1.5 x
ULN.

If resolved:

e Resume SCEMBLIX at reduced dose. If events
reoccur at reduced dose, permanently discontinue
SCEMBLIX.

If not resolved:

e Permanently discontinue SCEMBLIX. Perform
diagnostic tests to exclude pancreatitis.

Non-hematologic adverse reactions /see Warnings and Precautions (5.3, 5.4, 5.5)]

Grade 3! or higher

Withhold SCEMBLIX until recovery to Grade 1 or less.
If resolved:

e Resume SCEMBLIX at reduced dose.

If not resolved:

e Permanently discontinue SCEMBLIX.

Abbreviations: ANC, absolute neutrophil count; PLT, platelets; ULN, upper limit of normal.
'Based on Common Terminology Criteria for Adverse Events (CTCAE) v 4.03.

2.5 Administration

Advise patients to swallow SCEMBLIX tablets whole. Do not break, crush, or chew the tablets.

3 DOSAGE FORMS AND STRENGTHS

¢ 20 mg film-coated tablets: pale yellow, unscored, round, biconvex, with beveled edges, film-coated tablet
debossed with “20” on one side and “Novartis logo” on the other side.

e 40 mg film-coated tablets: violet white, unscored, round, biconvex, with beveled edges, film-coated tablet
debossed with “40” on one side and “Novartis logo” on the other side.




4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Myelosuppression

Thrombocytopenia, neutropenia, and anemia have occurred in patients receiving SCEMBLIX. Thrombocytopenia
occurred in 98 of 356 (28%) patients receiving SCEMBLIX, with Grade 3 or 4 thrombocytopenia reported in 24 (7%) and
42 (12%) of patients, respectively. Among the patients with Grade 3 or 4 thrombocytopenia, median time to first
occurrence of events was 6 weeks (range, 0.1 to 64 weeks). Of the 98 patients with thrombocytopenia, 7 (2%) patients
permanently discontinued SCEMBLIX, while SCEMBLIX was temporarily withheld in 45 (13%) patients due to the
adverse reaction.

Neutropenia occurred in 69 (19%) patients receiving SCEMBLIX, with Grade 3 and 4 neutropenia reported in 27 (8%)
and 29 (8%) patients, respectively. Among the patients with Grade 3 or 4 neutropenia, median time to first occurrence of
events was 6 weeks (range, 0.1 to 180 weeks). Of the 69 patients with neutropenia, 4 (1.1%) patients permanently
discontinued SCEMBLIX, while SCEMBLIX was temporarily withheld in 34 (10%) patients due to the adverse reaction.

Anemia occurred in 45 (13%) patients receiving SCEMBLIX, with Grade 3 anemia occurring in 19 (5%) patients. Among
the patients with Grade 3 or 4 anemia, median time to first occurrence of events was 30 weeks (range, 0.4 to 207 weeks).
Of the 45 patients with anemia, SCEMBLIX was temporarily withheld in 2 (0.6%) patients due to the adverse reaction
[see Adverse Reactions (6.1)].

Perform complete blood counts every two weeks for the first 3 months of treatment and monthly thereafter or as clinically
indicated. Monitor patients for signs and symptoms of myelosuppression.

Based on the severity of thrombocytopenia and/or neutropenia, reduce dose, temporarily withhold, or permanently
discontinue SCEMBLIX [see Dosage and Administration (2.4)].

5.2 Pancreatic Toxicity

Pancreatitis occurred in 9 of 356 (2.5%) patients receiving SCEMBLIX, with Grade 3 pancreatitis occurring in 4 (1.1%)
patients. All cases of pancreatitis occurred in the Phase I study (X2101). Of the 9 patients with pancreatitis, two (0.6%)
patients permanently discontinued SCEMBLIX, while SCEMBLIX was temporarily withheld in 4 (1.1%) patients due to
the adverse reaction. Asymptomatic elevation of serum lipase and amylase occurred in 76 of 356 (21%) patients receiving
SCEMBLIX, with Grade 3 and Grade 4 pancreatic enzyme elevations occurring in 36 (10%) and 8 (2.2%) patients,
respectively. Of the 76 patients with pancreatic enzymes elevated, SCEMBLIX was permanently discontinued in 7 (2%)
patients due to the adverse reaction [see Adverse Reactions (6.1)].

Assess serum lipase and amylase levels monthly during treatment with SCEMBLIX, or as clinically indicated. Monitor
patients for signs and symptoms of pancreatic toxicity. Perform more frequent monitoring in patients with a history of
pancreatitis. If lipase and amylase elevation are accompanied by abdominal symptoms, temporarily withhold SCEMBLIX
and consider appropriate diagnostic tests to exclude pancreatitis /see Dosage and Administration (2.4)].

Based on the severity of lipase and amylase elevation, reduce dose, temporarily withhold, or permanently discontinue
SCEMBLIX [see Dosage and Administration (2.4)].

5.3 Hypertension

Hypertension occurred in 66 of 356 (19%) patients receiving SCEMBLIX, with Grade 3 or 4 hypertension reported in 31
(9%) and 1 (0.3%) patients, respectively. Among the patients with Grade 3 or 4 hypertension, median time to first
occurrence was 14 weeks (range, 0.1 to 156 weeks). Of the 66 patients with hypertension, SCEMBLIX was temporarily
withheld in 3 (0.8%) patients due to the adverse reaction [see Adverse Reactions (6.1)].

Monitor and manage hypertension using standard antihypertensive therapy during treatment with SCEMBLIX as
clinically indicated; for Grade 3 or higher hypertension, temporarily withhold, reduce dose, or permanently discontinue
SCEMBLIX depending on persistence of hypertension [see Dosage and Administration (2.4)].

5.4 Hypersensitivity

Hypersensitivity occurred in 113 of 356 (32%) patients receiving SCEMBLIX, with Grade 3 or 4 hypersensitivity
reported in 6 (1.7%) patients [see Adverse Reactions (6.1)]. Reactions included rash, edema, and bronchospasm. Monitor



patients for signs and symptoms of hypersensitivity and initiate appropriate treatment as clinically indicated; for Grade 3
or higher hypersensitivity, temporarily withhold, reduce dose, or permanently discontinue SCEMBLIX depending on
persistence of hypersensitivity [see Dosage and Administration (2.4)].

5.5 Cardiovascular Toxicity

Cardiovascular toxicity (including ischemic cardiac and CNS conditions, arterial thrombotic and embolic conditions) and
cardiac failure occurred in 46 (13%) and in 8 (2.2%) of 356 patients receiving SCEMBLIX, respectively [see Adverse
Reactions (6.1)]. Grade 3 cardiovascular toxicity was reported in 12 (3.4%) patients, while grade 3 cardiac failure was
observed in 4 (1.1%) patients. Grade 4 cardiovascular toxicity occurred in 2 (0.6%) patients, with fatalities occurring in 3
(0.8%) patients. Permanent discontinuation of SCEMBLIX occurred in 3 (0.8%) patients due to cardiovascular toxicity
and in 1 (0.3%) patient due to cardiac failure, respectively. Cardiovascular toxicity occurred in patients with pre-existing
cardiovascular conditions or risk factors, and/or prior exposure to multiple TKIs.

Arrhythmia, including QTc prolongation, occurred in 23 of 356 (7%) patients receiving SCEMBLIX, with Grade 3
arrhythmia reported in 7 (2%) patients. QTc¢ prolongation occurred in 3 of 356 (0.8%) patients receiving SCEMBLIX,
with Grade 3 QTc prolongation reported in 1 (0.3%) patient /see Adverse Reactions (6.1)].

Monitor patients with history of cardiovascular risk factors for cardiovascular signs and symptoms. Initiate appropriate
treatment as clinically indicated; for Grade 3 or higher cardiovascular toxicity, temporarily withhold, reduce dose, or
permanently discontinue SCEMBLIX depending on persistence of cardiovascular toxicity [see Dosage and
Administration (2.4)].

5.6 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, SCEMBLIX can cause fetal harm when administered
to a pregnant woman. In animal reproduction studies, administration of asciminib to pregnant rats and rabbits during the
period organogenesis caused adverse developmental outcomes including embryo-fetal mortality and malformations at
maternal exposures (AUC) equivalent to or less than those in patients at the recommended doses. Advise pregnant women
and females of reproductive potential of the potential risk to a fetus if SCEMBLIX is used during pregnancy or if the
patient becomes pregnant while taking SCEMBLIX. Verify the pregnancy status of females of reproductive potential prior
to starting treatment with SCEMBLIX. Females of reproductive potential should use effective contraception during
treatment with SCEMBLIX and for 1 week after the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions can occur with SCEMBLIX and are discussed in greater detail in
other sections of the labeling:

e Myelosuppression [see Warnings and Precautions (5.1)]

e Pancreatic Toxicity [see Warnings and Precautions (5.2)]

e Hypertension [see Warnings and Precautions (5.3)]

o Hypersensitivity [see Warnings and Precautions (5.4)]

e Cardiovascular Toxicity [see Warnings and Precautions (5.5)]
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

The pooled safety population described in the WARNING AND PRECAUTIONS reflect exposure to SCEMBLIX at 10
mg to 200 mg orally twice daily (between 0.25 to 5 times the recommended dosage for the 80 mg daily dosage and
between 0.05 times and up to the recommended dosage for the 200 mg twice daily dosage) in 356 patients enrolled in one
of two clinical trials , including patients with Ph+ CML in chronic (CP) receiving SCEMBLIX as monotherapy: study
CABL001A2301 (ASCEMBL) and study CABL001X2101 [see Clinical Studies (14)]. Among the 356 patients receiving
SCEMBLIX, the median duration of exposure to SCEMBLIX was 89 weeks (range, 0.1 to 342 weeks).



Adverse Reactions in Patients with Ph-++ CML-CP, Previously Treated with Two or More TKIs

The clinical trial randomized and treated 232 patients with Ph+ CML-CP, previously treated with two or more TKIs to
receive SCEMBLIX 40 mg twice daily or bosutinib 500 mg once daily (ASCEMBL) [see Clinical Studies (14.1)]. The
safety population (received at least 1 dose of SCEMBLIX) included 156 patients with Ph+ CML-CP, previously treated
with two or more TKIs. Among patients who received SCEMBLIX, 83% were exposed for 24 weeks or longer and 67%
were exposed for 48 weeks or longer.

Serious adverse reactions occurred in 15% of patients who received SCEMBLIX. Serious adverse reactions in > 1%
included pyrexia (1.9%), cardiac failure congestive (1.3%), thrombocytopenia (1.3%), and urinary tract infection (1.3%).
Two patients (1.3%) had a fatal adverse reaction, one each for mesenteric artery thrombosis and ischemic stroke.

Permanent discontinuation of SCEMBLIX due to an adverse reaction occurred in 7% of patients. Adverse reactions which
resulted in permanent discontinuation of SCEMBLIX in > 2% of patients included thrombocytopenia (3.2%) and
neutropenia (2.6%).

Dosage interruptions of SCEMBLIX due to an adverse reaction occurred in 38% of patients. Adverse reactions which
required dosage interruption in > 5% of patients included thrombocytopenia (19%) and neutropenia (18%).

Dose reductions of SCEMBLIX due to an adverse reaction occurred in 7% of patients. Adverse reactions which required
dose reductions in > 1% of patients included thrombocytopenia (4.5%) and neutropenia (1.3%).

The most common (> 20%) adverse reactions in patients who received SCEMBLIX were upper respiratory tract infections
and musculoskeletal pain.

The most common select laboratory abnormalities that worsened from baseline in > 20% of patients who received
SCEMBLIX were platelet count decreased, triglycerides increased, neutrophil count decreased, hemoglobin decreased,
creatine kinase increased, and alanine aminotransferase (ALT) increased.

Table 3 summarizes the adverse reactions in ASCEMBL.

Table 3: Adverse Reactions (> 10%) in Patients with Ph+ CML in CP, Previously Treated with Two or More TKIs
Who Received SCEMBLIX in ASCEMBL

SCEMBLIX Bosutinib
N =156 N=176
Adverse Reaction All Grades Grade 3 or 4 All Grades Grade 3 or 4
% % % %
Infections and infestations
Upper respiratory tract 26 0.6 12 1.3

infection?

Musculoskeletal and connective tissue disorders

Musculoskeletal pain® 22 2.6 16 1.3
Arthralgia 12 0 3.9 0
Nervous system disorders
Headache | 19 | 1.9 | 15 | 0
General disorders and administration-site conditions
Fatigue® | 17 | 0.6 | 11 | 1.3
Skin and subcutaneous tissue disorders
Rashd | 17 | 0.6 | 30 | 8
Vascular disorders
Hypertension® | 13 | 6 | 5 | 3.9
Gastrointestinal disorders
Diarrhea’ 12 0 71 11
Nausea 12 0.6 46 0
Abdominal pain& 10 0 24 2.6

Abbreviations: Ph+ CML in CP, Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP);
TKIs, tyrosine kinase inhibitors.




aUpper respiratory tract infection includes: nasopharyngitis, upper respiratory tract infection, rhinitis, pharyngitis, respiratory tract
infection, and pharyngotonsillitis.

"Musculoskeletal pain includes: pain in extremity, back pain, myalgia, non-cardiac chest pain, neck pain, bone pain, spinal pain,
arthritis, and musculoskeletal pain.

‘Fatigue includes: fatigue and asthenia.

dRash includes: rash, rash maculopapular, dermatitis acneiform, rash pustular, eczema, dermatitis, skin exfoliation, dermatitis
exfoliative generalized, rash morbilliform, drug eruption, erythema multiform, and rash erythematous.

*Hypertension includes: hypertension and hypertensive crisis.
Diarrhea includes: diarrhea and colitis.

¢Abdominal pain includes: abdominal pain, abdominal pain upper, abdominal discomfort, abdominal pain lower, abdominal
tenderness, and epigastric discomfort.

Clinically relevant adverse reactions in < 10% of patients treated with SCEMBLIX in ASCEMBL included: cough,
dyspnea, pleural effusion, dizziness, neuropathy peripheral, edema, pyrexia, vomiting, constipation, dyslipidemia,
decreased appetite, pruritus, urticaria, lower respiratory tract infection, influenza, urinary tract infection, pneumonia,
hemorrhage, arrhythmia (including electrocardiogram QT prolonged), palpitations, cardiac failure congestive, vision
blurred, dry eye, hypothyroidism, and febrile neutropenia.

Table 4 summarizes the laboratory abnormalities in ASCEMBL.

Table 4: Select Laboratory Abnormalities (= 10%) That Worsened from Baseline in Patients with Ph+ CML in
CP, Previously Treated with Two or More Tyrosine Kinase Inhibitors Who Received SCEMBLIX in ASCEMBL

SCEMBLIX! Bosutinib!

Laboratory All Grades Grade 3 or 4 All Grades Grade 3 or 4

Abnormality % % % %
Hematologic parameters
Platelet count 46 24 36 12
decreased
Neutrophil count 39 17 33 13
decreased
Hemoglobin decreased 35 2 54 5
Lymphocyte count 18 2 34 2.6
decreased
Biochemical parameters
Triglycerides 44 5 29 2.6
increased
Creatine kinase 27 2.6 22 5
increased
Alanine 23 0.6 50 16
aminotransferase
(ALT) increased
Aspartate 19 1.9 46 7
aminotransferase
(AST) increased
Uric acid increased 19 6 17 2.6
Phosphate decreased 17 6 18 7
Lipase increased 14 3.9 18 7
Calcium corrected 14 0.6 20 0
decreased
Creatinine increased 14 0 26 0
Amylase increased 12 1.3 13 0




Bilirubin increased 12 0 4.2 0
Cholesterol increased 11 0 8 0

Potassium decreased 10 0 9 0

! The denominator used to calculate the rate for SCEMBLIX and bosutinib varied from 145 to 156 and 71 to 76, respectively, based on
the number of patients with a baseline value and at least one post-treatment value.
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Adverse Reactions in Patients with Ph+ CML-CP with the T3151 Mutation

The single-arm clinical trial enrolled patients with Ph+ CML-CP with the T3 151 mutation /see Clinical Studies (14.2)].
The safety population (received at least 1 dose of SCEMBLIX) included 48 patients with Ph+ CML-CP with the T315I
mutation who received 200 mg of SCEMBLIX twice daily. Among these patients, 83% were exposed for 24 weeks or
longer and 75% were exposed for 48 weeks or longer.

Serious adverse reactions occurred in 23% of patients who received SCEMBLIX. Serious adverse reactions in > 1%
included abdominal pain (4.2%), vomiting (4.2%), pneumonia (4.2%), musculoskeletal pain (2.1%), headache (2.1%),
hemorrhage (2.1%), constipation (2.1%), arrhythmia (2.1%), and pleural effusion (2.1%).

Permanent discontinuation of SCEMBLIX due to an adverse reaction occurred in 10% of patients. Adverse reactions
which resulted in permanent discontinuation of SCEMBLIX in > 2% of patients included pancreatic enzymes increased
(2.1%).

Dosage interruptions of SCEMBLIX due to an adverse reaction occurred in 31% of patients. Adverse reactions which
required dosage interruption in > 5% of patients included pancreatic enzymes increased (17%) and thrombocytopenia
(8%).

Dose reductions of SCEMBLIX due to an adverse reaction occurred in 23% of patients. Adverse reactions which required
dose reductions in > 1% of patients included pancreatic enzymes increased (10%), abdominal pain (4.2%), anemia (2.1%),
blood bilirubin increased (2.1%), dizziness (2.1%), fatigue (2.1%), hepatic enzymes increased (2.1%), musculoskeletal
pain (2.1%), nausea (2.1%), neutropenia (2.1%), pruritus (2.1%), and thrombocytopenia (2.1%).

The most common (> 20%) adverse reactions in patients who received SCEMBLIX were musculoskeletal pain, fatigue,
nausea, rash, and diarrhea.

The most common select laboratory abnormalities that worsened from baseline in > 20% of patients who received
SCEMBLIX were alanine aminotransferase (ALT) increased, lipase increased, triglycerides increased, hemoglobin
decreased, neutrophil count decreased, lymphocyte count decreased, phosphate decreased, aspartate aminotransferase
(AST) increased, amylase increased, platelet count decreased, and bilirubin increased.

Table 5 summarizes adverse reactions in study X2101.

Table 5: Adverse Reactions (> 10%) in Patients with Ph+ CML in CP with the T3151 Mutation Who Received
SCEMBLIX in X2101

SCEMBLIX
200 mg twice daily
N =48
. All Grades Grade 3 or 4
Adverse Reaction % %

Musculoskeletal and connective tissue disorders

Musculoskeletal pain? 42 4.2

Arthralgia 17 0
General disorders and administration-site conditions

Fatigue® 31 2.1

Edema 10 4.2




Gastrointestinal disorders

Nausea 27 0

Diarrhea 21 2.1

Vomiting 19 6

Abdominal pain® 17 8
Skin and subcutaneous tissue disorders

Rashd 27 0

Pruritus 13 0
Nervous system disorders

Headache® | 19 | 2.1
Respiratory, thoracic, and mediastinal disorders

Cough! | 15 | 0
Vascular disorders

Hemorrhage? 15 2.1

Hypertension” 13 8

Infections and infestations

Upper respiratory tract infection’ 13 0

aMusculoskeletal pain includes: pain in extremity, back pain, myalgia, musculoskeletal pain, non-cardiac chest pain, bone pain,
arthritis, and musculoskeletal chest pain.

"Fatigue includes: fatigue and asthenia.

¢Abdominal pain includes: abdominal pain and hepatic pain.

9Rash includes: rash, rash maculopapular, dermatitis acneiform, eczema, rash papular, skin exfoliation, and dyshidrotic eczema.
*Headache includes: headache and migraine.

fCough includes: cough and productive cough.

g¢Hemorrhage includes: epistaxis, ear hemorrhage, mouth hemorrhage, post procedural hemorrhage, skin hemorrhage, and vaginal
hemorrhage.

"Hypertension includes: hypertension and hypertensive crisis.
Upper respiratory tract infection includes: upper respiratory tract infection, nasopharyngitis, rhinitis, and pharyngitis.

Clinically relevant adverse reactions in < 10% of patients treated with SCEMBLIX in X2101 included:

constipation, pancreatitis, pyrexia, dizziness, neuropathy peripheral, pneumonia, lower respiratory tract infection,
dyspnea, pleural effusion, dry eye, vision blurred, arrhythmia, palpitations, cardiac failure congestive, decreased appetite,
dyslipidemia, and urticaria.

Table 6 summarizes laboratory abnormalities in X2101.

Table 6: Select Laboratory Abnormalities (> 10%) That Worsened from Baseline in Patients with Ph+ CML in CP
with the T3151 Mutation in X2101

SCEMBLIX!
200 mg twice daily
Laboratory Abnormality All (;,rades Grade 3-4

Yo %
Hematologic parameters
Hemoglobin decreased 44 4.2
Neutrophil count decreased 44 15
Lymphocyte count decreased 42 4.2
Platelet count decreased 25 15




Biochemical parameters

Alanine aminotransferase (ALT) 48 6

increased

Potassium increased 48 2.1
Triglycerides increased 46 2.1
Lipase increased 46 21
Phosphate decreased 40 6

Uric acid increased 40 4.2
Aspartate aminotransferase (AST) 35 2.1
increased

Calcium corrected decreased 33 0

Creatinine increased 31 0

Amylase increased 29 10
Bilirubin increased 23 0

Cholesterol increased 15 0

Alkaline phosphatase (ALP) increased 13 0

IThe denominator used to calculate the rate was 48 based on the number of patients with a baseline value and a least one post-
treatment value.
CTCAE version 4.03.

7 DRUG INTERACTIONS
7.1 Effect of Other Drugs on SCEMBLIX
Strong CYP3A4 Inhibitors

Asciminib is a CYP3A4 substrate. Concomitant use of SCEMBLIX with a strong CYP3A4 inhibitor increases both the
asciminib C,,,, and AUC, which may increase the risk of adverse reactions /[see Clinical Pharmacology (12.3)]. Closely
monitor for adverse reactions in patients treated with SCEMBLIX at 200 mg twice daily with concomitant use of strong
CYP3A4 inhibitors.

Itraconazole Oral Solution Containing Hydroxypropyl-B-cyclodextrin

Concomitant use of SCEMBLIX with itraconazole oral solution containing hydroxypropyl-p-cyclodextrin decreases
asciminib C,,,, and AUC, which may reduce SCEMBLIX efficacy [see Clinical Pharmacology (12.3)]. Avoid
coadministration of SCEMBLIX at all recommended doses with itraconazole oral solution containing hydroxypropyl-p-
cyclodextrin.

7.2 Effect of SCEMBLIX on Other Drugs
Certain CYP3A4 Substrates

Asciminib is a CYP3A4 inhibitor. Concomitant use of SCEMBLIX increases the C,,.x and AUC of CYP3A4 substrates,
which may increase the risk of adverse reactions of these substrates [see Clinical Pharmacology (12.3)].

Closely monitor for adverse reactions in patients treated with SCEMBLIX at 80 mg total daily dose with concomitant use
of certain CYP3A4 substrates, where minimal concentration changes may lead to serious adverse reactions. Avoid
coadministration of SCEMBLIX at 200 mg twice daily with certain CYP3A4 substrates, where minimal concentration
changes may lead to serious adverse reactions.

CYP2C9 Substrates

Asciminib is a CYP2C9 inhibitor. Concomitant use of SCEMBLIX increases the C.x and AUC of CYP2C9 substrates,
which may increase the risk of adverse reactions of these substrates [see Clinical Pharmacology (12.3)].

Avoid coadministration of SCEMBLIX at 80 mg total daily dose with certain CYP2C9 substrates, where minimal
concentration changes may lead to serious adverse reactions. If coadministration is unavoidable, reduce the CYP2C9
substrate dosage as recommended in its prescribing information.



Avoid coadministration of SCEMBLIX at 200 mg twice daily with sensitive CYP2C9 substrates and certain CYP2C9
substrates, where minimal concentration changes may lead to serious adverse reactions. If coadministration is
unavoidable, consider alternative therapy with non-CYP2C9 substrate.

Certain P-gp Substrates

Asciminib is a P-gp inhibitor. Concomitant use of SCEMBLIX increases the plasma concentrations of P-gp substrates,
which may increase the risk of adverse reactions of these substrates [see Clinical Pharmacology (12.3)].

Closely monitor for adverse reactions in patients treated with SCEMBLIX at all recommended doses with concomitant
use of P-gp substrates, where minimal concentration changes may lead to serious toxicities.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on findings from animal studies and the mechanism of action, SCEMBLIX can cause embryo-fetal harm when
administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no available data on SCEMBLIX use in
pregnant women to evaluate a drug associated risk.

Animal reproduction studies in pregnant rats and rabbits demonstrated that oral administration of asciminib during
organogenesis induced structural abnormalities, embryo-fetal mortality, and alterations to growth (see Data).

Advise pregnant women and females of reproductive potential of the potential risk to a fetus.

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

Data
Animal Data

In embryo-fetal development studies, pregnant animals received oral doses of asciminib at 25, 150, and 600 mg/kg/day in
rats and at 15, 50, and 300 mg/kg/day in rabbits during the period of organogenesis.

In rats, maternal toxicity at the asciminib dose of 600 mg/kg/day resulted in the early termination of the dose group; a
complete embryo-fetal examination was not conducted for this group. Adverse embryo-fetal findings were observed at 25
and 150 mg/kg; these doses did not cause maternal toxicities. Increases in fetal weights at 25 and 150 mg/kg/day were
observed, which may be related to increased ossification (i.e. increased rate of development). Malformations were evident
at 150 mg/kg and included cleft palate, anasarca (edema), and cardiac abnormalities. Additional fetal findings included
urinary tract and skeletal variations, observed primarily at 150 mg/kg/day. At the of 25 mg/kg/day, the area under the
curve (AUC) exposures were equivalent to or below those achieved in patients at the 40 mg twice daily or 80 mg once
daily doses, respectively. At the dose of 25 mg/kg/day, the AUC exposures were below those achieved in patients at the
200 mg twice daily dose.

In rabbits, maternal toxicities at the asciminib dose of 300 mg/kg/day resulted in the early termination of the dose group; a
complete embryo-fetal examination was not conducted for this group. Adverse embryo-fetal findings were observed at 50
mg/kg; this dose did not cause maternal toxicities. Findings at the 50 mg/kg dose included increases in early resorptions
and post-implantation loss, decreases in the number of live fetuses, and cardiac malformations. At the dose of 50
mg/kg/day, the AUC exposures were 4-fold those achieved in patients at the 40 mg twice daily or 80 mg once daily doses.
At the dose of 50 mg/kg/day, the AUC exposures were below those achieved in patients at the 200 mg twice daily dose.

8.2 Lactation
Risk Summary

There are no data on the presence of asciminib or its metabolites in human milk, the effects on the breastfed child, or milk
production.

Because of the potential for serious adverse reactions in the breastfed child, advise women not to breastfeed during
treatment with SCEMBLIX and for 1 week after the last dose.



8.3 Females and Males of Reproductive Potential

Based on findings from animal studies, SCEMBLIX can cause embryo-fetal harm when administered to a pregnant
woman /[see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to starting treatment with SCEMBLIX.
Contraception
Females

Females of reproductive potential should use effective contraception during treatment with SCEMBLIX and for 1 week
after the last dose.

Infertility

Based on findings in animals, SCEMBLIX may impair fertility in females of reproductive potential /see Nonclinical
Toxicology (13.1)]. The reversibility of the effect on fertility is unknown.

84 Pediatric Use
The safety and efficacy of SCEMBLIX in pediatric patients have not been established.
8.5 Geriatric Use

In the ASCEMBL study, 44 of the 233 (19%) patients were 65 years of age or older and 6 (2.6%) were 75 years of age or
older.

In the X2101 study, 16 of the 48 (33%) patients with the T315] mutation were 65 years of age or older and 4 (8%) were
75 years of age or older.

Overall, no differences in safety or efficacy of SCEMBLIX were observed between patients 65 years of age or older
compared to younger patients. There is an insufficient number of patients 75 years of age or older to assess whether there
are differences in safety or efficacy.

8.6 Renal Impairment

No dose adjustment is required for patients with mild to severe renal impairment (estimated glomerular filtration rate
[eGFR] 15 to 89 mL/min/1.73 m?) and not requiring dialysis receiving SCEMBLIX [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is required for patients with mild [total bilirubin < upper limit of normal (ULN) and aspartate
aminotransferase (AST) > ULN or total bilirubin > 1 to 1.5 times ULN and any AST] to severe hepatic impairment (total
bilirubin > 3 times ULN and any AST) receiving SCEMBLIX [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

SCEMBLIX (asciminib) is a kinase inhibitor. The chemical name of the drug substance is N-[4-
(Chlorodifluoromethoxy)phenyl]-6-[(3R)-3-hydroxypyrrolidin-1-yl]-5-(1H-pyrazol-3-yl)pyridine-3-carboxamide-
hydrogen chloride (1/1). Asciminib hydrochloride is a white to slightly yellow powder. The molecular formula of
asciminib hydrochloride is CyyH;3CIF,N50O5.HCI, and the relative molecular mass is 486.30 g/mol for the hydrochloride
salt and 449.84 g/mol for the free base. The chemical structure of asciminib hydrochloride is shown below:

C.%O M

'\\OH

SCEMBLIX film-coated tablets are supplied for oral use with two strengths that contain 20 mg and 40 mg of asciminib
(equivalent to 21.62 mg and 43.24 mg, respectively, of asciminib hydrochloride). The tablets contain colloidal silicon
dioxide, croscarmellose sodium, ferric oxide, hydroxypropyl cellulose, lactose monohydrate, lecithin, magnesium stearate,



microcrystalline cellulose, polyvinyl alcohol, talc, titanium dioxide, and xanthan gum. The 20 mg tablets contain ferric
oxide, yellow and ferric oxide, red. The 40 mg tablets contain ferrosoferric oxide and ferric oxide, red.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Asciminib is an ABL/BCR-ABLI tyrosine kinase inhibitor. Asciminib inhibits the ABL1 kinase activity of the BCR-
ABLI1 fusion protein, by binding to the ABL myristoyl pocket. In studies conducted in vitro or in animal models of CML,
asciminib showed activity against wild-type BCR-ABL1 and several mutant forms of the kinase, including the T315I
mutation.

12.2 Pharmacodynamics

Exposure-Response Relationships

Over asciminib dosages of 10 mg to 200 mg twice daily (0.25 to 5 times the recommended 80 mg daily dosage), a lower
exposure was associated with a smaller decrease in BCR-ABLI level and a lower MMR rate at Week 24.

Over asciminib dosages of 10 mg to 280 mg twice daily (0.25 to 7 times the recommended 80 mg daily dosage), a higher
exposure was associated with slightly higher incidence of some adverse reactions (e.g., Grade >3 lipase increase, Grade
>3 hemoglobin decrease, Grade >2 ALT increase, Grade >2 AST increase, Grade >2 bilirubin increase, and any grade
lipase increase).

Cardiac Electrophysiology

Asciminib does not cause a large mean increase in QTc interval (i.e., >20 msec) at the maximum recommended clinical
dosage (200 mg twice daily). Based on available clinical data, small mean QTc¢ increase (<10 msec) cannot be excluded.

12.3  Pharmacokinetics

Asciminib steady-state exposure (AUC and C,,,,) increase slightly more than dose proportional across the dose range of
10 to 200 mg (0.25 to 5 times the recommended 80 mg daily dosage) administered once or twice daily.

Pharmacokinetic parameters are presented as geometric mean (CV%) unless otherwise stated. The steady state C,,,, and
AUC,, of asciminib at recommended dosages are listed in Table 7.

Table 7: Steady State® Asciminib Exposure at Recommended Dosages

Asciminib Dosage Chax (ng/mL) AUC,,” (ng*h/mL) Accumulation Ratio
80 mg once daily 1781 (23%) 15112 (28%) 1.30

40 mg twice daily 793 (49%) 5262 (48%) 1.65

200 mg twice daily 5642 (40%) 37547 (41%) 1.92

aSteady state is achieved within 3 days.
PAUC,,, represents AUC,. 5y, for twice daily dosing and AUC.,4;, for once daily dosing.

Absorption
The median (range) T, of asciminib is 2.5 hours (2 to 3 hours).
Effect of Food

The AUC and C,,,x of asciminib decreased by 62% and 68%, respectively, with a high-fat meal (1000 calories, 50% fat)
and by 30% and 35%, respectively, with a low-fat meal (400 calories, 25% fat) compared to the fasted state following
administration of SCEMBLIX.

Distribution

The apparent volume of distribution of asciminib at steady state is 151 L (135%). Asciminib is the main circulating
component in plasma (93% of the administered dose).

Asciminib is 97% bound to human plasma proteins in vitro.



Elimination

The total apparent clearance of asciminib is 6.7 L/hour (48%) at 40 mg twice daily and 80 mg once daily, and 4.1 L/hour
(38%) at 200 mg twice daily. The terminal elimination half-life of asciminib is 5.5 hours (38%) at 40 mg twice daily and
80 mg once daily, and 9.0 hours (33%) at 200 mg twice daily.

Metabolism
Asciminib is metabolized by CYP3A4-mediated oxidation, UGT2B7- and UGT2B17-mediated glucuronidation.
Excretion

Eighty percent (57% as unchanged) and 11% (2.5% as unchanged) of the asciminib dose were recovered in the feces and
in the urine of healthy subjects, respectively, following oral administration of a single 80 mg dose of radio-labeled
asciminib.

Asciminib is eliminated by biliary secretion via breast cancer-resistant protein (BCRP).

Specific Populations

No clinically significant differences in the pharmacokinetics of asciminib were observed based on sex, age (20 to 88
years), race (Asian 20%, White 70%, Black/African American 4%), or body weight (42 - 184 kg), mild to moderate renal
impairment (eGFR 30 to 89 mL/min/1.73 m?), or mild (total bilirubin < ULN and AST > ULN or total bilirubin > 1 to 1.5
times ULN and any AST) to moderate (total bilirubin > 1.5 to 3 times ULN and any AST) hepatic impairment.

Patients with Renal Impairment

Asciminib AUC;,; and C,,, are increased by 57% and 6%, respectively, in subjects with eGFR between 13 to < 30
mL/min/1.73 m? and not requiring dialysis compared to subjects with normal renal function (¢GFR > 90 mL/min/1.73 m?)
following oral administration of a single 40 mg dose of SCEMBLIX. The exposure changes in patients with severe renal
impairment are not considered clinically meaningful.

Patients with Hepatic Impairment

Asciminib AUC;,r and C,,,, are increased by 33% and 4%, respectively, in subjects with severe hepatic impairment (total
bilirubin > 3 times ULN and any AST), compared to subjects with normal hepatic function (total bilirubin < ULN and
AST < ULN) following oral administration of a single 40 mg dose of SCEMBLIX. The exposure changes are not
considered clinically meaningful.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Drugs That Affect Asciminib Plasma Concentration

Strong CYP3A Inhibitors: The asciminib AUC;,; and C,,,, increased by 36% and 19%, respectively, following
coadministration of a single SCEMBLIX dose of 40 mg with a strong CYP3A4 inhibitor (clarithromycin). No clinically
significant differences in the pharmacokinetics of asciminib were observed when coadministered with itraconazole, which
is also a strong CYP3A4 inhibitor.

Strong CYP3A Inducers: Concomitant use of strong CYP3A inducers with SCEMBLIX has not been fully characterized.

Itraconazole Oral Solution: Coadministration of multiple doses of itraconazole oral solution containing hydroxypropyl-p-
cyclodextrin with a single SCEMBLIX dose of 40 mg decreased asciminib AUC;,¢ and C,,,x by 40% and 50%,
respectively. Concomitant use of oral products containing hydroxypropyl-p-cyclodextrin with SCEMBLIX other than
itraconazole oral solution has not been fully characterized.

Imatinib: The asciminib AUC;,s and C,,,, increase by 108% and 59%, respectively following coadministration of a single
SCEMBLIX dose of 40 mg with imatinib (an inhibitor of BCRP, CYP3A4, UGT2B17 and UGT1A3/4). The exposure
changes are not considered clinically meaningful. Concomitant use of imatinib with SCEMBLIX at 200 mg twice daily
has not been fully characterized.

Other Drugs. No clinically significant differences in the pharmacokinetics of asciminib were observed when
coadministered with rabeprazole (acid-reducing agent) and quinidine (P-gp inhibitor).



Drugs That are Affected by Asciminib

CYP3A44 Substrates: The midazolam AUC;,r and C,,.x increased by 28% and 11%, respectively, following
coadministration of a CYP3A4 substrate (midazolam) with SCEMBLIX 40 mg twice daily. The midazolam AUC;,; and
Chax increased by 24% and 17%, respectively, following coadministration with SCEMBLIX at 80 mg once daily and 88%
and 58%, respectively, at 200 mg twice daily.

CYP2C9 Substrates: The S-warfarin AUC;,r and C,,,, increased by 41% and 8%, respectively, following coadministration
of CYP2C9 substrate (warfarin) with SCEMBLIX at 40 mg twice daily. The S-warfarin AUC;,r and C,,,, increased by
52% and 4%, respectively, following coadministration with SCEMBLIX at 80 mg once daily and 314% and 7%,
respectively, at 200 mg twice daily.

CYP2C8 Substrates: The repaglinide (substrate of CYP2CS8, CYP3A4, and OATP1B) AUC;,¢ and C,,,, increased by 8%
and 14%, respectively, following coadministration of repaglinide with SCEMBLIX 40 mg twice daily. The repaglinide
AUC;,rand C,,.x increased by 12% and 8%, respectively, following coadministration with SCEMBLIX at 80 mg once
daily and 42% and 25%, respectively, at 200 mg twice daily. The rosiglitazone (substrate of CYP2C8 and CYP2C9)
AUC;,;¢ and C,,, increased by 20% and 3%, respectively, following coadministration of rosiglitazone with SCEMBLIX 40
mg twice daily. The rosiglitazone AUC;,s and C,,,x increased by 24% and 2%, respectively, following coadministration
with SCEMBLIX at 80 mg once daily and 66% and 8%, respectively, at 200 mg twice daily.

P-gp Substrates: Coadministration of SCEMBLIX with a drug that is a substrate of P-gp may result in a clinically relevant
increase in the plasma concentrations of P-gp substrates, where minimal concentration changes may lead to serious
toxicities.

In Vitro Studies
CYP450 and UGT Enzymes

Asciminib may reversibly inhibit UGT1A1 at plasma concentrations reached at a total daily dose of 80 mg and 200 mg
twice daily. In addition, asciminib may reversibly inhibit CYP2C19 at concentrations reached at 200 mg twice daily dose.

Transporter Systems

Asciminib is a substrate of BCRP and P-gp. Asciminib inhibits BCRP, P-gp, OATP1B1, OATP1B3, and OCT]1.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted with asciminib.

Asciminib was not genotoxic in an in vitro bacterial mutagenicity (Ames) assay, an in vitro micronucleus assay in human
peripheral blood lymphocytes (HPBL) or an in vivo rat peripheral blood reticulocyte micronucleus assay.

In a combined male and female fertility and early embryonic development study in rats, animals were administered
asciminib doses of 10, 50, or 200 mg/kg/day orally. Male animals were dosed once daily for at least 28 days prior to
mating, during the 2-week mating period, and until terminal necropsy (Days 63-67). Female animals were dosed once daily
for the 2-week premating period, during the 2-week mating period, and through gestation day (GD) 6. Decreased sperm
count and motility were observed at 200 mg/kg/day. While there were no effects on fertility indices or conception rates, a
decreased mean number of live embryos was observed at 200 mg/kg/day and was attributed to a lower number of
implantations and an increased number of early resorptions. Increased early resorptions were also observed in the embryo-
fetal development study in rabbits [see Use in Specific Populations (8.1)].

At the dose of 200 mg/kg, the AUC exposures were approximately 19-fold, 13-fold, or 2-fold higher than those achieved
in patients at the 40 mg twice daily, 80 mg once daily, or 200 mg twice daily doses, respectively.

14 CLINICAL STUDIES

14.1 Ph+ CML-CP, Previously Treated With Two or More TKIs

The efficacy of SCEMBLIX in the treatment of patients with Ph+ CML in chronic phase (Ph+ CML-CP), previously
treated with two or more tyrosine kinase inhibitors was evaluated in the multi-center, randomized, active-controlled, and
open-label study ASCEMBL (NCT 03106779).



In this study, a total of 233 patients were randomized in a 2:1 ratio and stratified according to major cytogenetic response
(MCyR) status to receive either SCEMBLIX 40 mg twice daily (N = 157) or bosutinib 500 mg once daily (N = 76).
Patients continued treatment until unacceptable toxicity or treatment failure occurred.

Patients were 52% female and 48% male with a median age of 52 years (range, 19 to 83 years). Of the 233 patients, 19%
were 65 years or older, while 2.6% were 75 years or older. Patients were White (75%), Asian (14%), and Black or African
American (4.3%). Of the 233 patients, 81% and 18% had Eastern Cooperative Oncology Group (ECOG) performance
status O or 1, respectively. Patients who had previously received 2, 3, 4, or 5 or more prior lines of TKIs were 48%, 31%,
15%, and 6%, respectively. The median duration of treatment was 67 weeks (range, 0.1 to 162 weeks) for patients

receiving SCEMBLIX and 30 weeks (range, 1 to 149 weeks) for patients receiving bosutinib.

The main efficacy outcomes from ASCEMBL are summarized in Table 8.

Table 8: Efficacy Results in Patients With Ph+ CML-CP, Previously Treated With Two or More Tyrosine Kinase

Inhibitors (ASCEMBL)
SCEMBLIX Bosutinib .
Difference
40 mg 500 mg (95% CI) p-value
twice daily once daily
MMR rate, N =157 N =176 12
% (95% CI) 25 13 (2.2,22) 0.029°
at 24 weeks (19, 33) (6.5,23) -
CCyR rate, N=103¢ N =62°¢ 17
% (95% CI) 41 24 (3.6, 31)
at 24 weeks (31,51) (14, 37) o
Abbreviations: MMR, major molecular response (BCR-ABLI™S < 0.1%); CCyR, complete cytogenetic response (0% of
Philadelphia-positive metaphases in bone marrow aspirate with at least 20 examined).
aEstimated using a common risk difference stratified by baseline major cytogenetic response status.
bEstimated using a Cochrane-Mantel-Haenszel two-sided test stratified by baseline major cytogenetic response status.
°CCyR analysis based on patients who were not in CCyR at baseline.

The MMR rate at 48 weeks was 29% (95% CI: 22, 37) in patients receiving SCEMBLIX and 13% (95% CI: 6.5, 23) in
patients receiving bosutinib. With a median duration of follow-up of 20 months (range: 1 day to 36 months), the median
duration of response had not yet been reached for patients with MMR at any time.

14.2 Ph+ CML-CP with the T3151 mutation

The efficacy of SCEMBLIX in the treatment of patients with Ph+ CML-CP with the T3151 mutation was evaluated in a
multi-center open-label study CABL001X2101 (NCT02081378). Testing for T3 151 mutation utilized a qualitative p210
BCR-ABL mutation test using Sanger Sequencing.

Efficacy was based on 45 patients with Ph+ CML-CP with the T3 151 mutation who received SCEMBLIX at a dose of 200
mg twice daily. Patients continued treatment until unacceptable toxicity or treatment failure occurred.

Of the 45 patients, 80% were male and 20% female; 31% were 65 years or older, while 9% were 75 years or older with a
median age of 54 years (range, 26 to 86 years). The patients were White (47%), Asian (27%), and Black or African
American (2.2%), and 24% were unreported or unknown. Seventy-three percent and 27% of patients had ECOG
performance status 0 and 1, respectively. Patients who had previously received 1, 2, 3, 4, and 5 or more TKIs were 18%,
31%, 36%, 13%, and 2.2%, respectively. MMR was achieved by 24 weeks in 42% (19/45, 95% CI: 28% to 58%) of the 45
patients treated with SCEMBLIX. MMR was achieved by 96 weeks in 49% (22/45, 95% CI: 34% to 64%) of the 45
patients treated with SCEMBLIX. The median duration of treatment was 108 weeks (range, 2 to 215 weeks).



16 HOW SUPPLIED/STORAGE AND HANDLING
SCEMBLIX tablets are available as:
Table 9: SCEMBLIX Package Configurations and NDC Numbers

Package Configuration Tablet Strength NDC Number
Bottle of 60 tablets 20 mg NDC 0078-1091-20
Bottle of 60 tablets 40 mg NDC 0078-1098-20
Carton containing 5 bottles. Each 40 mg NDC 0078-1098-30
bottle contains 60 tablets.

e SCEMBLIX (asciminib) 20 mg film-coated tablets are supplied as pale yellow, unscored, round, biconvex, with
beveled edges, film-coated tablet containing 20 mg of asciminib (equivalent to 21.62 mg of asciminib HCI). Each
tablet is debossed with “20” on one side and “Novartis logo” on the other side.

e SCEMBLIX (asciminib) 40 mg film-coated tablets are supplied as violet white, unscored, round, biconvex, with
beveled edges, film-coated tablet containing 40 mg of asciminib (equivalent to 43.24 mg of asciminib HCI). Each
tablet is debossed with “40” on one side and “Novartis logo” on the other side.

Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C (59°F and 86°F) [see USP Controlled
Room Temperature]. Dispense and store in the original container in order to protect from moisture.

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Patient Information).

Myelosuppression

Inform patients of the possibility of developing low blood cell counts. Advise patients to immediately report fever, any
suggestion of infection, or signs or symptoms suggestive of bleeding or easy bruising [see Warnings and Precautions

(5.1)].

Pancreatic Toxicity

Inform patients of the possibility of developing pancreatitis that may be accompanied by nausea, vomiting, severe
abdominal pain, or abdominal discomfort, and to promptly report these symptoms [see Warnings and Precautions (5.2)].

Hypertension

Inform patients of the possibility of developing hypertension. Advise patients to contact their healthcare provider for
elevated blood pressure or if symptoms of hypertension occur including confusion, headache, dizziness, chest pain, or
shortness of breath [see Warnings and Precautions (5.3)].

Hypersensitivity

Advise the patient to discontinue SCEMBLIX and seek immediate medical attention if any signs or symptoms of a
hypersensitivity reaction, such as rash, edema, or bronchospasm occur [see Warnings and Precautions (5.4)].

Cardiovascular Toxicity

Inform patients of the possibility of the occurrence of cardiovascular toxicity, especially those with a history of
cardiovascular risk factors. Advise patients to immediately contact their healthcare provider or get medical help if they
develop cardiovascular signs and symptoms [see Warnings and Precautions (5.5)].

Embryo-Fetal Toxicity

Advise females to inform their healthcare provider if they are pregnant or become pregnant. Inform female patients of the
potential risk to a fetus [see Use in Specific Populations (8.1)].




Advise females of reproductive potential to use effective contraception during treatment and for 1 week after receiving the
last dose of SCEMBLIX [see Warnings and Precautions (5.6), Use in Specific Populations (8.1, 8.3)].

Lactation

Advise women not to breastfeed during treatment with SCEMBLIX and for 1 week after the last dose [see Use in Specific
Populations (8.2)].

Drug Interactions

Advise patients that SCEMBLIX and certain other medicines, including over the counter medications or herbal
supplements, can interact with each other and may alter the effects of SCEMBLIX [see Drug Interactions (7)].

Instructions for Taking SCEMBLIX

Advise patients to take SCEMBLIX exactly as prescribed and not to change their dose or schedule or to stop taking
SCEMBLIX unless they are told to do so by their healthcare provider.

Advise patients to take SCEMBLIX orally without food. Advise patients to avoid food for at least 2 hours before and 1
hour after taking SCEMBLIX. SCEMBLIX tablets should be swallowed whole. Patients should not break, crush, or chew
the tablets [see Dosage and Administration (2.5)].

Advise patients that if they take SCEMBLIX once daily and miss a dose by more than 12 hours to skip the missed dose.
Advise patients that if they take SCEMBLIX twice daily and miss a dose by more than 6 hours to skip the missed dose.
Advise patients to take the next dose as scheduled [see Dosage and Administration (2.3)].

Distributed by:

Novartis Pharmaceuticals Corporation
One Health Plaza

East Hanover, New Jersey 07936

© Novartis
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PATIENT INFORMATION
SCEMBLIX® (sem blix)
(asciminib) tablets

What is SCEMBLIX?
SCEMBLIX is a prescription medicine used to treat adults with:

¢ Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP), previously treated
with 2 or more tyrosine kinase inhibitor (TKI) medicines.

e Ph+ CML in CP with the T315] mutation.
It is not known if SCEMBLIX is safe and effective in children.

Before taking SCEMBLIX, tell your healthcare provider about all of your medical conditions, including if you:
e have a history of inflammation of your pancreas (pancreatitis)

e have a history of heart problems or blood clots in your arteries and veins (types of blood vessels)

e are pregnant or plan to become pregnant. SCEMBLIX can harm your unborn baby.

o Your healthcare provider will do a pregnancy test before you start treatment with SCEMBLIX.

o Females who are able to become pregnant should use effective birth control during treatment and for 1 week
after your last dose of SCEMBLIX. Talk to your healthcare provider about birth control methods that may be right
for you.

o Tell your healthcare provider right away if you become pregnant or think you may be pregnant during treatment
with SCEMBLIX.

e are breastfeeding or plan to breastfeed. It is not known if SCEMBLIX passes into your breast milk. Do not breastfeed
during treatment and for 1 week after your last dose of SCEMBLIX.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. SCEMBLIX and other medicines may affect each other causing side
effects.

How should | take SCEMBLIX?

o Take SCEMBLIX exactly as your healthcare provider tells you.

¢ Do not change your dose or schedule or stop taking SCEMBLIX unless your healthcare provider tells you to.

e Take SCEMBLIX without food. You should avoid eating for at least 2 hours before and 1 hour after taking
SCEMBLIX.

¢ Swallow SCEMBLIX tablets whole. Do not break, crush, or chew SCEMBLIX tablets.

o |If you take SCEMBLIX 1 time a day and miss a dose by more than 12 hours, skip the missed dose and take your
next dose at your regular time.

o |If you take SCEMBLIX 2 times a day and miss a dose by more than 6 hours, skip the missed dose and take your
next dose at your regular time.

What are the possible side effects of SCEMBLIX?

SCEMBLIX may cause serious side effects, including:

¢ Low blood cell counts. SCEMBLIX may cause low platelet counts (thrombocytopenia), low white blood cell counts
(neutropenia), and low red blood cell counts (anemia). Your healthcare provider will do blood tests to check your
blood cell counts every 2 weeks for the first 3 months of treatment and then monthly or as needed during treatment
with SCEMBLIX. Tell your healthcare provider right away if you have unexpected bleeding or easy bruising, blood in
your urine or stools, fever, or any signs of an infection.

e Pancreas problems. SCEMBLIX may increase enzymes in your blood called amylase and lipase, which may be a
sign of pancreatitis. Your healthcare provider may do blood tests monthly or as needed during treatment with
SCEMBLIX to check for problems with your pancreas. Tell your healthcare provider right away if you have sudden
stomach-area pain or discomfort, nausea, or vomiting.

e High blood pressure. Your healthcare provider may check your blood pressure and treat any high blood pressure
during treatment with SCEMBLIX as needed. Tell your healthcare provider if you develop elevated blood pressure or
symptoms of high blood pressure including confusion, headaches, dizziness, chest pain, or shortness of breath.

e Allergic reaction. Stop taking SCEMBLIX and get medical help right away if you get any signs or symptoms of an
allergic reaction, including:

o trouble breathing or swallowing o feeling dizzy or faint
o swelling of the face, lips, or tongue o fever
o skin rash or flushing of your skin o fast heartbeat




e Heart and blood vessel (cardiovascular) problems. SCEMBLIX may cause heart and blood vessel problems,
including heart attack, stroke, blood clots or blockage of your arteries, heart failure, and abnormal heartbeat, which
can be serious and may sometimes lead to death. These heart and blood vessel problems can happen in people with
risk factors or a history of these problems, and/or previously treated with other TKI medicines. Your healthcare
provider may monitor you for heart and blood vessel problems and treat you as needed during treatment with
SCEMBLIX. Tell your healthcare provider or get medical help right away if you get:

o shortness of breath o weight gain

o chest pain or pressure o numbness or weakness on one side of your body
o feeling like your heart is beating too fast or you feel o decreased vision or loss of vision
abnormal heartbeats o trouble talking
o swelling in your ankles or feet o pain in your arms, legs, back, neck or jaw
dizziness o headache
o severe stomach area pain
The most common side effects of SCEMBLIX include:
o nhose, throat, or sinus (upper respiratory tract) o decreased blood platelet counts, white blood cell

infections counts, and red blood cell counts

o muscle, bone, or joint pain o increased blood fat (triglycerides) levels

o tiredness o increased blood creatine kinase levels

o nausea o increased blood liver enzyme levels

o rash o increased blood pancreas enzyme (amylase and
o diarrhea lipase) levels

Your healthcare provider may change your dose or temporarily or permanently stop treatment with SCEMBLIX if you
have certain side effects.

SCEMBLIX may cause fertility problems in females. This may affect your ability to have a child. Talk to your healthcare
provider if this is a concern for you.

These are not all of the possible side effects of SCEMBLIX.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store SCEMBLIX?

o Store SCEMBLIX at room temperature between 68°F to 77°F (20°C to 25°C).

o Dispense and store SCEMBLIX in the original container to protect it from moisture.
Keep SCEMBLIX and all medicines out of the reach of children.

General information about the safe and effective use of SCEMBLIX.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
SCEMBLIX for a condition for which it was not prescribed. Do not give SCEMBLIX to other people, even if they have the
same symptoms you have. It may harm them. You can ask your pharmacist or healthcare provider for more information
about SCEMBLIX that is written for health professionals.

What are the ingredients in SCEMBLIX?

Active ingredient: asciminib

Inactive ingredients: colloidal silicon dioxide, croscarmellose sodium, ferric oxide, hydroxypropy! cellulose, lactose
monohydrate, lecithin, magnesium stearate, microcrystalline cellulose, polyvinyl alcohol, talc, titanium dioxide, and
xanthan gum. The 20 mg tablets contain ferric oxide, yellow and ferric oxide, red. The 40 mg tablets contain ferrosoferric
oxide and ferric oxide, red.

Distributed by: Novartis Pharmaceuticals Corporation, One Health Plaza, East Hanover, New Jersey 07936
For more information, go to www.SCEMBLIX.com or call 1-888-669-6682.

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued: October 2021
© Novartis

T2021-138




ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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DOFBUIFEET 52 Lo Ber-AblF 0 v v ¥ F—EHEH OK G2
L OBRIF2 A W ADOFEHALY S bbb 2 L% 5, [8. 72 R]

9.2 BigEERE

9.2.1 FEERIEENDERERETDH 585
WEAEZETLE LD, BEOREZ LY HERICBEL, AFF
KOFEBUADEET DT &0 REIOMAEED LAT L2 L0
%o [16.6.150H]

9.3 FriEEERE
WEAEZETLE DI, BEOREZ LY HERICBEL, AFF
KOFEBUADEET DT &0 REIOMAEED LAT L2 L0
%o [16.6.2507]

9.4 4JEREEH T 5
HEARTT RE 72 2SR L ClE, ARFIE G e ONRefed 5- 2 — s
Y2 AT LTS5 2 & [9.58K]

9.5 TR
TR ATITR L C W A TREM O & 2 LI % 5 L e wZ &, B
HEE (T by wHE) ICBOTHERESR L WSEDTORERT
AR IO, A BEESRD Sz, (2.2, 9.48]

9.6 RILIB
BALLZWI ENET L, BER (T v M) IZBWT, RAF
=T XEZORBIH NIRRT T A 2 LG SN T b, £
7oy BEE (50 M) 2BV, BRBEEO2 550 EoBE
EOHAERANORE LR ToRAERE T, HED S A%
HF COEFRET, IMAEROKRE N ORER =W, §EFLE
BOWAENIETEE) 2RO b7z,

9.7 /R
NREE R E LBRABIIER L Tz,
9.8 EiE

EFOIREZBIS L 20 5 HEIHG 5 2 & —MRICAEBERED
KFLTWDZEnEw,
10. HHE(ER

FHENEEIZCYPIA4THEH S D, [16.42 ]
10.2 BHAEE BRICEET S L)

Tz MY AN
EEr, V77 EY T,
V77 TF. TN
VEY =), Ktry o,

RH OB VEDHETT 2 B
ZFNHdHDOT, CYPIATH
SR 0 7 v L5 W 35
OB EEETH L,

ESiEE FRARAET - F5 8 515 P - fekrR T
CYP3A A RA DM PEFEAET L. | S5 OFEHIEEACYPIAD

R 2 FET 2720,
AA DML DT $ 2
WREMED D B o

TV = VRBLEEA (1
FoaFv—, rha
FV=, TVvaF -
V. R aF - )
~sug A4 FRHAEY
T (royzra~vsy .,
I ATVA )
HIVZ a7 7 — ¥ HEH
(U FFELVEE)

HN T AEEREE (Vv
F 7 AR, NT 8
VMRS
PHAK (S ~xF =T R
¥ OVERKESE)
TTFLEY Y b, b T7q
VA, 7 u 7 uFdA
U
T L= T TN —Y &R
[16.7.1. 16.7.2&H]

BRI 0 5 BUME ] OF i
JEDSEINT B BENH D D
DT, CYP3ARLEEH %
WU FGEEFI N E
EETHI L, RUEHT
BEFS 5 BRI IE A 0 ki
EEBTHLEEDI BHO
REEEEICBSE L, 8IE
FFEBUSTEET 52 &0

PR FERAEIR - 15185 15 - ek T
CYP3ARHE A ARF OIS 5L | S OFEFIEEHCYPIAD

G2 E S 2 720,
AH O IR FEED LA D
WREMED D B o

ITTELYY EY T4
ESINES AR
Ay F FEFY)VYEH

i

[16.7.3&#]
HNpHIZE % BT T H5
Tua s rR YT HEH
(T2 TT =)&)
[16.7.45H]

AN O I R EE AT L
KA OBEREAET T 5 B
ENDHLDOT, Tk
R THEH & o
BRI BT 2 L,

Z NS OFEFLEHTH NpH %
HIF B 7230 AH O
[AS RN 12 R 1
BUHENED B B o

1. BMER
WORWERDH S biLd 2 LD LD T, BlEx i iTv. By
WRRD LN A3 G 2 b 2 % S R LEEITH 2 &,
1.1 EXAEEA

*11.1.1 R (0.5%). FFEERES (32.2%)

4. AST. ALT. y-GTP. VUL r4%0 b5 %42 IFHRe
EEENB L DNDL I LR DD, [8. 18R]

*11.1.2 EEDOTH (8.4%")

*11.1.3 SFEMH (43.2%)

M/ (33.9%). &I (17.1%) . FIERKA (8.8%). i
il (15.2%) . BRERED (0.2%) 035 5bNb DD b,
[8.2%R]

*11.1.4 TR (5.0%)

D (1.69%) Kk (4.19%) JiliANE (0.1%) . FASPEFE (4
FEARH) 2038 b5 EDd Do A KTEORIIN, 0% K
FEORFEHRD O NG A3 S 2 ik L FRF & 559 % 5.
WY R LE 1T 2 &, [8.38]

MNA5avy,. 7F7145%— (HERH)
TFT74T7F—RECBBUEND HbNL I LD D,

*11.1.6 OEE (2.3%)

QTHMMEIEE (0.5%). APk (0.1%). L (0.1%). LBl
B (0.3%) EhbHobhb I bbb, [8.58H]

*11.1.7 BEE (9.7%)

SIREEZE (2.1%) B (1.4%) % (1.0%) JREES: (0.5%) .
MIAE (0.2%) HEDBRPHENDH HbNLZ LD D, [8.68H]

*11.1.8 Bl (2.7%)

M CEEARB) . BB (0.1%). i GEEEAEH) . AR
I (0.19%). FIERHITL (0.5%) %25 5bnb I edd b, [8.6
%]

*11.1.9 R (0.4%)

*11.1.10 BEMRAR (0.1%)

#11.1.11 BRL (0.3%)

[8.4%R]

*11.1.12 EMERE (0.2%)
BEDPRO LN IT xS 2Pk 5 L L b, homEK (i
IKZKIESS) & OERIZI & FEht L 72 BTl 2 L@ 2179 2 &,

*11.1.13 EBHEIEERS (0.3%)

B DN TS & Pk L) 2 i (AR B AR
ERER METG A O¥c 5. BHTEE) 2479 & & I, ek
L ETHREOREL T5ICBIET 52 L, [8.82HH]

*11.1.14 FEMH X EERBMMIE (Toxic Epidermal Necrolysis :
TEN) (HEEAH) | S FLIEERAE 1% EE (Stevens-JohnsonfEfREE) (4
JEARH) . STATBE (0.4%)

) 71— F3LLLEORIE




*11.2 ZOMOEERA

Hi o) e OG-0 PK 78T A — 4

5%2L L

1~5% A

1964

x| B

%P5 (25.5%). %
S HE (7.0%)

K5, MR
. ATHE, BT
i, R, B
L

SRR IR IER R %%
BEig 9%, B RRIBi. 2555
HIBEESEIS . BelR R Z I
B REGEERED, Bk
AREE. HBE, EAL. F
SRR, SR, T
iH

| MR

Wi (8.7%)

FEIED £\, PR
TR AIIE

SHEEGE, MR, VEIR. AN
B, RRIPE= 2 — 0
T Rge, FAAEPERE
=a—uSF - T
B BB, B i
i

Eracs 4 o Conax® Tomas AUCo-24 9
(mg) #5H N (ng/mL) (h) (ng - h/mL) R
1HHE 7 131 (23) 4.0 1503 (21)
400
15HH 5 129 (19) 4.0 2235 (10) 1.7
1HH 7 128 (18) 4.0 1617 (16)
500
15HH 4 226 (22) 4.0 3690 (26) 2.2
1HH 3 155 (29) 4.0 1692 (33)
600
15HH 2 214 (NC) 4.0 3371 (NC) 2.5

g

TEHE, I

KA

A

W g e, B

S, Wk WG,
Wbk, EE %L SR

N

*
&
ak
B

LSS

AN NGO AN
e, MM, A =T —
IV AN FLBERE | HG
R, MO R LA

I

UL N

IIEMREERS  JE A By, I
WA Az, S S

Ll

3

LRSS DR, DR
PARNE N =i

Jilikic3

1) 22 SERIRA

IFREERREIE, 7« 7Y
BN, SR b R
AE, 70 koY R
HESE, FIERESIN, INRIA
INRESIN, YR bar Y
R [ S A

| Hikar

THI(77.1%)
L (37.3%) . M
M (28.0%). BEH
(22.8%)

R, LR R,

JEEBIG G B
P3N 3 NI = EN
TN %

TR A0 52, CINEZRR
RLFIREI PR oo, B g,
ME%, s, 20, 1
JEN B IHLE 055 A
g%, MR

| A

FHKRE (9.6%)

) > BRIME. 77
DRV VNP2
PPN %o

Bk, 7T I VA,
H) Y AlffE. ;R YA
WA <7 AT A,
F MY AR,
FEIRILAE . 710V > 7 250,
7 u—)Vigd, &,
TNT I, o) v
AT T — XA, PR A
IV RS

) X—EHIN
(8.5%)

73T —EEL

VA R=E: |
. FRERR N

EERRERE, BUNHII. SR
PEREBE, RRER
PRICTE S

ESELE N AN
JLTFrRAKR
¥ — ¥R,
JBeH . EE .
#i HEE.

A

HIMET. 2L T7F kA
RXF—ERA, BT,
2T P

*| it

955 (13.4%). %
#(6.2%). M)y
i (5.3%)

RE WA Hidd

G, A 7)™
VU, EZE, LDH
Hn, A%, B
7

MR SEPEHEAE ., o
P e RERIN,
ZAHE, S, FHIE L,
LT WL, PAET D Y~ T
LT RN T 1N
B e

14. BWRALDZEE

14.1 EEIZFBEFEOZER
PTPEEDHEANIPTPY — b2 ML TRHT 5 L) HrET52
Lo PTPY — hORRIRIC LY TCEAIA AERIEA~FIA L, #HI1Z
1327l %E B L TR AZE O BE R AIHEZ PR 5 2 L 0B %,

*16. FEYEE

16.1 MAiRE

16.1.1 BRIRVREHRS
H A A PS8 P B P I AR B 17490 12 AR #)400mg. 500mg. X 13600mg
AR OSBRI G- L7z & &0 RANIRE R 01 E AU Tmexd R
TCmaxlZHE L 720 Cmax St FAUC0-2412500mg T Tl Aa IR B AR L
7oo EHRAE (I5HH) 2B 2 RFHRH (R) 131.7-2.5CTH 7217

NC=Not calculated.

a) ST (ZE#ERE%)

b) Higefi

c) AUCH & L 7z BRREL
1000

—— RAF =7 400 mg
-e- RAF =7 500 mg
©- JKAF =7 600 mg

7 (ng/mL)
g

EN
x 10 ¢
+
ke
=i
1
0.00 4.00 8.00 12.00 16.00 20.00 24.00

R (hr)

AR AT P i B 2 1 I A L AR & 1 H 1M400mg 7> £ 600mg T 5
L7z & &P PG 515H0 HIZB 2 MAEPREHER GIATTom + i RHEE)

16.2 DRIX

16.2.1 EHINIFTNASEY 7«
RENDMIFHINA F T XA 5 E) T 4 1334%TH-72Y FHEANTF—2%),

16.2.2 BREORE
fr B 1 A\ 248112 A HI400mgx 7 T A F — /N =2 K 0 | Z2JERE LA R HL
FEOHG L7z, BHEOCua WAUCIZZEEH I L TENZh, 1.56%
U1 AETH-72Y GHEATF—%),

16.3 2%
AR NS PR P Bl 1 005 R 73101 AR AI500mg & £ 14 HL R L% 5 L 72
L EDORPT OGAERNETFRASTOLTH > 722 o
ARHF o v MMEER Sy X7 FEEFRI3n vitroTY4%., K VM A Dex vivo
TI6W%TH )\ MBI L e dr o072

16.4 X3
In vitrole Win vivoikBr & ) . AFNZ T TRE#E 21T 5, KHI400mg L
12500mg % H A 31& RS S50 o b b o EEAHY IR 2 o
VAR (M2) B ON-Jii 2 Foufk (M5) TH Y. N-F X414 FME (M6) b
T TH o7z MEDMAEH T LI I ARH] D25% TM21L19% TH - 720 1 hH
D32 DR OEEIIARF DOSBLLT TH - 720 FAIZIZFICME L RZEAL
HFEAE L 720 ¥ MFI 70V — 212 X Bin vitroakBR X O . AFI ORI
5% % T S LR IZCYP3A4ATH - 7257 (MEANT— %), [10.21]

16.5 HEittt
TR N T PRGN HCCRERE L 7 ARHI & HALRE % G- L 72 & & 5490 F
TIZ, 5 HETHED94. 6% AT & L, F5-HtHEDL . 3% # 12, 3.29%
AIRAHZHEME S I 7e o MRS ARH & BRI S L7z & & RIS HEIE
ENTARBE IR G BEOHI%TH - 728 FLEATF—%),

16.6 HENEREH T 2BE

16.6.1 Bi#EEEEEE
BRkfeREE (B 2 L7 F=r 275 A (CrCL) 51~80mL/minkL T
REEJE - CrCL 30~50mL/minkA F. EJ¥ : CrCL 30mL/minkiii) #H 3 5
W55 26/ I OMEEHE B B3 8 1) | 2 AR A 200mg % A4 BRI I3 5- L 72, s
J N OV OB RERE S 2 A A WG OAUCITZ N2, (MRS 12
15 L35% & 1N60% L5 L 720 BERE OB RN E & A 3 2 BB HE O AUCIZZAL
Ladrolce Tz, BHMREEZ 4T 2 W8HE Ot SRS & ML T
W2 BHEAT— %), [9.2.12H]

16.6.2 AFipEREERE
FripERsE (1% © Child-Pugh%r#8A. W% : Child-Pugh% 8B, E & ¢
Child-Pugh%#6C) %45 2 #1861 L OMEREBL ERE 9B 12 AR #I200mg & &
BB S L72™, AHIOCuaddChild-Pugh/4HA. B, R UCOMEERE
TZENEN, 142%. 99%. K U%52% 15 L. AUCIZ125%. 100% K% 0°91% 1
A L7z. Tz, IEEEREL AT 2 EE Cldt 2 BHEEE £ ) QIER L
7210 (BHEAF—% ). [9.3514]



16.7 EMIBEER

16.7.1 S haFJy—iv
TREHERL A 240012 AHI100mg % 7 O AF —/N—I2 X ) (HAOLEr b3y —
V400mg 5 H M RAEH 5- & o ff ¢ HE Z2JE Rk 5- L 72, RHFlE 7 b3
V= VERES Lz E & HE R L R RO Coa X WAUCHZ 1L
ZN5. 20RO 6L 72 AHEAT— %), [10.25H]

16.7.2 77LEZ > b
B N 206012 AR KI500mg % 7 T A4 —/N—F2 &k ), BALE7 7L ¥y
> M125mgE DU THEIARIKSG L. AR LT FLESY vk 2 0HH%S
L7z& &, WA G HE & L AH O Cra 2 NAUCHTZ 2L 505 K 02104
AL 722 (BHEIAT— %), [10.258]

16.7.3 U7 7> EY >
R I N 2405012 ARKI500mg % 7 1 A+ — N—{EI2 Xk ), Bz 77 v ¥
2 v600mg 6H A& Ot CHIIABES Lz, AHlE) 77 ¥
DU ERPIRG Lzl & ARG & S, ARF O Cra L CAUCHS E N2
N86% [ V94%IA L7219 (MAEAT— %) [10.255]

16.7.4 S>VTS5J—I
TR 245112 ARA400meg% 7 0 A —N—EI2 & 0, BMLET > v 7o
V' —)b60mg 2H MRS & OBF I C IR G- L72®, REE T
TV ERPRRG Lsl & B GE L R ARH O Cra L TAUCHT
ZFINEINA6% 2 U26%I/4 L7210 (JREINT— %) [10.285]

16.7.5 ZOfth
KRHANIP-HES > 7327 (P-gp). FLMMMES > 7327 (BCRP) OILETHY. P-gp.
HEHAF A NT v AR—=%— (OCT) 1K U HALE OBCRP# [ L 72 (n
vitroit)
TE) AHIOAKGE S AL B O 2] H 1EI500mg 3 1E 1 H 1E1400mg (R) 56 0 21 11

BEIEEIROBE) ORERIEGTh b,
17. ERERRRIR
17.1 F3MHERCLLMICEET 55k
*17.1.1 BS B MARARR

W OBV O EYEE B IR EET (53661) 12, AFI400mg XL 1 ~F
= 7400mgx L H 1R 4% 5 L7z FEFHIHE TH 212 AR O3 T5E
fEBRER (MMR) R TOLBY) THY ., £ v F = 7HIZHT LK
FIBED B AMGEE S 72 (201648 H1IH 7= A1y M4+ 7).,

B A~
b 246 241
MMR® 3% B 5 116 89
MMR” 5 [95% 1= #EIX R ] (%) 47.2 [40.9, 53.4] 36.9 [30.8, 43.0]

v X [95%IEHEIK ] © 1.547 [1.072,2.233]
plE (i) @ 0.010
a) FEMRS R ¢ b2a2 3 i3b3a2DUEE.FEN) % 45§ A PhH18 VLB B F1 M R % (48761)
b) MMR : ABL® 2 ¥ — 75300084 LA & 4L, 22 KR 1l OBCR-ABLEE G i I 518
BALSNTN—= AT A4 VED0. 1%L T IR
HEVEAEN Y A O Sokal A 3 7 K UM g HIL L 72 Cochran-Mantel-Haenszel i 5 &
0
A EIKHERH0.025
F 7o, RFNWEO L EVERH*T S 5126861 H . 25061 (93.3%) (ZEIVER (EfK
MAEERE* &E) RO LNz, ZOEREIERIETHILT6H (65.7%) .
826 (30.6%) . ALT ES7661 (28.4%) 4 Td - 7219,
*17.1.2 EINEE I HEEER
WEE OISR O M BT M EHT (6061) 12, AH400meg % 1 H 1EIE
L5 L7z EEFMEEYTH 5127 HE A OMMRY . [90%1E #E1X [ ]
1355.0% [44.4, 65.6] TH -7z,
F 7o, ARV R E6061 . 5961 (98.3%) (CEIVEM (BiRMAHEE R
rEl) WROLNIz, FOELEERIETHLS26 (86.7%). ALT E5-33
Bl (55.0%) AST L5281 (46.7%) “Tdh o727,
a) FFM §Ud, b2a23 b2 45 FEY) % A ¥ % Ph + 18Pk B 1w B
b) ABL® 2 ¥ —#A33000LL E#EI S 4L, 220 KA I H O BCR-ABLYE G4t s e L &
NIzN=AF 4 AED0. 1%L T I T
17.1.3 EAE I/ 1 HHER
flidF 1 > > 3 — B RHESE I HPUE SUIR A OB /AT 2t b
WMV B IR R E IS ARI500meg % 1 1R %S L 720 E 2
HH T 5 A~ T = 7 IO SNIAN 75 O 18 P24 B i 2858 %
K& LARF OB BEH, 5248 F To BRI #m A KEH# (MCyR)
KO EBENREHEE H ORGFIIL T L BY) THh-o 72,

C

d

i mii ot | e
ey S T 1] R B
Zg;ﬁg ™ S LR 24@;52%5 453/97;

IM=A4~F=7, DA=¥H%F=7, NI==uF=7

MCyR (HIHSEE B AR ELR) © COyR (MNBEFM5E M) L PCYR (RN (527058

SRR W R Gt

CCyR : Ph+4r 2L e AL <1%

PCyR : Ph+4 2L sl 19%~35%
F 7o, LAV S B16361 . 6361 (100%) \ZEIVEM (FRpckA i 2w
Et) AR BT, FOERENWERIE T RIS (93.7%) 38953061 (47.6%)
ALT 52401 (38.1%) ZTdH - 727,

17.1.4 B4 1/ 1R
o F > ¥ F— PHEFRIIERTIME SUIRMZE OB/ BT/ 2kt
T B IR RIS AFI500me 1 H 1R 5 L 720 3854
HHTH DA ~F = 7TIRGUE OBV RS §PE R R 2 R & Lok
H O Y5 BG40 s 25 O MR AEFE K EH (MCyR) K U84 Bl K EHIGE B
DFEFIUTDOEBY) TH o720

5 SR
: — FFAEE SR
S Rt BB O KIS AP
. 24 55D 35.5%
. i MCyR (66/186)
. 243 0> 30.0%
TR MCyR (24/80)
o U F TO R 25.7%
- AR MCyR (9/35)
IMAODA U F TO R 25.6%
ey S W X C ORI 6%
2] ENGES MCyR (11/43)
. N 243 ¥ TORRE 26.9%
N S
IM & U'NT I MCyR (7/%6)
. . 248 F TR
IM & U'NT ENGES
o MCyR 50.0%
IM. NI e | 24 F T OB (2/4)
RUDA PO S AN 78 MCyR
I o | 4818 F TORFE 64.1%
) M P AR 2 OHR (25,/39)
B IMBO (NIX A8 E TO R 43.3%
T N 2 ORI .07
{$DA) LA OHR (13/30)
o L | 48 F TR 36.4%
™M WP AR 2 OHR (12/33)
S IMRO (NIX 188 % TO R 18.5%
Sy Sl 18 X T O RIH 9%
FDA) PO AR 2 OHR (5/27)

IM=A<F=7, DA=##F=7, NI==uF5=7
MCyR (RS K EH) - COyR (N5 RS 4 M%) L PCYR (RANsK (52706
SR T .
CCyR : Ph+4r2¢ i i <1%
PCyR : Ph+4 %4 W2 1% ~35%
OHR (&:AEf 2~ M FE M) + CHR (MLili%:M5e 2% M) . NEL (PR L), 18
PEIAA O 138 1 O ML RV S %
% 7o, AR S BI57060H . 56061 (98.2%) (ZEIMEH (WA 5
FrhEl) PROLNI, TOERBIVERILTHIA536] (79.5%) . 023761
(41.6%) . MEmE19661 (34.4%) %Td - 729,
) BERBERTIE. HENETT OB OCTIET 50 BE 3R S L7z,

18. SExhEEIE

18.1 1EAHF
KRAF =7, AbIEOSreFa Yy v FF—EiFlzHETL I EI2LD,
BCR-ABLEV& BT EOESEORGE A T2 L E2 51 d,

18.2 HIEEMR
RAF =73, in vitrolZ BT BCR-ABLEVEEIZTHtEo v MEMWE R
P I SRR (KUS12. K562, Meg-01. Lama 84 ("KCL22) o
JHA BHE L7z F 7. KO62MatkZ B2 TR L 72X — R Z2BWwT, K
AT =T 5 L) BRI H R O O R ATED S 72,

19. AR CEAT 2 EB{LZMFA

— MR © RAF =7 KFIW (Bosutinib Hydrate)

124 : 4-[(2,4-Dichloro-5-methoxyphenyl) amino] -6-methoxy-7-[3-
(4-methylpiperazin-1-yl) propyloxy] quinoline-3-carbonitrile monohydrate

55 F3 + CasHzeClNsOs - H20

S5 Fi 54846




PER - AR iE A~ EEOORKTH 5,
RENEY AF IV ANEF T FIZHETRTC, T8 7 —)b (99.5) IZRRET
1L TERZRMY I, XF 7= VIZEIFIZ L, KRIZIBEAEE T2V,
(beFrEE

HsC.
SN

K/N\/\/O Ny
HSC\OmCN . Hgo
0 NH
XX
Cl Cl
SEAREL (logD) 3.1 (pH7.4. 1-4 2 % 7 —)v//K)

*21. AFRME
BEFE ) A 7 EHEH 2 FED b, BMENIEET 5 2 &,

22. ax
508 [1052 (PTP) x5]

*23. EEXH
1) Nakaseko C,et al. : Int ] Hematol.2015 : 101 (2) : 154-164
2) AR EINE T/ THRER (B1871007:ER) (20144F9 H 26 H K FE.
CTD2.7.6.17) [1.20140908169]
3) ARNEE D NS FTRA T T 1 R (B18710445 %)  [1L.20150903011]
4)  AENERL IR R 7o BR O RERER (2014479 1 26 H AKRE.

CTD2.7.6.2.1) [1.20140908174]
5)  FEPUER ImEE S oSy AR (2014459 A 26 H KRR, CTD2.6.4.4.2)
[1.20140908179]
6) HEPER i vitrofUETEER (20144E9F 26 H KGR, CTD2.6.2.2.2.
2.6.4.5.2, 2.7.2.3.5.1) [1.20140908183]
7) KPR n vivoftEaER (20144E9 H 26 H KFE.CTD2.6.2.2.2,2.6.4.5.1,
2.7.2.2.2.1) [1.20140908184]
8) PR [MC] WA F = 7HEPLS AR (20144E9 H 26 H KR,
CTD2.7.2.2.2.6, 2.7.6.6) [L.20140908185]
9)  FENER  EVEEEREERE OB 5B (201449 7 26 H KRR,
CTD2.7.6.10) [1.20140908173]
10) ALPEE BT R R 2B 5t (201449 H 26 H K2,
CTD2.7.6.9) [1.20140908172]
1) HPREE 7 b3 — v & o3 EIERREE (20144E9H 26 H &RE.
CTD2.7.6.11) [L.20140908175]
12) #PUER : 7T LS v b & QSRR R [L20150526227]
13) #WEE ) 77 ¥y v L DY B RER (20144E9 A 26 H KGR,
CTD2.7.6.12) [1.20140908176]
14) #WEE 72 v 7T = L OFEYH T AETRER (2014459 H 26 H KRE.
CTD2.7.6.13) [1.20140908177]
15) #ENER i vitroBE B R (201449 H 26 H &R, CTD2.6.4.3.1)
[L20140908178]

16) #LAEE © iyl es IAHAER (B1871053/AVO001:45R)

17) ALk - ENE TAHRER (B187104875k)
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ARMRGE L ot v VAR A
JVE B

ARG

) — B he
11 (20.2%)

TRUBE IR . BE IR .
W, 7IS—F LR, 4V
2 v LBEERN. LDH.L
H., avzxyu—i k5.
EIRIMAE . JRER BA. SR
BIAE. iR, =AY 7 A
M. KA 2 AMFE. &
BV MLE. KAV Y
v AMAE. Wb 7YY
FIfiLAE. B b YU 7 A
JE. KF P Y AIME. &
<=7 AV AIGE, K7
A Y ALEE . KU RE |
EHRWGE, HAE. 28
JiE. BiAK. RT VT I V0
fiE. R YERIMGE. U vk
5. BNPHIII

WFE L5

(5)

10%2\ |

10% A {ii
CRPLH. £ v 7V vk
PR, A7, WY, R
Ok PRI B o Il AR
IE. JE. B LA AE
W ECRE . BROE TR IE . B
WA P, CK ER.. CKIK
T R, WA, M.
ANHERRT, A S IR RBAK R
4 By Mk S BOSE BERE . AR
TR, ARERAD . EH
R, R, R, I
JIiE PEI. W PR

BB

Z oM

14. BALDZEE

141 EFRZMAEOEE
PTPUEDHAIZPTPY — b2 oMY B L THRM$ 5
IR ET B L, PTPY— FOBEKIZK Y, TG
IR EEREARIA L, HIZxmilez B2 L CHEk
HESEORELAIIEZHBT LI LD 5,

15. ZDOMOEER

15.2 FEERPREBRICE D < 1B#R

15.2.1 v M &AW 2B A FEERBRICBWT,
PRIBF & FSD TR T, WHEOMEREE T ME
B K O A 0P 2% 0 P P M 355 3 O U BB B D e T
LRSS Sz,

15.2.2 v bR HWRERRBRICB VT, I3 5
AR Sz,

16. EMENE
16.1 IMMARE
16.1.1 BERUVRERS

P2 BEE M B K7 4 T TV 7 4 T Rtk Bt Ak
Y 23R AE B A ICAF] 15me™ . 30mg™ i3 45mg % Hilnl
B O BRI 3 G- L 72 R O 3B E/3 T X — & R OV S it
JE % #16-1 L U RI16-112R 52,

FK16-1 WM B BB G R OEWHE T A =5

SR " Cmax?) Trmax? AUCo-242) 9
P | B5H | P (ng/mL) (h) (ng - h/mL) R
22 81 4.0 316.29
15m THE T3 1 309 |4.06.2)|  (38.6) B
g il | 3 | M18 1.0 805.82 2.55
(22.1) | (4.07.8)| (26.2) | (21.2)
30.42 6.8 477.07
30m W6 88) |3.98.1)] (1.1 B
& wnn | 5 | 542 4.2 963.42 2.17
(50.1) | (4.16.3)| (58.8) | (26.3)
86.43 5.0 1,333 B
15m 1HH | 6 (27.6) | (4.0-6.0) (32.9)
s wonn | 6 | 107 4.1 1,675.8 | 1.26
(24.2) (2.05.9] (9.1 | (42.0)

a) BT (CV %)
b) L fil (/M- die KAl
¢) AUCo-2412 950 CRMREL, B394l (CV %)



1HH
1,000 -O- F+F=7 15 mg N=3
-0~ #+F=7 30 mg N=6
- KRFF =7 45 mg; N=6
2 100 1
=
I
1l
b
£ 10
=
£
1 ; ; ; ; ‘
0 5 10 15 20 25
IR (h)
IR TR
1,000 -

O~ K+ F=7 15 mg N=3
{3 K+ F=7 30 mg; N=5"
2/~ KFF=7 45 mg; N=6

[
—
=1

i /L)
g

MBS T

1 T T T T )
0 5 10 15 20 25
IR (h)

a) 30mg it o B 113 H KK o ML 3R 2 Lo

[X116-1 18 Vk43 BTk s B E L7 1+ 5 70V 7 4 7 Hettfkbs
PR Y SR IHEREICAFZTIHIM15mg,
30mg. 45mgTHEG LMol H H K OEH IRER
(15mg : 8H H. 30mgM ¥45mg : 29H H) 2 BT AL
SerhR R CRI i+ e fR 72)

16.2 RIR
16.2.1 BEORE
TR AN 220012 KA 45meg % 7 T A F — N —{EI2 X b, 22
AR £ B O BRI o B B M R 3 5 U 72 KR
i DD Couax X FAUCIT Z2JERF IZ I L CTEFNZ10.94
B RT0.985TH o720 FIRITEDEHEZD Coa L FAUCIE 22
R, ZNZN0. 9485 K1 S TH - 720 AHNTES
WCHEDSFTHRETEZIWEAT—F)0
16.3 2%
16.3.1 2 HAHE
1 M0 2 P e 3 R B 2060 LS AR HK 45 m g & £E 78 PO AR I3 5- L 72
o EHIRETOSMERIZL, 101LTH o 72 GRITEIME, %
H29RE)YMEATF—% ),
16.3.2 MiFFAFEEE
b LA P E A381399.9% Ty ISR ITKAE L e 2o 729 (in
vitrov BN o
16.4 54
RFF=7iF. FICCYPIANZ X W RBE N 59 (in vitro) o
R EE R N B PRGNS MC CRER U 22 A 2 MRS TP 5 L 22 IR
BE2URMBETTCOMERICBOTER#EWE LTRFF
= T DIKRY T & B AP2460025H Hi & 2172 (ML D #3H
SHEICH T 28 A1314.9%) 7 BHEA 7 —%). [10. ]
16.5 Bttt
R EE N S PE6 L MC TRE R U 22 AR 2 LIRS TP 5 L 72 1
Pe 588140 % T2, Be5ETHHE D 92%ASEIN S A, 2 5Bk
D86.6%HFEHIZ, 5.4%AIRINCHEM S 728, fREEERR AITA
il & WP 5 U720, B 54720 1 F TR S vz
RELRIZ G R DO1% KM TH - 727 GHEAF— %),

(6)

16.6 FENDEREEF T 8%

16.6.1 FFikpEEEEE
HF B A b 2 gk B (BRI - Child-Pugh% A, 48 © Child-
PughZr3EB. HEJE : Child-Pugh%-3HC) 1661 K OV He 1 A 841
WCARHKIZ0mg™ % W R G L7z R O3 BB T XA —5 %
E16-2ICR- 7Y FHEATF— %),

F16-2 MFRRERLE RBE ORMBE T A -5

I Crmax® Tmax® | t122) | AUCo-inf? |CL/F2)
(ng/mL) (h) (h) |(ng-h/mL)| (L/h)
(35 359N 8 41.1 5.0 35.6 1,140 26.3
(xR (40.0) |(5.0-6.0)| (22.8) | (35.3) | (42.8)
[ i 6 43.8 6.0 42.8 1,400 21.4
R S B (31.7) [(5.0-6.0)| (18.3) | (40.4) | (66.4)
A BE R BE 6 25.2 5.0 46.1 1,033 29.1
e il g (46.8) |(2.0-8.0)|(21.9) (30.0) (28.4)
i E B Gk 4 25.8 3.0 43.9 905.6 33.1
i S B B (52.2) [(1.0-5.0)| (13.3) | (33.0) [(37.5)
a) BAT T3 (CV%)

b) H LAl (/M- KAl

16.7 EMHEEIER
16.7.1 s har+v—iv
R A 220012 AR A 15me™ %2 7 1 A F — N —3EIc X b, Bl
i b aF V= (3B CYP3A4REA]) 400mg % 5 H K
B L O CHBI EERE S Lz AFIEr FaFy—
VPR HPES U RE. HAP 50 & X, ARF D Crax K Y
AUCo-indlZ ZNZFN47%., 78%IEM L 7219 (MEANF— %),
[10.2 &M]
16.7.2 U7 7>EY >
BN 19 A A 45 megZ 7 T A F — N —3EI2 X Y, Bl
XV 77 ¥y v ()R CYP3A4EEA])600mg % 9 H R
Beh Lo CHBIRBRLG L. AAlEYV 77 Y V%
PR G U 7, O 55 & XL ARH) D Conax L FAUCovin
FZENZFN42%. 63% WP L2V HEANTF—%), [10.2 ZE]
16.7.3 Z Ot
c AEHER A L8BICAHI45meE 7 T A+ —N—EIC X Y, Bk
XiZT vV 75— V60mgZ2H B EHE & ot H TH
[ 2B L ARE T VYT IV — V2 HEHERS L
THWpHZ EA 3720, WP G5 & X, ARH D Crax
FOAUCHndZ Z N ZEN25%. 6% L7222 (HEANTF—%),
- RFF =71, P-REE T (P-gp) R OSELHIH Y 4 11 (BCRP)
WCBLENEH %23 L 72 (in vitro) o

) AFORE SN HEIZIHIN45meTH %o

17. ERERRRIE
171 EHHEROCREMICEAT 558
17.1.1 ERSE 1/ IHERER
FHFoTH L E=aF =TIk bk #ﬁ PR L X
AN F O WEVEE B A B (CML) . XidFu >y v ¥ —
Y REAH] (TKD (2 & 2 Aiias I IR D 7 4 5 7
T 4 T R ARB Y ) v Sk i B (Ph+ALL) 3561 %
RGN FENE L 72 IEFHERERICB W T, A#l45me# 1 H 1R
PG U7zo 1200002 M 45 B A i (CP-CML) AE B %
FEFMIEH T 512668 H T ToOMIEEE2RAZER (MCyR)
H1X64.7% (11/1761) T v . BATHME P BEE A s (AP-
CML). 2lz b Iuee vk 3 Btk A s (BP-CML) & O°Ph+ALL
B2 FEFMEETH 560 H T TOMMEFANKRZER
(MaHR) #1361.1% (11/1861) TdH - 722,
RITEMFEBUBEE L. 35603441 (97.1%) THh - 720 F & mITEH
. FEETHI(48.6%) « IM/MEIRA 1661 (45.7%) « FilfiEL3
B1(37.1%) V) 78— (31.4%) S O BREGR A 1061
(28.6%) TdH - 720
iE)MCyR : CCyR Gill a3t £z 2210 52 4 26%)) & PCyR GRl L8 £ 22 1% 38 45
ZR) Wi & s
CCyR (Ph+43 24 hi51180%) « PCyR (Ph-+%3 24 S50 K 1%~ 35%)
hﬁzgm CHR (IfiLifE 5= M55 4528%h) & NEL (ML o B2 L) W)y 2
™ Uo



17.1.2 B E T HERAER

FHhFoTH Lk aF = I AR A .
breakpoint cluster region-abelson (BCR-ABL) # &K T3151%
WA 49 5 CML K OPh+ALLEH 44980 % W S E M L7k E
MREBIZBWT, AH45mgw 1 H 1M S L72o CP-CML
B2 REFMEE TH 512(6 H £ TOMCyRZE., I
AP-CML. BP-CML K O'Ph+ALLEFIZBT % FEFMEH
THH6MH T TOMaHRF X, DLFTDOEBY) THo72,

CP-CML R/I 128 A FCco | 51.2%(104/203%1)
T3151%5 MCyR= 70.3% (45/64%1)
R/I 56.9% (37/65%1)
AP-CML T3151% 5t 6 H I TD 55.6% (10/18%1)
BP-CML/ R/1 MaHR# 35.4% (17/48%1)
Ph+ALL T3151% 5 32.6% (15/46%1)

R/A: ¥¥F =7 id =1 F = 7IHHM AN 28

MCyR : CCyR (ML B 542 M55 42 28%)) & PCyR (LB (542 1 58 45 28
W5 % o

CCyR (Ph+4 24 H151520%) . PCyR (Ph+432 I 1%~ 35%)
MaHR : CHR (22058 428 %)) & NEL (F L% O i L) Wi 2 &,

FIVE I FEBUBIRE 13, 449101419190 (93.3%) Tdh o 720 E 2 EIME
. MR 169461 (37.6%) . F695159%1 (35.4%) . Bz Rz
RR14561 (32.3%) « JEFG105%51 (23.4%) B OVUF Hr ER B89 41
(19.8%) TH - 720

18. EERhEIE

18.1 {ERHF
RFF =T, TISIEOERM A2 EHDABLOF O Y ¥ FF—
Ytk Z HET 59,

18.2 HEEENR

18.2.1 £+ F =713, BCR-ABLZ B3 5 b MG Btk O
M9 B K562, KYO1 &% OSLAMAMINRRIE ONI2 T315145 o 25 i
%43 ABCR-ABL%Z 78l & ¥ 7=~ 7 Zpro-BlfaH13EBa/F3
H LRk O BAFH 2 JIHI L 7219 (412 vitro) o

18.2.2 R+ F =71k, K562HMMukk % OVT31512 4 % 473 5 BCR-
ABLZ I & 72Ba/F3MIMkZ B TR L7237 212BWw
T MRS AR 2R L 721719,

19. BT 3ELEMFE

—f% % : R F = 7 (Ponatinib Hydrochloride (JAN))

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

BFR : CoHzF3NeO - HCI

SFE 1 569.02

% KAt~k oRRTHEED, YATFVALEFY
FIZRREBE TR T 8 =V ROKIZEFIZL v,

st
HsC
F
H
N F _CHs
7 N
N \ 0 NJ
\ + HCI
N\
N

N/

20. PRV EDEE
7Ov X €T — BRI R COERIRET B 2 X

21, AEREH

211 [RIEA Y A 7 FWHEIM 2 5 E o b, YN ERIT A 2 L,

21.2 AN CTOBRBIEBZHD THRON TS Z LHh 5, WiER
ek, —EBOEBICHRDLF -y BERENL T TOMIZ.
LoRE 2 o GO R 2 E T A 2 Bk Y AFHIE
JHBZOEREMZIERT L L LB, AHORENE RO
RIS 57— 2 R UNCIUE L. AH] o 3 140 L2 b 2
HiEEEH#HCL L,

22. Ak
PTP : 205 (105 x 2)

@

23. EEE
1) *:PVEE: © #tk Bk (20164E9 H 28 H K3, CTD2.6.6)
2) *LPNERL - EIPEE T/ 0AHERER (2016459 7 28 H K GE.
CTD2.7.6.12)
3) FNER  AFIC X BB EOBET (2016459 H 28 H 7K.
CTD2.7.6.1)
4) EPERE - HERE T AR (20164£9 A 28 H &2
CTD2.7.6.11)
5) FEPVERL © ISR PR AR (201649 H 28 H K R2.
CTD2.6.4.4)
6) *LNER © in vitrofCHFRER (201649 H 28 H K72
CTD2.6.4.5)
7) *ENE R in vivofCHERER (201649 H 28 H A& GE.
CTD2.6.4.5)
8) HNEH : RFF =7 DML, & 0Pk (20164E9 H 28
H&ZE. CTD2.7.6.5)
9) PR ¢ IFEETE R T 31T B B RE (20164E9 ) 28
H&Z. CTD2.7.6.9)
10) LR 2 & 3V — v & oM E/EH (2016459 H 28 H 7k
72, CTD2.7.6.6)
11) #WER U7 7 v ¥ v & ONELEN (20164:9 H 28 H &
. CTD2.7.6.7)
12) #WEHR 5075V =k OMELE (201649 H 28 H
&3, CTD2.7.6.8)
13) *EPVEHR © in vitroliiE # iREk (20164E9 1 28 H KA.
CTD2.6.4.4)
14) PG © dESL S AT R (20164E9 H 28 H A& .
CTD2.7.6.13)
15) 4R - FF— LRI T a7 7 £V (201649 H 28 H &
#. CTD2.6.2.2)
16) *EPIER © 28 B BCR- ABLAKAEVE RN 0h-3 % Ml Ha b it
PIHIERER (2016429 H 28 H K., CTD2.6.2.2)
17) #LWNEH + BAERMBCR-ABLAKAYEIEE: K T &HE 7V 0l
BRG] R (20164E9 H 28 H &7, CTD2.6.2.2)
18) #EPNE R« 28 WM BCR- ABLAKAE VRIS M2 T B84 E 7 v o
P ARG ER (201649 H 28 H &2, CTD2.6.2.2)

24. XEFEKERVBEVEDESE

KGRI EEMNE Y 5 —
T108-8242 HUHTHRHE X ¥k Fi2-16-4
w79 Y Py bV s T —

HaG 0120-189-840

FAX 03-6717-1414

26. BERTRES
26.1 SUEARSTIT

Q® S snmpzan

Otfsuka EsBFREXHARDE2-9

HD130A2B06



EHOIMIEZZRI 5 L,

% % 20204E 12 H eET (45200
% 202046 H L ET

Bl 1 iR AT

AR - 34

(FAY FF—tEAEEZ-)

MEMEEES

BAREEERPEES
874291
50mg 150mg 200mg
ASLEE | 22900AMX00950000 | 22200AMX01019000{ 22100 AMX00394000
BR5eREIE | 20174E12H 20114E3H 200943 H

—OF = JIERIE K H T IV

90T nrew 50mg
I 1701 150mg
g:ng--,_@nﬂzm 200mg

Tasigna“Capsules
BRI SR HE
(B~ BRI O 212 X ) T 5 2 &) b NOVARTIS
. 5. WEEREHRICIET 3518

1.1 FEN., BEFCHIRNETEIEERBRICH LT,
EMSREMEEOAREICHL THa2amE - #8EEO
ERDH & T, FEOHRSPEY) EHET S h 2EICD
WTDABET B E, /-, AENCK BEERIBICE
b, BEEZORKICEIMRVBRIEE T9ICEH
BAL. AEEETHrOHRE5EEHIBTI L,

1.2 KEBRSZICQTHRERFSROSINTHY ., DE>
RF-FILLBRTHIHEINTVEIDT, BEDORE
ETQICBETBEE, [7.4.2. 8.2, 9.1.2, 9.1.3,
10.2, 11.1.288E]

2. M=

- FTSIC

(ROBEIZIIHBELEWT E)

2.1 KRE DA UBBEUE OB O & 5 8#E
2.2 IR SOEIFR L TV AT RO B B itk [9.52 1]

50mg

150mg

3. MR - MR

3.1 fAmk
e Y TFh TN I T T TN YT TR
Wi7es

200mg

ARG

14 7oy
= TR ERIR KA
55.15mg (= ua
=7 & L T50mg)
EHT 5o

17 7oy
= TR BR KA
165.45mg (=0 F
=7 & L T150mg)
(LR

1 7 =—as
= TR BRI AT
220.60mg (=1
=7 & L T200mg)
EEAT 5

FLBE, 7OARE Y, RYFFITFLUR)F ¥ 70

1Bl YLy rya—, Ry A A77) VBT A A
ATV ERICE T TV, BT 5~ ZZBAbEE A
3.2 WEDHIR
i 4, Y TF TS TS AT RN TS TRV
e 50mg 150mg 200mg
X vy IHRERM
1 AREW . BT 4 DR OAEW O |kt R EH O
T PR A R E W o B | B 7 v T 7k v
LIS e
W F A~ 5 8 o0 |~ A B o0 | B~ 8 o
we | GIO[O O] [ |
ikl — K NVR ABL NVR BCR NVR TKI
Ff£ 014 .5mm £ 19.4mm FfE 0 21.8mm
K& (R)| #£ :5.3mm 0 6.7mm JHEE 0 7.6mm
B 0.14g B & :0.38g & :0.50g

4. EERIIFR
BN IBITHOB S EEER MR

R R

5.

5.

5.

6.

~

1 B AR U T B AP S X0 13 AT B T & 2k
SNLEFIHEMTHZ L,

2 [17. WRBGE ] OHOWNEZ BRI L. FHOFRMER O
LM oI B L7z BT, BIGEEOEIREIT) 2 Lo

3 A < F = TIRPTE o2 P BEVE i R 2 A AR H O
W5, A TF =T THRA TG XA T =T ICEEED

BOEEENRETHT L,

RERUHEE

WE . A= T F =7k LC1H400mg % A O 1ER DL
FEIZ 2RI LR ST H 218, 128545 % H 201 0%
53 %, 72720, W3R oM@ B IR OB 412
. 1A% 5-813300mg e 350 B, BEDIRAEIZ X D #E
HiKET %o

WE, NRIZIIEERE IS b TROFKSE (o527
&L C1l#9230me/m?) % AHOTREH DL RT3 IS A 420
IR E 20, 12 % BRI S 4 5. B, &
BOREICL ) EEHET 50

R S
0.32m*LLF 50mg
0.33~0.54m? 100mg
0.55~0.76m?* 150mg
0.77~0.97m? 200mg
0.98~1.19m? 250mg
1.20~1.41m?* 300mg
1.42~1.63m* 350mg
1.64m*PL k- 400mg

. BERUVABICEET 235
A A BT L ARFN O - HEx, [17. R ] omEo

WEZHM L 72 BT, BEORBERLIUFEREE IS U CER
‘3‘%) Z k o

2 MO PTEMREER & OHIZOWT, FRIMER Lk

FEAL L Ty,

3 BRICAF 2 3G L7oa, AR OMH DN % &

DMENH %o LREOFELMT L 720 LROLIREMEATA S
A2 E TOMOIRMIZHET 2 2 &, [16.2.15]

A RIEINC L0 AR 2RI mESUEThIk S 25681213,

RIVER OREIR, BIERESFIG U CUATOERELEETH L,

A1 IR ORIER & 3 5-E i o 2

PR L2 B L 2 WIF ki, s, gl (N7
DY VRT) RO OLNIHEIR, KREESEZIRGELHR
idsZ L, [11.1.12H]



-

300mgl H 2
PG o) 5
DEnMOE
2k B 2 1

I ER % <1,000/mm?
i

I/ <50, 000/ mm?
X

0

IR %21, 500/ mm? L _E 3L
L /MR EL75,000/mm? L
iFE~NEZ7 1 »10.0g/dLLL
FIZEET 5 FCRES 5,
2B DL IR L 7235
1Z. 300mgl H 2@ fl#: T
BT %0

OEPEHICML

I/IMVEEL <50, 000/ mm®

#CML) B TEE Y <8.08/dL s i pic g L s o 72
ek, BHEDKE LD,
400mgl H1NZ iz %,

1. HFFRERELL, 000/mmC L E X
WM %50, 000/ mm L

s00mglH2E| . I 5 THET 5.

s &L H 2 euss<1.000/mm? |2, 230 MBS AL 22

U L I, 400mg1 A 20 Fi i ©

T %0

2NN AR L 2 2o 72
i, BEORBIZEY .,
400mgl H 1N JEd %,

400mgl H2[A
5oL~
7 = 7P
DFATHICML

I H Bk E <500/ mm?
i
/MR <10,000/mm?®

TP ERELL, 000/ mm?® L 1 3
13 /MR %20, 000/ mm® L
LIZET % F THREET %,
2B LA AR L 725
1. 400mgl H2[nl @ & T
T %,

208 LA B L 7 Ao 72
Wit BEOREIZLY,
400mgl H 123 % o

/NEOCML

I ER % <1,000/mm?
i
I/ <50, 000/ mm?

4.

IR ERE, 500/ mmB Ll 1 3L
Wi/ %275, 000/ mm®LL
FICEET % F CHREET 5,
A AN IS AR L 723 A
13, 230mg/m?1 H2[E o H
w®THMT 5.

2B LA [IAE L 7 2o 72
BEE, BEOREIZLY .,
230mg/m?1 H 1N i3 %o
RIS L2 A,
KR OFG EHIET 5,

7.4.2 FEIMPBGRORIWER & #5527 o A
JFEEReRA i (V) V¥ . AST. ALT). FEkkrREmA(E
() 3—=8) o L&, QTHER K N Z DM IEMTE % D]
VERD RO 5N HE T, KEEZSEIRGELZHEHTL 2
Lo [1.2, 8.2, 8.5, 11.1.2, 11.1.10, 11.1.11=H]

(1) #REOEHEHOEREE MR MR

PREE - kAL

e L]

JIT 4% i e 7 i
(B,
AST. ALT)

YV o E> iRk
i EBROD1 . 5520 =3f%
s
ASTH. ALTHE> Mk

W ERD2 5o
<5%

1.

| SR A = AR s o R
FBROL. 55K 12, AST,
ALTEA2 . 55 R IIET
35 F CRARKRET B,
300mgl H2[0l & f = TR
T 5,

YV E S E > iRk IR

—

YV ¥l A R IE
BRO1.5REAIRIZ, AST.

()78—%¥)

i LBRD2f%

”ﬂ””“ﬁﬁ“ﬁ”ggj ALTHE 252 SR i1 5
| T B ECAMEREY .
ASTlE. ALTE > ik R
i o5 2. 400mgl H 1M LT/
Fﬂqj‘%o
L 05— AR
BB R ) /5 — > R oS RS X

TAH IS B
400mg1 H 1A L2 s L T
W%

QT IR IE &

480mseckl D ILF

—

KA ERES 5,

20 LIAIZ . 450msec i
MONR=ZAF A U5
ML 7320msec AT 145 L
723 A k. 300mgl H 210>
JHmCTHET 5.

238 ook EE DS
450msecl Lo Ak, A
HloPG%Hikd 5,

WG 2B LRlo, FHE,
450mseclh D IE R AR D
SNHAE . RFEOHS
EHikd 5,

IZH#EL D),

TV — F20ZOMOIEMERORIERAEB L 725613, 71— F1
DFICHEST 2 T AFEKREST L2 L H52HRT 25612013,

300mgl H 2 o Ji & CH$ 5.
7L — F3ULDOZOMOIEMBEARORIERAPIBE L 28541X. 7L —
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NAFEY T4 ONA ZHEEH (Rl DM~k
fii]) &, Baemibhr 27 8E (n=14) TIE5H3% [27~
124%] . #B5 0k % 2 - & (n=18) TIL80% [45~
193%] TH-7:Y GHEADT—%), [7.35H]
16.3 9%
—uF =7 OMBEREARGGEIN8w EE . FlRE
WAKIE L o7z Un vitro)o =0 F =7 RIMET7 VT 3
VRO a- BB ICA A L. B A BN Sa- RN &
HETHhDLEEZ LN (n vitro). & MIEHTHO=1
F =7 O - MR E 130,68 CTH - 72 (n vitro) ™%,
16.4 X3
TR A MCHE Rk = O F = 7400mg % BLlal ™ 3% 5 L
ol &, MFHO =0 F = 7 HRBETEEDST . 5% R ZE 1L
ECThHolze ERMAHBEIAT VA I TV —VERD X
FOVFEDIKEEAL Je O KERFE D 77 VR EEA DT 7 5 R
Th-72Y HEADT—%),
In vitroRRBOERP S, —0F = 7o EAH#HEEE T
CYP3A4TH Y, CYP2C8D —ifar5-3 4 & Ez b7,
16.5 HEitt
R NICMCIEf a0 F = 7RO G L s &, &5
168/ 72 F CIIHE G- HUTE DI0% LA EASFE 2 HkiM S 1,
PRI = 1 F = 7 R O O R sk O T R S
Nrotze LzA> T =0 F =70 PElbREE I L3
ThbEEZ LNz, FHRGHRIETITREFEICH RS
LD THo72 (FE5ED68.5%) Y FHEADTF—%),
16.6 HENEREFTHBE
16.6.1 ATHREEERE ICH (T 2 EYENE
SO F = T OIE PR E AR E I L ) DT bk
AL, B (Child-Pugh%#A). W& (Child-Pugh’
HB) KUERE (Child-Pugh/#C) DIFHREREE* A3
HHEE I =0 = 7 R ARG L7z L EOAUCIE
ZNE IR RS 01,3565, 1.36f%, 1.19f5CTh o7,
F 7o, HAEG O MG REHERE 7 — 5 % F v CORE
RGO EFEREICBT -0 F = 7OREHBY 3
2= a vy L7zkER, BE. hEEROEE O FERE
BELHTLWRB BT 2 EHRECTCO=0F=70D
Cmaxid., fEFEWHEE I TENZNT . 2065, 1.18%%.
1.22f512 % % LHEES N, FHRERECL =05 =
TOIEYERENDHBII/NE N L5, FHAEkRE %
AT 2BHIBILARRAGOVEIAVEEZ LY
FEADT— %), [9.320H]
16.6.2 /NEBEICH T 2EYERE
N IEEE I =0 F =7 % 11 230mg/m?* % 50mg A/,
OfE GERHEERS#400mg) THEG L& &, EFIK
REIC B A EFE R, A 12400me% L H 2[5 L 72
EELFARETH o7, F 7o, REENSEWEHREMAT O 4k
B NG, RERSGHEOZoF = TOBRHERIL, 2
Ll 12 AR o /NB B L 12 DL 18 A& o/ B B
H L TENI o 12,
1) ARFNOHKEE S NIRRT R . B AT
WoEEEmMErammcd 2,
#2) RANOKRE N HERTHEZ, A~ F =7
DBV IR ATEI O 18 45 B s O 3565
AN ClE1E400mg% 1H2[TH 5

TE3) RFOKE S N7z ER &G WA TIELE
400mg#z1H2[ITH b . MIEDEYEI D12 L HTE
FEOY &, 1l5-213300mg Tdh % o

17. ERPRRIE
171 BHHRUCLRLMICEET 555
17.1.1 ER£FRZE THERER  EOBHHOBHEHEMEA
mw (RA)

W5 D18 IR O 18 A BV 1 I AR 84681 (H AN 79%1
rEL) BRRLE LT, FEM. T 5o b, EIEHR
WATHM LSRR 9L, =0F =7 (300mgl H2[[ X
12400mgl H2[™Y) OB IUER O ZL&MmIiconT, 1%
F = 7400mgl H1 Al % 3t #8 & L CIiRat %17 - 72,

(1) STFEEFHHE

B 5-BIR12 7 BT Cor T mFENE R (MMR) 2545 5
NBEOE AL, =05 =7300mgl 0 2[1#%5-# Tl
44.3% (28261112561) . A ~F = 7400mgl H 1% 5%
T1322.3% (283%163%)) <., EEFHMIHE CTH 5124
H 5 COMMRZ L = 1 F = 7300mgl H 2[01 3% 5-#EA A
BlIZEh o7 (p<0.0001) Y,

5 AN OBV B 1 M55 B V2R 2 0 T B AR AR

—aF=7 f1<F=7
300mgl H 2[A] 400mgl H 1A
N=282 N=283
= = =
g&ghﬁf@MMR44%WBW%® 22.3% (63/283)
I
95%fRHEI 1] 38.4~50.3 17.6~27.6

BRI (RSEIM 2 &) ofgfE Gr/ME~RAE) - =5
=7300mgl H2[1¥% 5-#18.60% H (0.1~27.9% H), A ~F=7
400mgl H 1% 5-#18.09» A (0.03~27.8% H)
MMR : EA M+ OBCR-ABLE G & I AR #EAL S 7z X— 2 F A
EDO. 1%L T I
(2) MRBEFHIZNR
WO BAE12, BB F TR E B F 5% 2w iR
(Complete CyR) #EHN7-EBHOEEGIZ, —aF=7
300mgl H 2% 5-#C1E80.1% (28261+122661), 4 ~F =7
400mgl H 11A14%5-7CT1365.0% (2836171184%1) TH -7V,
WFEDMRVER OB 15 Bk 0% B3 255 2 Ml B A m = R 5

—aJ=7 f<F=7
300mgl H 2[1] 400mgl H 1]
N=282 N=283
127 AWM F CTo
Complete CyRAER 80.1% (226/282)  65.0% (184/283)
959% 15 #E X 75.0~84.6 59.2~70.6

BRI (RSEIM 2 &) ofgfE Gr/ME~RAE) - =aF
= 7300mgl H 210 #%5-#18.60» H (0.1~27.9% H), A ~F=7
400mgl H 1a#5-#18.09% 1 (0.03~27.8% 1)
Complete CyR : & #fih O Ph + 4524 fh I A30%

BIE S BAEE 13, AHI300mel H2M %55 T92.1%
(257/279%1) Td -7z L4 EITEHI1Z300mgl H 2[14%5-
FETIE59533.3% (9361) . M/IMIEAE. & 9 HEEAS
17.6% (49%1). ¥, MY ) IV E VIEA16.5% (46
Bl IR ERIRAELS 1% (4261) . HE014.0% (3961) .
) Y BERIMAEL2.5% (35B1). #E5712.2% (3461) . BT
fiE. FHA410.4% (2961) . LHEHEE10.0% (2861)
TH o7z BAEMBEEOT2EIERIE, ALTHIN 24.0%
(67%1) . ASTHIIN 12.2% (34%1). 1) 75— EHHN10.8%
(3081) . I E ) L E L EN 10.4% (2961) & Tdh o7z,
(60 AWsE (20134F9H) D4R
17.1.2 ERE I HRRRCBHEIHERR 1 vFZTE&
MEOERMHORMEEERIR (KA)
AXFZTTHRATHEA Y F = TIZBEED B
B O M B A R EE 12, =0T = 7400mg% 1
H 2[5 L 720

(1) MREEFRIZE

ENE TR O IR, IEERRER T, B o
P R I R 16651 1561 (93.8%) TR (R
ah# (Major CyR) 72313 541, 9 B 11T L w it
(Complete CyR) #3551 729,

WAV AR O JEx IR, JEE MR, B o
VA Bl 05 B 32150 16561 (51.4%) IR




&R (Major CyR) 235541, 9 511861 (36.8%) T
se4Eff (Complete CyR) 735517212,
A~ F = THHCNE O 181 NG Vg P 05 3 A R
BEPRENEYES

1A 25 T AH R HERES A R
N=16 N=321
Major CyR (Complete
CyR+Partial CyR) 93.8% (15/16) 51.4% (165/321)
95% 15 # X 5] 69.8~99.8 45.8~57.0

36.8% (118/321)
14.6% (47/321)

68.8% (11/16)
25.0% (4/16)

Complete CyR
Partial CyR
#)111400mgl H 2[4 19% 5-
PRSI (KSR % &) ol GR/ME~iKME) @ BN
410.0H (176~615H). #E561.0H (1~1,096H)
Major CyR : Complete CyR & Partial CyRiiJ;j % & ts,
Complete CyR (Ph+47-Z4 i iiifi0%) . Partial CyR (Ph+43%4m
HIHIAE1%~35%)
(2) MAEFEIZHE
FE N TAHRBROIER T/, IEEMRRAER T, 2o
P BB R S 166 . FRAIRTR O661 4 B 12 ik -
e mfiF (CHR) 2% 5 N7z,
WAL TR O IE IR, JEEMmER i, B olg
M w321 . BRI 51X 20761 T - 72,
207614 14561 (70.0%) THLEFMESER (CHR) A%
‘o,
A =T = TS O B P O 1 1 B I B LR B I
B RIEN

I R4 T1AH 3R
(N=16)
AR 5 (N=6)
100.0% (6/6)
54.1~100.0

HEYVES TR A
(N=321)
A% (N=207)
70.0% (145/207)
63.3~76.2

M- 5e 4 5% (CHR)

95% 15 FE X [H]

#M400mgl H 2[00 %8 1455
BRI (AREHIM % & d) oWl (R ME~RAME) @ BN
410.0H (176~615H). #E561.0H (1~1,096H)

CHR (Complete hematologic response) :

FIMER<10x10°/L. I/ <450x 10°/L. I o> Bk + 25 #iEk
<5%. M OIFIROK OFIEFEERO, IFHEEER<5%. Byt L

FE N T AR (4 ~F = 7Pk B o 18 45§
MEEIR) ORIVER I IE, 100.0% (16/1661) T
o7z, EREIWEHIZ. Sk, 3895443.8% (761). 1T+
BRIAE . MM AE ., i e ) )L 2 EEN4$37.5%
(661) . AIMERFAME, FEol, WL, B ) )V & IE.
YoS—EHN, SEE. W5 4531.3% (561) . A, L.
AR, CEMQTHIEMMRILE., FHRESRHE %25.0%
(4fl) &Th o720
(RRESUT R R O — 2K £ TOHEED)
WAV TSR (1 ~F = 7P o B o855 5
YEEImE) OEIEMFEBEE1£94.7% (304/32161) <
Holzo EHEMERIE. 59530.8% (9961). % 9 FEiE
26.2% (84%50) . MI/MIIRAE2S.0% (9061) . HEls24.6%
(79%1) . #5720.2% (6561) EFTH o7,
(RhRESLT IR O —Z KGR £ TOHEED)
17.1.3 ENE I HRRRVCBHEIHHR : (v F2TE
RO ITHOBMEEEANK (KA)
A F T CTHEARATH LA < F = TIBE®O WV
BATH OB E f 1% B E 2, =325 = 7400mg % 1
H 2[5 L 72,
(1) HMREEZHHR
EWE THRBOIEGR, FERABETIE. BTN O
12V B R R ETE AR 1 (14.3%) CTHIMEmS:
BxhE (Major CyR) HMEH N7z, Z D 1BIT 58 48 fif
(Complete CyR) TdHh 729,
WAL AR O IET IR, FEEMABR TIE. BT o2
P B 0 B 1376 416 (29.9%) CHl {54
BAE (Major CyR) 236 N7ze 5 5. 2761 (19.7%)
THLEMH (Complete CyR) A& 5721,

A = F = TIRGUEOBATH O WAL BELE M 5 (235 2 A0
BEPREREYE S

[EI P25 T AR EBR HZAC R =Y
N=7 N=137
Major CyR (Complete
CyR+Partial CyR) 14.3% (1/7) 29.9% (41/137)
95% 12 HE X [ - 22.4~38.3

14.3% (1/7)
0% (0/7)

19.7% (27/137)
10.2% (14/137)

Complete CyR
Partial CyR

#Ir1400mgl H 218l 4% 5

ERFEHIH (KM 2 &) ohdul GR/ME~RAM) @ EN
84.0H (56~338H). #+E264.0H (2~1,160H)

Major CyR : Complete CyR & Partial CyRIlj /7% & ts,

Complete CyR (Ph+45rZ4frii#if0%) . Partial CyR (Ph+45754
1% ~35%)

(2) MAEFEIZHR
E N AR OIER B, JEEREETIE, BiIrHog
P BEVE A MR B TEIRSB) (71.4%) (ISR Rh A
Boh, ToRFUL, MEFHEEEE (CHR) 25141,
Marrow response,” HIIIRDFEMZ L (Marrow response/
NEL) 23361, 1@~ (RTC) 2518 Th o7,
HEALE TR O IERT IR, FEE MR TIE, BATH O
PG B I R 137 B FR 696 (50.4%) LIS RI%)
EVHELN. ZONFTUL, MEFNEEER (CHR) 23
4161 (29.9%). Marrow response,” FIIILJF D FEHM 7 L
(Marrow response/NEL) #3136 (9.5%). &M~ o
[n78% (RTC) #5156 (10.9%) Tdh -7,

A =5 = TISGUEOFAT W O S 005 B35 12 S IR

SRR R

EINE ARG Heyhas TARRRER
N=7 N=137
JiIRGESOEVEN 71.4% (5/7) 50.4% (69/137)
95% 15 HEIX [H] - 41.7~59.0

14.3% (1/7)
42.9% (3/7)
14.3% (1/7)

29.9% (41/137)
9.5% (13/137)
10.9% (15/137)

M54 (CHR)
Marrow response [
MR OFEHLZ: L (NEL)
B~ om#E (RTC)
¥1181400mg]1 H 28152 [145-
BEFEHIH (REHIM 2 &) ol R/Mi~i M) @ EN
84.0H (56~338H). #+EI264.0H (2~1,160H)
CHR (Complete hematologic response) :
IR ER=1.5x10°/L, M/MX=100x10°/L. IIFOIFERO, HHlif
DHFER<E%, UFHEIEER<5%. HYLET R L
Marrow response/NEL (No evidence of leukemia) :
CHR & (LA U Cd 2 288 72 2 pild, IFHER=1 x 10%/L & 1fi/s
M =20x10°/L (/Mg S IO RS 2 L)
RTC (Return to chronic phase) :
Gt VR I O3 ER <15%. B8l S OVHR ARG i o 2R +
A BER <30%. A LA O RFEFEER <20%. BRIE K OBFIE LA L
DT R L
EINE THRE ([ ~F = 7o BT o B i
PEEIRE) ORIVERSSESRE L. 100.0% (7/76]) TH-o
7oo EREIEME. R ERMAE. EO, R, me
VE VE. 569542.9% (361) . I/MIIRAME,  H IERIK
AE. BEIF28.6% (261) T o7z,
(RHBESNI IR O — 2 AKFEIE £ COEED)

WAL TAHBER (A < F = TR O RAT I O 12 144 il
PEEIMIE) ORIWEHISEBEE L, 87.6% (120/137#]) <
bHotze EREIWEHIE. M/MGRAESS. 0% (5261) . &f
TERIEARE22.6% (3161) . 389521.2% (2961) FTdH -

720 (RHRESAI IR O — 2GR £ TOHRD)
17.1.4 EFRHFRS IHEER  BEHO RS8R MR
(G

WIEDL L N3 A < F =7 UL & F = 7 IR
HOBESF (HARNIGIE &) #RRICHEEW. et
MaER % 2 L. =07 =7230mg/m?*% 1 H 245 L 72,
(1) MEROBEHOBEEEMEANK (M) OFFERE
FHIZhE
FHEFFMIEE TH B A 7 V12T TR E 1M
MMRAH 5 7z EF OE AL, 64.0% (2561H166]) <
?)Of:wo



WEEO B OSSR R EE CNE) 12T 5 5 FaEf
ENYES

Hi

N=25
L S 2
ﬁ{i)lleﬂ?..\i“ﬁ A7 { & B 1IOMMR 64.0% (16/25)
R
95% 15 HE X [ 42.5~82.0

1% 4 27 v 28 H[H
BEFEHIM (KSR 2 &) omduii Gr/AME~RAME) - 14.6%
H (1.4~27.6% 1)
MMR : BCR-ABLI#EG 425N — A 7 A~ fEi#efii)> & 3log bl L
XX KM OBCR-ABLEEG ®m AL SN2 R—= AT 1 ¥
D0 1%L F IR
(2) MEOCEMPOEBHEEEANKE (M) OHEEE
2HZHE
FEIMIEE Td 24 A 2 V128 5 CHl L EF 5 4e
“f# (Complete CyR) 255572 BEHEDEI AL, 64.0%
(2561H1661) TH - 7219,
WEEOEE OSSR RS CNE) 12T 2 Mg s
ENEYES

N=25
4 7 V12555 TDComplete CyRIEM 2 64.0% (16/25)
95% 15 HEIX ] 42.5~82.0

134 70 28 H[H

BEEIWIH (EMIR 2 &) ohfl RME~RKMHE) @ 14.67
A (1.4~27.6% H)

Complete CyR : “Ei#fif O Ph + 4324 Fi I A30%

() AXFZITREBLYFZTEAMEEFHEDRMEL
OEREEREEANRE (MNE) OfFERFENMR
MMRAH b N7 BE OEIG1x, EEGFHIEE TH 2 A
7 VERERIT39.4% (33(H13M61) Tdh o721,

A~ F =7 E 7 F = TIRBUE AR 7 O & M O 1815 5
PEAMEEE ChE) 18§ 250 FRIZEAR R

N=33
4 7 VEEE ST OMMRER R 39.4% (13/33)
95% 15 X 1] 22.9~57.9

1A 7)1 28HH

BEFIE (KR 2 &) omdfl (F/ME~RKMH) 0 15.67
A (0.7~30.9% )

MMR : BCR-ABLUEG AN — AT 1 HZHAEA 5 3loghh kg
ALK M A OBCR-ABLEEG & AL S N2 — A T f »
fED0. 1%L T IR T

BIVEFSSBIBEIE. 86.2% (WMFEK A ~F =7 k7
F = ZVIRBUIE AR 728 0 B 50/586), H A A9l %
) Thotze FRENEMIZER27.6% (1661). &Y
YOV CE, F$95420.7% (1261) . Bus15.5% (961).
BEIR LB iRE2513.8% (8B1) . MEH:12.1% (7#1). BiESE
10.3% (6f1) ZTdh o7z, MEMEE O T 2EERIL.
M E ) Ve 3N31.0% (1861) . ALTHMN29.3% (17
Bl) . ASTHIIN24.1% (1481) %S Th o7z (HELTH
HO—LREEE TOHED

D) RANOAR SN MER ORI, W5EOEEHO
B MAE OB &, A TIF1R300mg % 1 H

2B TH 5o
18. EIIIT
18.1 1R

—uF=TE, TF/ Y U= U (ATP) LA
R L. Ber-AblF oy v 3 F—ERHET L2 EI2L 5
T. Ber-AblZBUMI M % FE S 245, —nF=
7%, Ber-AblZZ1F T4 <L WMIET (SCF) &k
c-kit & OV IMRET R R KT (PDGF) 4k F1 s v %
F—=XEHET L. A~ F =7 LD HBer-AbliZx) L
REQPERS 51017, £72, =0 F = 7 3BUKER AR
IZ&X > TA~F = 7TIPEBer-AblZZERARIZ O FEET 5 2
ENRETH Y, £ DA~ F = 7HBTMEBer- AblIZ B4k
LHET HITE,

18.2 HREZEEH

18.2.1 Ber-Abl%& %31 U /- B IR MR HR (O34 9 2 MR 15
MEER
In vitroffaR 3R B VT, = aF=7id e b H il
fatk % OUBCR-ABLEE T # A L, S E/2v Y AH
BRI RO MR 2 JIHI L 72 72, A~ F =7
PitkBer-AblZE 54K % J83 £ 472~ 7 ABa/F3Ml k33t
D9 5. 2O RTE & B L 721,

18.2.2 Ber-AblkFEY & AIMREM ET VIS T 2 1A
=15 =71%, BCR-ABL:#E T8 AMNE % E#IRNFHE L
T SRIER A Y A2 BT, BESEHIGE & I L 22,

19. BRRAICET 2EEFMFR

— AR AR
=0 = 7RI
(Nilotinib Hydrochloride Hydrate)

1Lz,
4-Methyl-N-[3-(4-methyl-1Z-imidazol-1-yl)-5-
(trifluoromethyl)phenyl] -3- {[4-(pyridin-3-yl)
pyrimidin-2-ylJaminol benzamide monohydrochloride
monohydrate

3
CasH22F'sN70O - HCI - Hz20

R
583.99

(EIN
HE~ i EE I REABON K TH L, A5 /=
HIFLy 7 = VIR RETFIZ L KIS THEITFIZ v,

= 35

N FF
/é\ (0] - ‘ N, - HCl- H20
. N N N
CHz

SRt

0.08 (1-#+ 2 % 7 — /0. 1lmol/L¥af;)
21. AR

R ) A7 BEETH Z R 2o L, #UNCERT L &,
22. D&
(B3 T FHTRIL50mg)

2071 7 [104 7+ (PTP) x2]
(BT FHT+EIL150mg)

204 7 [104 7L (PTP) x2]

12041 7+ )V [10% 7k (PTP) x12]
(B3 T FHTEIL200mg)

207 7 [104 7k (PTP) x2]

1204 7tV [104 7+t (PTP) x12]
23. FEMH

1) APPSR - 5 OEECMLEE 2R3 2 EEILF

AR SR [20106079]

2) AR T B ERE 0 2 EINES TAERER (2009
E1H21HARE, CTD2.7.6-4.1.2) [20090203]
3) Tojo,A.et al. : Int.].Hematol. 2009:89 (5) :679-688

[20094605]

4) AR © AMEIZ B BRI, AR, BE e
(200941 H21 HkFE. CTD2.7.6-2.1.1)  [20090207]

5) Tanaka,C.et al. : Clin.Pharmacol. Ther. 201087
(2) :197-203 [20105902]

6) FLPER © GISTHEE 2 BT 2 BRI SE B RE AT
(20100066

7) FLPNEEL MRS (2009451 H 21 HAKGE.
CTD2.7.2-3.1.2) [20090209]

8) ALK ¢ IMERASATER (20094F1H 21 H KR,
CTD2.7.2-3.1.2) [20090210]



10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

24,

PR AEHRER OFE (2009421 H 21 H&GH,

CTD2.7.2-3.1.3) (200902111
Yin,0.Q.P.et al. : Clin. Ther. 200931 (Pt2) :2459-
2469 (201049161
AR AR IR EE 2B 5 HEWERE (2017
F12H25H &R, CTD2.7.2-2.1) (201708891
FENEH - A < F = TIRBUE OB O3 ATIHCML
BT 2 A0 E S AR (201064417

TR NEOCMLEE 03 2 ERRSLE 55 T AHRER
(20174¢12H25H K72, CTD2.7.6-4.2.1) [20170887]
TR © AbLF - — B3 2 BHERE (20094E1 5
21HK#. CTD2.6.2-2.1) [20090216]
Fiskus, W.et al. : Blood 2006;108 (2) :645-652
[20086118]
FEPERL IRk A e RIS & B IR B
(200941 H21H & GE, CTD2.6.2-2.1) [20090213]
Manley,P. W .et al. : Biochim.Biophys.Acta
20051754 (1-2) :3-13 [20086119]
AR Ber-AbIZERKI 3 5 BT YRGS,
FaXE % (2009461 H 21 HA&FE, CTD2.6.2-2.2)
[20090214]
AL : BCR-ABLE (=35 ARG % SRR R L
Te= v AR A PUES AR (20094E1 7 21 H KRR,
CTD2.6.2-2.3) [20090215]

XEERERVHEVEDE S

IONNVT A AT 7 —=<BA& 2NV T4 AT AL S b
T105-6333 HEHRIE X 2 F91-23-1

26.
26.1

"NOVARTIS DIRECT N

0120-003-293

{85 . H~& 9:00~17:30
(REARVHHAEZER)

www.novartis.co.jp

ERTREF

SUERRST

INIWVTAA T7-V R Ett
RREAEXE /I 1-23-1

(25)

7419226 700000



BRATDIMI L EZSIRT B L,

HOK20214F 7 HTLET (12880
%20184F 1 AET

HAERSE R o 0 i

874291

B SR - e
FORMIR : 3 (RO G F A S 1T ) . ;égﬁ;ﬁiiiigéigzxﬁ
NSt
R RS A
< - AT DU 20094 3 H 20094 3 H
§D7/#f T EE T — [ 200003 2009% 3 1
—_— B NHEERRS o BB | 20064 6 )1 20064F 6 F
] iiﬁ_ggfg@l’_%‘:* Y 27 l)t) l’ ﬁZOmg B 20114 6 /1
= 27 l)t)lf #50me
S P RYC E I_ Tablets
(FHF=T8R)
(2 %) (AERUAE]
AANG, BRI SAIET R BRI BT, 15ﬁ§%EEMﬁ
SR IEPERE S O A LT 4 ik - R % O IR0 101 L
b & T, AAOBGAY) &AW S RBIEFNOVTOR ggkgégﬁ9ﬂ*—7&bf1ﬂ1@wwm%
BETH L, F72, AANCE DERMGICES L, BE RO o )
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BORERA, RS v, JEIEEE, KO
S MR OAE D SEBUHEASE 5 5 726

6. 1118, FEiR, BRILBEAOKRS
(1) IR IR LT A RO & 2 I A1

BHLawZ b, EMRTRE R I AIH L
T 2 WIEE4T) L HiRET A2 &, 4t
ENZB W, MRPICARF %R L 2B E T,
RO B O WG VE AR S o B V8 M As il &
NTwb, 72, BWERICBNT, BT
DR ETHES NS MIETEELT T,
v N CIRESEVE N R ORR R, 7 T
BHMEAHE SN TV D]

(2) BILholNIzid, BELEPIsEs2 L,
[ EE (5 v b) TIPTS5 2 228
WHEINTVD, KHOE AT FR~OBLT
IZOWTIEAHTH 5, ]

7. NBREADHRS
AR, FAER, L, I E/RE
T ALEEVEIIMET LT (EREA 2\ .

8 BERE
fifi R 5k 55 D AR 0 i P G- D FEER IR SN T B,
WO EIRREICBWT, 1 H280mg% 1 H IR
ML7BERGFPHREINTEY, BEOFH
PSR B N7z B G-AFD SN2 HE121E,
BEOREZ o815 L, LELWERDS:Z
TZ):. <‘.:o

0. EHLOEE
(1) BRAEE : AHNE, 2EFICEOTEMHTS

IVCHEETHI L,

(2) EHIZAEF : PTPAEOHEAIZPTPY — b
POWYM LTRSS L) RETLZ L,
[PTPY — DAL D, BECHMAERAEE
REA~H A L, B3 E B2 L CHtE
REOEERAPHEZ I T 5 2 &2 &
NTWwb,]

10. ZDfbDEE
(1) o9 » AlEGRBETIIEROZLE L

T, HRBERZE TH S0 8L ks o
BHE R ORED FARA SN,

(2) Fv bRV 2EMPAFMERBICBWT,
BRI B R L W%5H DL VIZENUTOHET,
T 5 OFLIEM & O F BB dE, AR o
T O3 D 56 A B EE DB MASEED S L D
WD b

[EHEIEE

L. MEFFRERUENEE/NT A — 5V
B RS B O H AR NBZ Iy F =
50mg, 70mg X 1390mg% 1 H 2 [ (KA H 8 H &)
KROS5, F¥F o 7 3ERL I s h, i
SEFP IR G- 1 R A O C e S I AE R B (Ca)
R L 720 ConBliE 8, MAEPRREEIBBEMR4~
5 W [ O 4 2 2P (t12) CTHERRYE R 2T L 72,
Conan Jo OB 5- T 24 7= 1) 0D 1L 58 v 3 e I FT a6t T
(AUCo120) 1352 KA LTI L 72,



1 PR IRE R s o H AN BEIZ 5T
= 750mg, 70mgXiZ90mg# 1 H 2 [l AEFEIT
BG- L7z O3 EE ST X — 5
1 Il 5 Conax® AUCo-120* tr2 Tona®

mg | ZF |0 gmD) | ghvml) | ) | ()
1 7 9410 28317 490 097

50 (37) (28) (1.86) | (050, 1.05)
28 5 11783 34287 453 093

(50) (41) (1.30) | (050, 1.07)
1 7 11389 304.78 385 095

70 (53) (53) (036) | (050, 1.97)
28 7 129.14 39880 399 098

1) @ | 117 | 050,199
1 4 15055 384.75 351 0.75

90 (57) (30) (065) | (048, 1.00)
- 052

28 2| 6590 28595 1170 (050, 053)

a EOPTIE (ZBREL %)
b SERPPI (ER 7E)
¢ PR/, wR)

300

o: 1[5 #50mg(n=5)
a: 1 A5 &E70mg(n=7)
o: 1 M\#5 &90mg(n=2)

200

100

IMAE i (ng/mL)

iR (h)

1 @RS Ao HARANBZ IS5 =
750mg, 70mgXi¥90mg% 1 H 2 [l KR H -
L 7-W 0 H IR (28 H H) 12 81 % 34 1 4% v i
J CPI i+ )

TP B MR R E R 7 4 570V 7 4 7 Gtk b

PEZE ) ¥ XV IR B 121660 % bR & L 72 FEE

SEWEREAAT OFE R, SEMICBT LBy ) 7

F v AHIF283L/hTH o720 TDH B, WHEOEME

12V B PE I o H AR AN B 26601283 % 100mg 1

H 1 BERECR G-EEO Z R IREEIZ BT % Crax, AUCo2m

O b T 78 (Cow) OHEEMELE, FN2EN91.0ng/mL,

456ng-h/mL 2 Uf2.21ng/mLTd - 72,

2 WFE OSSR A R O B AR N EEIZ
100mg% 1 H 1 [R5 L 72 R o g 5 K E I
B2 Y BHRE T 2 — & HEE Al

S (ZEBERE% )
Cumin(ng/mL) | Cmax(ng/mL) | AUCo-2m(ng-h/mL)

26 2.21(46%) 91.0(64%) 456(49%)

FESE ISR B AAAT I & 0 Jf e S 7zl B A & 55

FEIEHE D HARNEZE T F = 7100mg, 150mg* ik

200mg* % 1 H 1 MR 5%, ¥ F =7 13#%

TR AL, AR R 1 % 5 120.5~ 3. 3WE ] T i

TLAFE PR I (Cona) W HE L 72 (% 2 KEEAMH =) o

#3 EEEOHAANEZIZYHF =7100mg, 150mg
X1x200mg# 1 H 1 AERE LS L7z o3
Y RENT A —F

BI%

1 5 25 | n Cnax® AUC? tu2P Tinax®

(mg) * (ng/mL) | (ngh/mL) | (h) (h)
1 9 139.83 53798 477 10

10 (54) (33) (061) | (05,40)
4 s 13703 499.69 5.75 10

(55) (36) (L67) | (05,30)
1 3 127.10 544.36 468 10

150 (83) (54) 084) | (10,1.0)
14 4 16643 694.90 504 10

(109) (77) (119) | (10,1.0)
1 4 12448 595.62 762 13

20 (69) (56) (411) | (05,30
1 9 102,61 71627 795 2.3

(127) (114) (562) | (15,30)

a BT (ZEERE %)
b SR 3G0l (REHEA 2%)
¢ HyLfil (e, k)
AUC : %5 1 HHIZAUC(NF) X O#:5-14H HIZAUC(TAU)
R,

(BHNT—4)
Pl B i N 229451 0> M [l 3¢ 51 e OF A AL FR B 13781 o 1
H 1 H3& 2 b G- o migRiREL, 5957 =7%
RO 5%, 05~ 6 B (Tmax) TCmaxlZHE L 720 FIIIL
B2 15~240mg/ H G-k 0 AUCIE B G- = LB 12
WML, ted%5mIcisdBBLR3~5KHTH
(o) f:o

BEOHE (BT —45)Y
T HE R N 5451 % R} S IR BB IS 12T R 0B %
MRaT L7k, M G- & el U CRilEN £ % 5
30457 #12100mg % HEIT1$ G- L 72 AUCO -3l
i, 14%¥ImL 7z,

2. 340
PR EE BT 2 AT osfmafkiI k&L, 74
F = TWRMENILL AT 5T LR ENTz, In
vitroiRBRIZBWT, e MIAEICRT 253 F =7 RO
WA O B B A 51E, 100~500ng/mL o) i &
PHTZEFNZNHR96% K 93% TH ), WEEIKEL %
75)’) f:o

3_ {-E'r;aiaﬁ,?)

FHF =TI EICCYPIAAIC X D AR S, HHAH
WIEFIZZDOCYP3IA4Z AN L CTHERENL, Z DI
b, ¥4 F=T B 7S5 VEHEE) XV — Y
F#3(FMO-3) R OUDP-Z V2 0=V b T Y AT =T —
FUGTIZE W R#HEhz, e MFI 7Y —L2%2H
WRRER T, F YT = 7 BRI 2 55V B
Jﬂ%ﬂ—:\‘tf:o

FAF =7 L MRRE OSEMEE 2 R T REW O AUCK
THF=TDORHE5%THD, L7zA->T, ZoOHEA
HWIARZIRAT A LI L ) BIE S L HEIEH
KHFVHFGLEWEEZOND, F/2, TOMIZH
WHIGE A A L T W 2 BRI AE S 5,

4. BEt Got T — 42)°
TR EME NP TH 5, [“CIFHF
=7 WA S%, 100 NI S fe 0% 4
% SIRHNZ, #985% S FAEHICHRIE S 7o IRP LT
TSR S R bR, B gED 2 hE
N01% KL 19% TH Y, JRA S O F AP S 7z
T RE D KFR73 DM T I - 726

5. iR EMIC BT 2 EYHRE
FHF = 7 O BRI B AL OB O B
RO TRV ENT—2). T NEBREICE
B IPBREICOWTIZFME S TV 2w,

e ERE

BB e B E BT 5 53 F = 7 O3B E O B
LN TR, WEE~REOEERETEET
ORI v RANIEIF TR SN D 720,
B ED & 5 BH TIEE VIR EEI RS 2 B2 h
N b FTEEDD L BHIHKGT A5
E¥ A2 (M LEDEE] OHEBM),

(923289

L. FIFEORE IR FHEME R MR
HIFE DML B A B E 2R e LT, A
A% 5t B SER AR AR & 0 L 72,

Fd HFEOMRVEIIME B B I L2 2 R R (e

Je ] ifh A AR
yF=7 AvF=7
L (B 259 260
B 100mg 1 H 1 | 400mg 1 H 1
%%ﬁﬁﬂ@ﬁﬁ%mﬁ%ﬁﬂmub’7w%u%nw>6m%unnm>
AN SE TR (120 JI DA | 85.3% (221/259) | 735%(191/260)
ATl M Major S 521%(135/259) | 338%(88/260)

BIE  HARN 79 F= 7260, 4 ~F=7230% &L,
PG : ¥ F=71400 B, 4 ~F=7143» H (Hefiti)



2AYFJERMOBHEEEANKRRY 7 1 57
7« THeFEESMY 2/ R IIR
A= F = 7 LB IS O3B A O e v ig s
MR R 7 4 57NV 7 4 7Rtk rEarky ~
SNPER MR EEE R L LT, BN CRERRBE %
jﬁbf:o
#£5 HEHNEKRRBRICBT S ~F = 7tk oB Mg
BEVER S K N7 4 5 TN 7 4 T Gt ARk Sk
DINPATZAST 1718 S A% /2 SR

Tk AL 1 TAFFNTAT
- VRRINTLEFY
B BATH- B ?f‘/ %{am%
I () 11 11 13
el 100mg 1 H 118 | 70mg1 H 2 | 70mg1 H 2 [l

AR | 909% (10/11) | 545%(6/11) | 154%(2/13)
2 I Major 1 - 727%8/11) | 46.2%(6/13)
B EA T 2B | 364% ( 4/11) | 182%(2/11) | 462%(6/13)
MR A ajor B2 | 545% ( 6/11) | 27.3%(3/11) | 538%(7/13)

e 500 ¢ A8 VEE REVE S 1B 2070 H, BATI - Ak

877 H, 74 FTNT 4 THAARBEZRME) ¥ MEFINE2.7 7

H (b gefif)

F6  WAEIRRBRICBIT B A ~F = TG0 E
BEVEINIE B N7 4 5 TV 7 4 7 et Rtk vk
DINPA RSN R oA Y Y/ Sl

T B 5 TLFFVTIAT
; | AR oo | RORREE
4 BATH " g L] URZA =7
L (hi) 167 174 109 48 46
BER 100mg | T70mg T0mg T0mg T0mg
LTHIE [ TH2E | 1H2H TH2M LH2m
MEFNERTE | 898% | 500% 257% 292% 318%
figet (150/167) | (87/174) | (28/109) (14/48) (16/46)
MiEFWMajor | 644% 330% 354% 413%
R (112/174) | (36/109) (17/48) (19/46)
AR RS | 413% | 333% 266% 458% 5.3%
B (69/167) | (58/174) | (29/109) (22/43) (25/46)
MbdE | 587% | 402% 339% 521% 565%
Major &g (98/167) | (70/174) | (37/109) (25/48) (26/46)

PG - BEE BEE i EYERIR3 . L BATHIL3S 4 T,
FREFERMERPEI3S 2 B, U v SSFERIERENI29 B, 74 9
TN T 4 T e kBt E e ) S IE3.0 2 B (Fhefi)

[RTAT I H o) 5 2 e ]

1 MR R AR O E I (Vb 4 H R DL R L 7
Witr)
MLHE A 5 A TEfR -

P B P B
FI I BREL A it e B e A _EBRDLE, I/ $% 450,000/
mm?Adi, AL o5 BBk & B BERORAT5 % K
W, AR I FEER OO T R A R v, A I
P OUFRFEERHI20% Ali,  FESF AR R L

BATH - 2R B CE, 71 STV T 1 T

AR YEEYE Y > 2Pk i
P EREL AT HEAE - BRDUF, 3 b 3k %0A%1,000/ mmP 2L
. If/NEEA100,000/mmB B b, SRR S 3 ER I
W HiERZ O %\, R OFERAT5 % LI, KA
T o> R e DN R BEER O FNDY 5 9% Adi, A 1fi
DUFSEIEERD20 % Adii, BEAMA MR 72 L

ML A Major B A
M 5E g & 2 5 ol, G EREAI500/mm?
L 11,000/ mmBaiE A MM EAS, 20,000/ mme B L
100,000/ mm?3 i

TE2 MR R R) S o H) g S itk

5 U 72 Mt 4 50 4 g i -
4 DL EREE L 72 M R 1 s A i i

L 52 5 4 B0
BRIF DT 4 T 70T 4 7 et AR Rk 5 2L e U
22208l LRI IZBWT, 74 TFFNVT 4 T H
o RB PRI % 26 20

M {5 I Major S fif
BHET 7 4 T TN T 4 7 et AR 52 v BT B 5%
QOLLEDHIAHT)IZBNT, 74 FFNT7 4 7 %A
KB A 145335 % LU

W3 O EREN R H o ¥ e 3

o fnF M Major B fif
KR ) 7V 5 4 LEEKPCR(RQ-PCR) Hifr iz
X 5> TBCR-ABLEEE JEM AL R — 2 5 4 Vir b
3-log®D A (01% L F)

B35 E-35)
1. fERER
FHFTEIFEOEAFI YV FF—EDF S —F
XA VI2H D ATPREAIICBWTATPE AT %,
BCR-ABL® & 7% 5¢SRC7 7 3 1) —F F—+¥ (SRC,
LCK, YES, FYN), c¢-KIT, EPH(Z 7V V) A2%%
B O PDGF (/MR HTR B SEIR 1) 98k % BHE T 5
(IC5=0.2~28nM) -
2. MiEEER
In vitros{B&'9 1
(1) FHF=71%, BEEHEamN %2y v o8
PR O T % & 4 fio e N BCR-ABLAK
A L AL L2 S L e I 4 P S 94 e B 55
YEM %R L7 (IC<1nM),
(2) #¥F =71, BCR-ABLO#FI5H, BCR-ABL
FFP—E WXL VOER, SRC773IV—FF—
€ (FYN, LYN, HCK) % & &G &R o
TG AL T 0% A4 A T 0 B S AT E D E K
TH 2 AR L CHEIRHkOR# 2 4 ~F = 7}
15 B L A AR Ve LT b B B
‘I‘ﬁ‘:i’ﬂ:\‘ Lf:o
In vivoiRBR'® :
¥ F=7(5~50mg/kg) &, £ ~F =T EZME RO
o v M2 S A e AL 2 K TR AE L 7-
BIEEARLE (SCID) Y 2 2B WT, Eld LWk
e 35 K Bt R AR % R L 72

(B2 ICBEd 2B LA R)

—#t 0 &Y F = 7 KHIW (Dasatinib Hydrate)

1b%4 © N-(2-Chloro-6-methylphenyl) -2- ( {6-
[4-(2-hydroxyethyl) piperazin-1-yl]
-2-methylpyrimidin-4-yll amino)-1,3-
thiazole-5-carboxamide monohydrate

G 0 CHasCIN7O:S - H20

: 488.01 (47K )

506.02 (—7KH14)

CHs o
Ny

CHs
WKy F =T ARAIEAHE A~ RO K TH
%o
VAFNVANVEKEF Y FLIEIN,N-VAF VT b
73 RIZETRTL, T8 7=V (995) IS
<K, KRIZIFEAEBET RV,

(@]
27Ut IL§E20mg : 305 (PTP)
27U+ JL§E50mg : 304 (PTP)

S
‘_H
S

g
e

[(EEXHR U XEREE KR E]
EEXH
DAENER © HARNI B 5 R8G50
[SP200901]
2) LR R SR By TR AT [SP201101]
AN« [WIHE O AARNBF B 5 BUER#E S
BN [SP201102]
DAL - SRS BT 2 Bl 55U
[SP200902]
5) AL L - AHEIAIZ 31T 2 S B REIC 2SRRI &
Je O NI o e [SP200903]
6) KR« 43 [SP200904]
T FEPUE AR A (B R 0 Hg) [SP200905]
8) LN - PR [SP200906]
)AL T DML Y MR R 2B
2 [E| B 3 ) F PR 215 TATT AR [SP201103]

10) #:NE KL © Philadelphia¥f kB iz BCR-ABLE 4
OV 0 1 MR 50T B IR 45 T
AR — 1 [81100mg (1 H 1 J80) 3i& 1 Bl50mg (1 H 2
nl) $%-5-3% [SP201104]



11)#: %R © Philadelphia et B A% M SRk P s & OVa ik
VYR FALE A BT B EI IR IR & IR 3Bk — Mk e de 5
bR — [SP201105]

12)HENER A < F = TIPSO AT 25 W P18 4 61
HIMEEEICBT 5 54 F=7100mg 1 H 1 5 EZED 7=

8D O RS MR 5 TR 6V 4 Ll [SP200909]
I)HNER - A < F = TIPSO A DR AT 61
LR A2 B80T 2 A MR R 58 T AR R [SP200910]

14) B - A < F = TP USRI OF B2 2k v 2 v
2 R T I RS VT B MR S TAHERER [SP200911]
15 HNER 4 v F = 7P LI E D ) v 38k
VU A B 9% 3 Philadelphiafefa KB tE2E Y » o3
PRI B S B B iR R S A AR [SP200912]
16)#pg st - fle 7 v 2 A4 [SP200913]
17)N. J. Donato, et al. : Blood, 101(2), 690(2003)
18) #: %R © CMLE 7 VI B B HUESHEY: (In vivo)
[SP200914]

[ BB NCFEROF B RHC D E T LT PR TR < 72 & v,
TYARMV - RAX =X A7 4 THREHE 274 A VERS IV
— 7°

() BERTRBHT AR X PE#fE 6 —5— 1

(TEL) 0120-093-507

SERET

LI|I| TYARN VAP 2017 %l Stt
R K EHE6-5-1
(8) 360705




b

il
A

FOMNXEZSRT 5 &,

*20204F 10 H AT (BB1RR. FFaAfs )

Bk SR
HrhHAM - 34

MEMHEES
(FA Y FF—tE1EES-)

BFEEmRIEES
874291
ARES 21700AMY 00089000
BRFERAE 2005427 F

AYFTAIVEESE

DYAYD 5100,

Glivec® Tablets 100

GBS ITE 18
(R - EMSEOMGTEICL VAT L2 E)

> NOVARTIS

1, =
- B A

FEDHREIE, BRI TR TE SEEBRICEL
T P AEEERICHD BA#-BREFOEMDD & T,
KEEDPED EHH SN BEFNICOVTDAEET S
Eo Ty BERMBICKILS. BEXIZZORKICEHR
HRUGEREETHICHAL, ABEZE T, SIRS5ERH
m\myad_ &,

2. B2 (kOBEICEHBELEVN L)

2.4 RHENOBA IR L BEE O BRI O H 5 B
2.2 MR SUSHIR L T B etE o 5 otk [9.55 1]
2.3 nIy ¥ REHEGTRORE [10.12H]

3. HHR - MR
3.1 fHRL
Wi 5¢ 44 71) Xy 7 $E100mg
R %giéjg4)7’7‘;7)‘V)l/ﬁ?iﬁlwﬁmg A~F=7LL<T
WK A, 7OXKE Ry, AF7) VBY 7 AT Y
) A, O —A, b7EAT—A, =Lk, v oo
T—), YNV
3.2 WHE DMK
W5t 44 71) Xy 7 §8100mg
JY CFTARERMC~ECEROOFHEIHRAY DT 124
(€N g
9 @ —
ikl —F NVR SA
KEs (#) B 9.2mm JEX 3. 1mm Bt 0.1965g
4. HEEXIIFHR
OtgEEAmR

OKIT (CD117) MRt EREES
O7 142717 1« 7REFBEIM) >/ MEE MR
OFIP1L1-PDGFRafZ* DT L& E

IFERERIE SIERRE. BT ERIRIE B AR

5. MEER IR ICEET 3R
(I8 M4& 5 a M)

5.1 Gef it G A TSI & 0 B B 0 & 2
ENTBFEIHET 5.

(KIT (CD117) BB {tEREES)

5.2 TSR IMA I X WKIT (CD117) Bt fbas i g e
LB s BB ST 5, 2B, KIT (CD117) Mk
DRERIE T e FEBR A B3 2 R UIMAT R (2 BV T
EidT s L,

(714 2F7NV7 « 74aEEESMY >/ A IR

5.3 Jet R BRI L D 74 950V 7 1 7 Yotk
Rk ) o 2SI & S S - B IS B,
(FIP1L1-PDGFRal5 4 D IFELER 8 S AE R B (3 1S PEITEA TR 1
B If5%)

5.4 Hetafhfd LG A C £ Y FIPIL1I-PDGFRal 4 ©
HDHIEDPHERINIZEBZIHITT 5,

RE TR

6. AERUVAE
(12t E BT B i)
B . A A ~F =7 & LCLHLE400mg % &
B 5-3 %0 B, MEAT R, Ffs - ERIC L ) EE
B3 %A%, 1H1A600mgF THETE %,
AT A - %, A ~F =7 LTIH1E
600mg% FBICREI G T 5, b, MBEHTR. £ - R
2 & D EERR T %A%, 1H800mg (400mg#x1H2M) % T
WMETX %,
(KIT (CD117) BHHLEREES)
W WAIEA v F =7 LTIH1EM00mg & B0
Beh53 %, B, Filfh - EIRICE D EEBRET %,
(717N 7 1« 7EEHFBESMY >/ HE R
WL BACIEA ~F =7 L LCLHLE600mg % ffk I
W55, b MEATR. Fle-AERICE D EEHET %,
(FIP1L1-PDGFRaf54 D17 EAEk 18 & IE R 3 X 12 M 17 B TR 14
B If#%)
WL AIEA v F =7 L LCLHLAEIL00mg % Ak IR
¥5$ 5, B, BEOREIZLY, BEMKT 55, 1H1
[400mgF TR TX 5%,

7. BERUVHEICEET 58

(RhRESE)

7.1 IHALETRBAE I & SRR 2 B 720 AANTARICZD
DKRTIRHT 22 &

7.2 JiFtkREmRAT & R A

A (Y1) vE ¥ AST, ALT) @ EFPEDH
NG ERELSE IR TGELHHT5 2 Lo 8.2, 9.3,
11.1.52 ]

Y LY U ili/AST. PR
ALTIH -

18 kB R IR
(CML). H L% H

BhESS (GIST) .7 4

(HES) 3118 Pk -1
A (CEL)

Y )V ¥ E> R IE

1.V E A5k
iz AST,ALTMtA2.5

TFNT 4 T gk | R 3 N, -
Btk ) o S i giﬁf}ég?fé TR
5% (Ph+ALL), #f|AST, ALTfE>HREIE |, M,J%.-}&EL}:A%ﬁ@
e Bk B % GE B B LIROSH; : PR L S

B3 %o

7.3 Mgt & HE

i

TP ERE A MM 2F20 & N7 A 1R RE S5 12K
Hamafifii+ s &, [8.4, 11.1.12MH]

J#100mg/H)

I/ <50,000/mm?

I BRIt R 5w
14 R £1,500/mm’ LA
, J:B% DI/ ELTS, 000/
I ERE<1,000/mm®| mm®Pl BICmET 5 %
HESJXCEL (%) [m] i T 2,

2 fREEHT (EEORIER O
FEBLRD) & [ CiHR
BT %,




I R B i/ B P i

1.3 ERE, 500/mm’ Lk
e OY I /s #8475, 000/
mm’Ph FiC|E T 5 %

RIS %o
18 1% BICML. GIST| e ey |2, 400mg/ F o i8¢ % T B
(% [ F 4400mg/ SFERE<1,000/mm’ |

i

H )\ HESX IECEL| sy 250 000/mm’

(Fi5£400mg/ H)

3.7 UM H ER B #51,000/
mm’% a2 7 i
/NBLE 50,000/ mm’ %
Tla 5 728 Ak IR
. 300mg/H TiH#E %
T %o

—

LERIF A A 975 L B
L T2 0Eh % iR
(BRI 35,

IRV B L e
13400mg/ H 12 iR =T 5.

I ER A H3200 B e < B
AL HE 12300mg/ H 12 3%
w3 b,

4 FTIHH VZ BE L 7 v Bk

W DB e < Al

T o Bk £ A1, 000/mm?

VL B OV IR S

20,000/mm’LL k12 [ 45

THETKREL, 20tk

300mg/ H Tif# % 1B

T 5

[\

w

47 WICML. & Pk | ™V i Bk <500/mm’
WICMLX (2Ph+ALL BaE:
CONIE i1 5600mg/ 1) | /MR <10,000/mm”

ED ERIE LT, Al &by Biak ekt (BE oy RKEst+

SEETAZL)

(@R MR
7.4 EEGHEEFERD % BIMRIZBEA 2 WEES 20 hEk
AR MR A D3ER0 SIS, TSN T 25613,
(6. ER U] 1o TR Z MRS 2 2 LD TE %o
IRAEST L 72 E (ZOREIEVwoTYH)
CAKH R AR CE D3 HUERSG L TH, 0z iy
IR S N7 W
C INETRD 5N T MR A SN (o T
ey

*8. EEAEANEE

GhBEEE)

8.1 WMELMKIITE DS b LI EDHLDOT, KELE
IICHE S 5 7 EEISE A 4012479 2 & [11.1.638]
8.2 HIE LT EN D HbND 2 LW H LD T, K5-HE
B 551310 B, &5 WIEEZE ORI U CiFkkbe
M (Eyvve >, AST. ALTR FALPE) #4719 2 &,

(7.2, 9.3, 11.1.52HH]

8.3 Ber-AblF 0 ¥ v ¥+ — B HEF O G2 & ) BRTF4
AN ADFEIEHEALD S HbND Z EHHDHDT, KAESIZ
Jedr o TS A W AEGDFE X FERR L. AHIPE 51112
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8.6 KYSEN D HbNDZ EHDHLHDOT, EMIIZ Mm%
FEE L. B R 1T01047) 2 & [11.1.788]
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8.2, 11.1.55H]

9.4 £JEREEH T 5F&
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9.5 iTiw

TR AR IFIR L TV B AT RETE D & 2 LI I35 L v 2
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15. ZOHOEE

15.1 ERERfEAICED < 153

15.1.1 K| & OBIEE T TIE R WAL 250
WS CARFPE G I T AL L 72 L OWER D
5o

15.1.2 #E7EH 5 OE T, LARF O F v UHiTRE R
ZAT T L FURE I BB 1B VT RFIHG IS
ORI AEIS TEDS D S b7z L OGN D 5o

15.2 FEEREAREHBRICE D 1BHR

15.2.1 #@EEGICE LT, 7 v & W28 E
RGBTl BERR H #:800mg D92 .5 (k%
MAERE) (SS9 51,200mg/m®/H (200mg/kg/
H) OUHBEHGICE D, FECEBED STV,
#9756 o M & T & 53,600mg/m’/H (600mg/kg/
H) Tlid. #57~10H 12— iR REOEAL K 0BT
PR B AL, JRHEALRR MR A 12 B TR e ML LS
TR EDBIE SN TV 5,

15.2.2 5 v M EHW2EBKERORS B
200mg/kg/ H VA E DB OV X % FlV> 72 238 B SR A%
L 5-3E7 0 30mg/kg/ H DL EOTET, Jght - 1) >3
HiE o) VSRR BT ER. ) v ERmED
L <1y v /SRR E D A S, V& v 72398 [
SARRE 3% 5-2 8D 15mg/kg/ HUL EOBET< 5 ) 7
RGDIEALDZRD S NIz L DWEDD B,

15.2.3 1 X % v 72130 i AR T4 5557 D 30mg/
kg/ H U EOBETH T EEOET ARSI, T2 &
TV 72 IRRE R O WIIR S A~ D 2 B2 B 5 % 3Bk
TiX, REHEI70H 0P 512 L Y 60mg/kg/ HEEIZ B
W, BEER, BELAER K CEIEFEOR
THED NI EDHEDD 5,

15.2.4 7 v b & HW 7220 O DA RS RER T, B s
DRRIE /B - R (B, b ORE) o FLEHE -
NG OBE - LR /MEORIE - BT o B O
ORENES; - BB OFLEEE/ R g - BRI
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16. EYEIEE

16.1 Mgk

16.1.1 BEAEKS
WEMEEER A A ~F =7 & L T400meg% 71 7t LV #)
(100mg# 7' )V x4) LiE§EH (100mghe x4) & L TH
S G L 7o A, T3] o0 A Wy 2% 1 TR] S5 4 25T 72 &
nz-v,

SEEEEER A A ~F =7 & L T400mg% 7 7B v A §EH

(FHA100mg x4) & LCHRAKERS Lz & & 0y B 7
A—4

1 ﬁ” Cmax Tmax AUC96 Tz
2L
(ug/mL) (h) (ug - h/mL) (h)
T }l«ﬁlj
400mg® | 1.75%0.70 | 2.98+1.09 | 27.4%12.9 |15.8+2.9
(30%1)
FE#1400mg™*
(306) 1.64=0.60 | 3.10+1.04 | 26.4*11.7 | 15.9%3.1
¥ 1 100mg? 7RIl x4, %% 0 100mgdE x4 [Pk ]
2,500
—@— H 7 ILH
2,000 —O— il
g 1,500
é 1,000
i
500
0 = O
0 12 24 36 48 60 72 84 96

Time after administration (h)
HLEMEEE R N2 A ~F =7 & LT400mg# 7 7t )V (100mg
B 7w x4) dgEHl (100mehe x4) & L CHERROES L
oL EomiER A ~F = TR

16.1.2 REHRSE

(1) 7 7E#200. 4005 U'600mg% HA A D12 1E §ik A
Mg (M) W C1H A28 H M S AER OIS L7z &
&, KETHBICIEERIRAEEICE L, Cmax L FAUC) i
M5 01 1~2. 75 & %> 720 % 51H H K 028H H
(EHEIRE) OWwFNIIB VT HCmax K FAUCk 3 H25-
BIZHBIL . RHEREEIETH - 7127

HARN OB R s (B (1 LR RS S
L7 L SOEYTRE T A —F

e | oo Cmax Tmax AUCo2 T
B | B (ug/mL) (h) (ug - h/mL) (h)
200mg | 1HH |0.735%0.149| 3.331.15 | 7.78<1.53 | 10.5%0.4

(361) |28 H | 1.12£0.16 | 3.33+1.15 | 16.70.6 | 17.0£2.1
400mg | 1HH | 1.410.41 | 2.67+1.15 | 19.4#7.1 12.4+1.9

(3B1) | 28H H | 2.1420.67 | 2.67x1.15 | 33.2£14.9 | 18.0£4.9
600mg | 1HH | 2.05£0.65 | 5.33£2.07 | 31.1£11.1 | 14.3%3.1
(661)* | 28H H | 3.94+2.52 | 3.88+0.26 | 66.1+40.8 | 18.2+3.4

X 1 SERIREET — 4 13501 [ fiE A i 2 ]
3,000 7
—o—Day |
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0 10 0 © © %
Time after administration (h)

71 7V FIA00mg % H AN NS R B 1 i A 312

1TH1E, 28H 27 ) JAERE I # 5 L 72 o g A <~ F =

TR

F 72 72 V400, 600K UN800mgx H A N D& 14 il 14

Hil s (AT V) (214 H M BERE 85 (400,

600mgld1 H1E$%5-. 800mgi*400mg#% 1 H2M%5) L7

Yoty Cmax i CAUCIE W) A% 512 e _AE$:5-7£7C0.8

~2.9fFCTHhHHo 7,

HANOEYEE BIEE s Es (BATH - 208 12 BUERE I3
G L7z 203y EIE ST A —% (400 0600mgix] H 15,
800mgl3400mg % 1 H 2[4 5-)

AUCha

mes | o Cmax Tmax . Tia

BEE O\ BEH ) omn | om | M| @
mL)

d00mg | 1HHE | 2.39%1.12 | 5.332.07 | 35.4%21.5 | 12.8+2.5

(661) | 14HH* | 3.73x0.55 | 3.21+1.12 | 61.3+15.5 | 19.7+5.8

600mg | 1HH | 3.24+1.62 | 5.03+2.45 | 49.1+31.1 | 13.425

(961) | 14HA | 3.83%1.33 | 3.75+1.87 | 68.0+26.7 | 23.0%5.1

800mg | 1HE | 3.15+1.11 | 5.00£2.00 |[26.0£6.4] | 7.40+1.45
(400mg % 2)

() | 14HH | 4.73+0.80 | 2.49+1.91 |[47.3¢8.1] | 18.622.4
¥ n=b [ i e R 2]
[ ] ®F—%1ZAUC) 1,
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5,000 1
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=
=
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1,000 ]|

°o 0 ®» ® 0 o @ w W
Time after administration (h)

7 7R VFI600me 7 H A A OFEATFH - S P B 1 i

FOBNCIH LA, 14H B b 7z ) AR S L 7o insEd 4 ~

F = TR

(2) AhE A OB 5 s R I T L AI25~

1,000mg# 1 A1l & % W E1H 202 550 0 T B RE M3 5-
Lz &, M A <7 = 7 H57H BT 2w IKE
W2 L. ARG R OEFIRETOAUCITV T G
w=IZIWH L. RNEIEEIIAIE T - 72,
200, 400/% 0%600mg? 1 H 1] AR 4% 512 BT, 34
BIHEN T A — ZHIFHARATORKE EMETH -7 (18
15 R MR SR 9 % AR R R OR B kB TLe
600mg. BATH X E 2 T1H 00mgTH )%,

(3) &1 7 NHIA00mgx H AR NDYIFEAE AT EOKIT
(CD117) B b as R hE 5 3 (C T H 129 H 1) SO Asfe
OG5 L7 (wE$S5-#%20 B X O3H Bi3k3E), Cmax
K N AUCool E W A4 512 R AR % 5-12T0.7~2.6f% T
Hott,

H A AW AL B BB 85 121 H LA B TR S L 72 & & o

Wi s A — % (a5 20 B K OBH H I3 Sk, Day291286))

. " Cmax Tmax AUCyy Tis
s (pg/mL) (h) (ug- h; mL) (h)
400mg | 1HH 2.51x1.00 | 3.23¢1.91 | 34.7£13.6 15.5%1.9

(9B1) | 20HE™ | 2.86+0.87 | 3.24%2.05 | 47.6+17.0 | 20.0+4.9

¥ 1 n=8 [Pl iR 2]
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—e—Day |
—8—Day 29

w
=3
S
S

=
S
S

Plasma conc. (ng/nL)
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0 lIO ZIO 3IO flIO :’:0 6I0 TIO SIO
Time after administration (h)
B 7R VEIA00mgE H A A 50 i B IE 5 B E 9B 1 H 1],
29H HIS b7 ) AR G- L 22 MSE £ < F- = 7 i e fs
16.2 DRIR
16.2.1 BAEKE
71 72 )V AEA00mg & R S BRI 5- Lz s & o
R IL, 2% 5 T98.3% Tdh - 77,
16.2.2 R1E#RE
AL 0015 B 1T I S 12 400mg & 1 H 1IR] AR A%
5 L. ERREBICB W CEIEN & & FEECIRH L 72
Wt SRR A & B L CCmax it OFAUC 3 84 L
72h ENFNI%K OTHDOMET TH V) BRI 2[5
2 bhwnEEz SR,



16.3 9
A <F=TDr MIFEEANOREEGTIXn vitroi 5k TR
5% TH Y. FICTNT I v Ra-TRHHEE D LA L.
VRBEANOREEIZIZEA L AL N LA o7,

16.4 X3
HAR NS A s S 2 7 7 v #1200, 4008 OF
600mgz 1 H 1M BRI G- L7z & &, BRI TH HN-
i 2 T VAR D AUC ol R D15~23% T - 7275

16.5 Bttt

16.5.1 HERS
HLE R - A ~ F = 7 (200mg) & H IR
C - L7z e &0 &5 L 72 B RE 080%457 H LA I kit
S, 67%HHEN, 13%DIRFICED HNT2e TDH Bk
ZALRIZFE G5 D25% (200133, 5%I3R) Th - 72"

16.5.2 R1E#HS5
F AR N 858 il B I 5 12 7 2 OV #1200, 400 %
U600mgZ 1 1A K AER O G5 L 72 & X OB W IREEIC B
1T 2 RZACRD IR HEIEE (255245 H) 134.3~7.9%
THho7Y,

17. ERPRRIR
17.1 BHERVORLMICEET 5%
(BB A LR

17.1.1 SESE TR (IBHHREERERmR)
Avy—=7zur7n77 (LT, IFN) AR OAR%E
DMV B 05 5326112400me/ H & ) 5
B4 L. 600mg/H % CTHmZ1THE & 3 2 IFE AR HE
i & A, M5 A% (CHR) 7£%94.5% (503/532)
IZRBD BTz, 7o, MIEEEZEMRIE (Major CyR) (X
64.5%(343/532) 123880 5N, D)) bE e (Complete
CyR) 1348.3% (257/532) TH > 720 HeG-HAM O FyufifiiL,
883.5H (#iPH : 16~959H) Td o7z % B, 200mg/H
PGLUT COFEMEEHR S LT an,

I 3 1z 5% 19 %) FMajor Cytogenetic Response (Major
CyR) : ‘B Hlih ©Philadelphiae itk (Ph) 750% & 7 % 52
4% f#Complete Cytogenetic Response (Complete CyR)
& i it O PhiladelphiaZé o /& 251 ~35%LL T 124§ %
Partial Cytogenetic Response (Partial CyR) % & s,

R PRI 22 % B < BITE I 3EBIER1394 . 4% (502/53281)
Th oo ERENEMIZ. T51.3% (273/53261) . ke
1H38.7% (206/5321) . AR5 FHIRIE27.6% (147/53261) .
EH-22.2% (118/532f51) . T#i20.3% (108/532%1) T -
770

17.1.2 SHEE T HEEE (BiTHEMEHEMALRK)

AT B P I 35 2356112400me/ H . & %\ i
600mg/ H & 0 ¥ 5% G5 2 FFEMAERA I N S 41, 1M
WFRIRDF1E71.5% (168/235) IZiBo b, 2D 9 Bl
WFE TR (CHR) 1342.1% (99/235) THh o720 F
72\ MR E A% (Major CyR) 1%, 27.2% (64/235)
RO BN, T0 9 bgaE i (Complete CyR) X
20.4%(48/235) Td - 7=, 5 HM O, 553H (ff
16~1,066H) THo7z0 B, 200mg/HFEGLUFT
OEMIIHR STV ARV,

TR ARA I FH & B  EmIER L. E062.1% (146/235
)\ W47 . 7% (112/235451) « RRES FE PHiF-IE37 . 4% (88/235
Bl). FIH33.6% (79/23561) . FHEIE29.4% (69/23561) .
VU i#E23.0% (54/23561) T&H - 72,

17.1.3 StEE 1 EEE (RHEEMESREMEa LK)
SIS M R R R 26069112400me/ H . & B\ i
600mg/H & Y #% 5 % B4 3 2 IFEMetBRA i S 1, 1L
T IRIH1330.8% (80/260) IZRADH BTz, F 72, Ml
ERFRFE (Major CyR) &, 15.4% (40/260) 12528
STz LM opYLiiix, 1210 (0 3~1,071H)
ThH o7z B, 200mg/HIZ5-LUF TOHE ML
nTwin?,

W PRARAL S % B < RIVE I JE 8 #013.92.3%  (240/260f%1)
Th otz ERFEIEHIE, EL61.2% (159/260%1) . Mt
41.2% (107/260%1) . IR 5 J& PH i3 826 .5% (69/260%1) |
7 52 18.23.5% (61/260%1) . DUJR 5 E22.7% (59/260%1)
THI21.9% (57/26061) TdH o7z,

£ AVERRR SR B0 B B BRI 8 (25§ 2 R

RATHIE

SRS

T S
A | gL | B
Y (n=532) (n=235) (n=260)
400m 600mg n=158 | 600mg n=223
) £ 400mg n=77 | 400mg n=37
iR ESOEE S 94.5% 71.5% 30.8%
(92.3~96.3) | (65.3~77.2) | (25.2~36.8)
94.5% 42.1% 8.1%
QRO | I T
AL MED) | T s ) Lo
B~ o B
W (RTO) 17.0% 18.1%
MR IR) oy 5o 27 2% 15.4%
oo | 90289 | @750 | w200
SE L iR 48.3% 20.4% 7.3%
ED) MR Rh R e e (2T ORI RIZLE R DL o fki: % i
HLTWV3)

CHR (Complete hematologic response) :
RIER [F1iEk<10x 10°/L. Mfi/MR<450 x 10°/L. it o
BBk 25 BIER <%, INLrf O SEEROK OV BERO. IR
FIR<20%. BESVHT R L]
AT OB (AP ER=1.5%107/Ly /=100 x
10°/L. MAOIFERO, B s O3 ER<5%. By R4 L]
NEL (No evidence of leukemia) :
CHR & JE# X U T A0 8 72 5 i, P Ek=1x10"/L
E VI =20 % 10°/L (4TI ) OV uT)
RTC (Return to chronic phase) :
B T OSRRS L O 3R ER<15%. BBl K OSSR R I o
IFERARTE BIER<30%.  AAY UL O UFHEIEER<20%.  ME K
OB LIS D RESIT L 2 L (RBATHI R OV )
1H2) AL AR %D (Major CyR) @ Complete CyR & Partial
CyRifi /i % & 5o Complete CyR (Ph+45% v B4 430%)
Partial CyR (Ph+43Z4 A A51% 72> £ 35%)

17.1.4 EANE I HEER (BHEEteEEanw)
TENASIE B OSANTR 25 00 12 4 132 P i il 1 I S 12510
(200mg/ H % 5-1E I 1°400mg/ H # 5-#E 4361, 600mg/ H %
Lreenl) 12xf 5 A IEE MBI S . M 5E 4
EEHRIE91.7% (11/12) Tho7z. F iz, MIEEEZER)
£ (Major CyR) 1366.7% (8/12) TH V., €D ) bLgs
% (Complete CyR) 1358.3% (7/12) Tdh o7z 5
Modkdefiiix, 338H (#ipH:189~502H) Th-72. B,
200mg/ H#%5- LU F COA IR S L Twan,
BIVEMIZEHR12100% (12/1261) Th o720 FEREIVER
. ) Y SEREE A83.3% (10/12%1) ., MRy vk
75.0% (9/1261), HE.066.7% (8/1261). #F v ER £k
58.3% (7/1261), HIMERHFEAHES0.0% (6/1261) . I 7
7 BERE NS0 0% (6/12f1) . §FH ERIRAMEAL. 7% (5/121) |
M7 IVH) RAT 75 —EHN41.7% (5/1260). I/
WEIEA41.7% (5/1260) . #1M33.3% (4/1261) . /MK
WAES3.3% (4/1280) . BRISFIES3.3% (4/1261) . I
AN NEA33.3% (4/1260) . M 7)o A033.3%
(4/1260) . ~NEZ O ¥ X EA33.3% (4/126)) ThH-o72,
1E3) AFRHEND200mg/ 051 % &

17.1.5 EANE IHEEER (BHHEEdeEEanw)
IENANIE & AT S O P& VE R B S 1 00 2R 3250 e O
IENAIGEBI7E O G396 f) A 53 & L C400mg/ H %
53 5 IEERARDHE N S L, MR 5E 2RI
92.3% (36/39) THh o720 F 7z, MILEIEZEMNEIR (Major
CyR) 1364.1% (25/39) TdH . =D H b5 2 EE
(Complete CyR) 1343.6% (17/39) T»H o 7z, % 5-HH
O gEIx, 237H (#FA : 11~292H) Thorze & B,
200mg/ Hi%5- LT COAMPEIRRE S L Twnan?,
BEIEFZEBIE13100% (39/3961) T - 720 EENWERIZ.
me ) ¥ A76.9% (30/3961). 1) > 7S ERELIR A 71.8%
(28/3961) . ~NEZ TV »gA56.4% (22/3961) . 1 7
N MRS IN53.9% (21/39%1) . 4Bk %8451 .3% (20/39



B) . IR 446 . 2% (18/3961) . fE-1043.6% (17/39
B) . M ESS . 5% (15/39%1) . HiLH 77 ) w7 A&
38.5% (15/39%1). ffHh Bk E35.9% (14/39%1) . I
TN KRAT 75 —EH#IN35.9% (14/3961) . HMLERIR
A4iE33.3% (13/3961) . RRIG i70E33.3% (13/39%1) . Fiifil
BRI A33.3% (13/3961) THh -7z,

17.1.6 EINE I R BITHRU MRS EEM
=NiiikzS))

FEAT W0 1 11 I AR 3 O T O S R P e 1
IR EZ 106, 5H19%0 (400mgfz5-#661. 600mgtk 5-#9
B, 800mgtx G-HEABI) 2k 3 2 I E MalBAs FE i S .
I 19 5 221336.8% (7/19 5 400mgd% 5- #16.7%.
600mgf%5-#E44 . 4%, 800mgH%5-#50.0%) TH > 7z F 72,
MR AZA- 1% (Major CyR) 1&31.6% (6/19 5 400mg
¥ 5-#16.7%. 600mgFx5-#£33.3%. 800mg#%5-#50.0%)
T, WINHEemM (Complete CyR) Tdh - 7zo 5
MM oYL, 1000 (#ipH:8~286H) TH o720 B,
200mg/ A% G- F COEMEIEMR I N T ian?,
BRI S8 213100% (19/1961) CTH o 720 ERBEIEMIX
e ) > 384063.2% (12/1961) | B BRI AEST . 9% (11/19
Bl ) 2 SERIEAES2.6% (10/19%1) . il 7 R 7y f i
m52.6% (10/19%1) . £ 1M47.4% (9/19%1). M ER A
IEAT 4% (9/1961) . M/ IRIRAEAT . 4% (9/19%1) Wi
47 4% (9/1961) I 1) w7 298047 4% (9/1961) . TE
1:36.8% (7/1961) ., IfiH 5 b V) 7 2984°36.8% (7/1961) .
17HE3L.6% (6/19%1) . M 7 v 7 3 2 i431.6% (6/19%1)
ThHoo

(KIT (CD117) BBiEH{LEMEIES)

17.1.7 S{EE TR (GIRRTRE - RN EILEREES)
YIBRANRE AR REPEOKIT (CD117) Bk A A8 T B 957
B 12400meg/H # &5 L7 EE AR T Bap %
(Complete Response & Partial Response® &t ) 1367.1%
(49/73) THo7zo F7z, 400mg/HE G L7z L & DiFEL
I ba— = (Complete Response, Partial Response &
Stable Disease®®l) 1380.8% (59/73) T&H -7z % B,
200mg/ HH5-LLF COAMEITHER S LT,

FIVEFHSE3221398.6% (72/7301) Td - 720 FREINERHIX.
Wi 557 .5% (42/7360) WL J& B 97 853 4% (39/7361)

T H149.3% (36/7301) . i i 445 2% (33/7361) . % 57
42.5% (31/7360 ). F B % E34.2% (25/736) ). 3895
32.9% (24/73%1 ). ¥% s Wt FE28.8% (21/7361 ). A Jd
21.9% (16/7361). JEH#520.5% (15/7361) Td - 7",

F AMEERR BRI B 2 I RS R ok 3 B BUES R R

#B55E 400mg (n=73)

E Y ES 67.1%
(95%fEHAIXR) (55.1~77.7)

I = B S 80.8%
(95% 13 HE X ) (69.9~89.1)

Complete Response 0%

Partial Response 67.1%

Stable Disease 13.7%

Progressive Disease 16.4%

Could not be evaluated 2.7%

##4) Southwest Oncology Group® 3£ (2 & % Complete Response
& Partial Response D7l

7£5) Southwest Oncology Group®#:##(Z X 5 Complete Response.
Partial Response & Stable Disease &

17.1.8 S EE TR (RLURELEREES. Wk
BhEiE)
fie RME 5 33em Bl L o 355 o 52 Y B % 52 1 72KIT
(CD117) Bt s RN 3 FR o % 3 50, ARHI 0l 4
ik (400mg/ H % 14ERIES) oGtz B s L7,
77 AR, CEEWRILEEEAYE N S 7z, 20074R4
HE S ToER (BIEMohdfE : 14, H) 2BV
FEFHMEH T 5 EFHRAAF L AR &G/ TF =
IHER Ly 75% D B MHEFE TAA L T2 I, &
HIFe 58 (35961) 288» HTH -7k L, 77 €K
P51 (35460) 13204 A — F130.398 (p<0.0001)

THo72,
FIE M SE B #1395.8% (323/337H1) TH - 720 TR EIE
FE 955749.9% (168/337H1) . T#i49.6% (167/33761) .
W& 547 .8% (161/337f1) + HR# A BHiZIE46 . 3% (156/337H1)
NET UK VEA3T.4% (126/33761) . RAE M FE23. 4%
(79/33761) . RIBilEZE9522.8% (77/33761) Th - 72",
17.1.9 ERE I HEHER
200343 H gL COEEHI BT, YIBRARRE TR
KIT (CDI17) Bultis e e s S 12400me/ H % #%5-
L7z &0ZExhE (Complete Response & Partial Response
DFI) 1346.4%(13/28) TH Y . i3> bu—)L# (Complete
Response. Partial Response & Stable Disease®&l) 1£100%
(28/28) TH o720 B, 200mg/HFG LT COHRME
R & TV,
BEERE=R132100% (28/28%1) Tdh - 720 EREIWERIZ
M) > #492.9% (26/2861). 1) ¥ 7SEREUEAT5.0%
(21/728080) « I BRERATL . 4% (20/28051) « F1 I BRELR
164.3% (18/28%1). T H#I57.1% (16/2861). H:50.0%
(14/2861) . ~EZ T E »§A50.0% (14/2861). ARKE
flE42.9% (12/28(1). PHRIEFE42.9% (12/28%1). I 7
VT3 U A42.9% (12/2861) . FAEPEFMES2.1% (9/28
B AR ) A 9RA32.1% (9/28%1) . ASTHENN28.6%
(8/28%51) . ALTHEIN28.6% (8/28%1) \1F A EJE25.0% (7/28
B1) . F 21 .4% (6/2861), Mz L7 F = B

21.4% (6/28%1). IfiLH I b U w7 &9 421.4% (6/2861)
THo72,
FENERRASRIC B 2 I W EE S R ok B BUES R R
5= 400mg (n=28)
e 46.4%
(95% MK ) (27.5~66.1)
BT v b a— L 100%
(95%f5 X ) (87.7~100)
Complete Response 0%
Partial Response 46.4%
Stable Disease 53.6%
Progressive Disease 0%

##:6) Southwest Oncology Group®#:#(2 X % Complete Response
& Partial Response D&l
7£7) Southwest Oncology Group®#:#(1Z X % Complete Response.
Partial Response & Stable Disease® i1
(742707 « TREFBERMEY >/ 1EAIMRE)
17.1.10 $+ES I 1855
FENGEIRYED 7 4 770V 7 4 T RAR B EaN) ~
XV I 56617 12 AR #1400me/ H . & 5 W IZARH
600mg/ H & 0 Bl 5% BaG 3 2 R SERA I NE S L7z,
600mg/ H4%5- T DM F RN HR1326.1% (12/46) 127880
bidze F72. MBEEEFRIE (Major CyR) &, 34.8%
(16/46) (ZFBDH BTz, FeG W oH gL, 62H (-
14~1,356H) THh -7z
600mg/ H #%5- T D ER R B AE 25 % B < BITEH Z6 8L 1%
100% (46/46%1) T& -7z FE R EIVEH L. HE080.4%
(37/46150 ). & H:60.9% (28/46f51 ). A 1 i IE37.0%
(1774680 ) IR 5 & P 7% f528.3% (13/46f9 ) # e 1
21.7% (10/4661) TH -7z,

& HVERRABRICB T D74 57N T 4 T RBEREEAE) ~
2SPEFT I B (205 A R AR

400mg (n=10) 600mg (n=46)
ML 0% 26.1%
<95% S (14.3~41.1)
8.7%
(NEL) 2.2%
'":é':f"% """""""" 7 [ A
I&'T%‘E ~oHR 0% 15.2%
M s 10.0% 34.8%
(95% (51X i) (0.3~44.5) (21.4~50.2)




Q) JRRESEMICIF U 1) 7 S3EERIE A I M M 1 T I ER
bl % &
H9) M= rRh R e ke (L TORHIZAE B DL E ok %

AL TWD)

CHR (Complete hematologic response) :
IFEk=1.5x10°/L, Mi/MR=100x 10°/L, Gtk o3f
ER<B5%. FAHIMHDFERO, FEAMAT R L

NEL (No evidence of leukemia) :

CHRE R:HEIXH LT 2 A% 5 i, ifhEk=1x
10°/L & 1M =20 x 10°/L (BATHI & O :80)
RTC (Return to chronic phase) :
B R OSSR D 3 ER<15%. B K OV RAY I
DIFFRHATE FEER<30%. M b O IFEFEIR<20%. L
e e O Rl LA o AT S 7 L
#10) MZERZENRIE (Major CyR) - &R oG % [ b
7 A E (R E R SR ©. Complete CyR & Partial CyR
W% &,
Complete CyR (Ph+45 24 [z 4%0%)  Partial CyR (Ph+
G324 I 2519% 2> £ 35%)
17.1.11 ERS I HEHER
T4 TTINT 4 THARGESEY oMk IREE (R
F8/(B AP S [0 i A S AN ) 8112 AR
#1600mg/ H % HACH - L7z & & O mig#rzh k. (Rfkl
A1V A 1ML D ZEBRIE 2R >0 B R SR ERS %A i) 138014
BIIZFE D S Av, 4 PLE o sh FHEfi % 580 72 E 6l
62.5% (5/8) Tdo7zo 2BNIHEERIE MEFHIIL R % i
1T L 720 F 72, MR MR) R (Major CyR) 1387.5%(7/8)
T, ) b5BlIdsEE SR (Complete CyR) Th-72"Y,
B ZEBI313100% (8/861) TH - 72o FEREIEMIX.
I ER R A2100% (8/8%1) . V) 7 SERH# 42 100% (8/8%1)
HLL87.5% (7/861). ~NEZ T v viA8T.5% (7/861).
TP ERERAT5.0% (6/861) | 17 1) w7 24KF75.0% (6/8
B, MY ET75.0% (6/861). MEIE62.5% (5/861).
589562.5% (5/8%1). ALPL-562.5% (5/8%1), AST L&
62.5% (5/861). fHiEH IV 7 AMET62.5% (5/861). 7
A2 IE50.0% (4/8%1) . 1% ME50.0% (4/861). HH I iF &
50.0% (4/8651) . #FHERIRAES0.0% (4/8%1) . ML/,
4ES0.0% (4/861), M7 VA1) RAT 7% —EH
50.0% (4/8%1). 7IV7 3 KTF50.0% (4/8%1). ALT L
750.0% (4/8%). 1-REEBHRI37.5% (3/861). FE#437.5%
(3/8f) . #1M137.5% (3/8f1). FIMIkigAE37.5% (3/8
). I e ) v e s BEN37.5% (3/861). £ AR IR
37.5% (3/861) . I/IMEELRA37.5% (3/861), Mz L

7= 1537.5% (3/861) TH oz,
Fx ENERRRABICBU 2 74 770V 7 1 7tk iEatky) v
2SR 1 AR

a7 7‘1_1\\‘,1711\ ATYLI AT VY37

J1— 7:1111‘»

All response Sustained All response Sustained

response response

IR EE 100% (8/8) | 62.5% (5/8) | 100% (8/8) | 62.5% (5/8)

(95% X ) (63.1~100.0) | (24.5~91.5) | (63.1~100.0)| (24.5~91.5)
S b fiz ol

%ﬁ;méﬁﬁ* 37.5% (3/8) | 0% (0/8) | 37.5% (3/8) | 37.5% (3/8)
PR o 4

62.5% (5/8) | 62.5% (5/8) | 62.5% (5/8) | 25.0% (2/8)

(Marrow-CR)

ML BRI _ _ 87.5% _
(95%(EHIX M) (47.3~99.7)

WD 37 7 xR AREACOBMEAZ BI0E L7223k 5]
IOAFYYaYy Tr—R 3T Tx— Ak HiED -
HEFERE A B E L Mo buEMIES#H & o (R# &
DRI 58T %) & 777 L 7 fkbidic 50 (8616l A%
I ATy ary 7= RIBATL. ) bABMEOBE L
iS5 ) % )
1E12) MR E 354 (All response : S I % f A 22
Sustained response : 4 LI OB EFFEFLL TV 5)
CHR (Complete hematologic response) :
TFiEk=1.5x 10°/L, M/MR=100% 10°/L. 11 o 3FER0,
HiEHR O ER<E%

Marrow-CR (Complete marrow response) :
M DZFERO, - BEH D3FER<5%

1#13) Mg RERRIE (Major CyR) © ZhROFEG M % [ 2
Wl s S B & HC. Complete CyR & Partial CyRif /5
et
Complete CyR (Ph+45-2-d il 750%) | Partial CyR (Ph+
rE PRI A3 1% 2> 5 35%)

17.1.12 BRI H T 2 HEREEIC & D ERRATE

T4 TTIWT 4 T YRR VoA IR RS ()

38) ERGITEM S N AH F AN PRET I B

VB ML S RO S A R R AR 1396.2% (77/80) T 14EIE

T £ N2 b AEFEERIZ60.046.1%. TAEREFlIEfRR 1

76.1£5.5% T & o 720 49611 A % 12 7% ML H0 I F4 4l %

Wit L 72"

H14) BEHL Y X 2 (P60 AL OREFN XS 2 R EHIE)
FERRE AN - 27 TR A7 7 3R, 200mg/m” (*800mg/m?)
ZdayLlZSIF I 20 1T C RIS 20 Y /L E Y ¥
60mg/m’ (*30mg/m®) #dayl. 2. L1 0F C Ll
iET 5, ¥z 2F >~ (VCR) 1.3mg/m* (5 K2mg)
Zdayl, 8, 15, 2212##ET 5. 7L F=vm > (PSL)
60mg/m*%dayl? Hday2l (Fday?) * TS5 T 5.
AHI600mg % day87* Hday63 F THEIH% 59 5. day2912
ANMLFH—F (MTX) 15mg. ¥ ¥ > (Ara-C)
40mg. 7F¥H A% (DEX) dmgk #iiET 5,
0L+ C1 - MTX1g/m’ 02415 [ Fge i % day 112
Eid 5, Ara—C2g/m* (Flg/m?) % 12 = & 124/,
day2. 3ICHET 2. AFLTL F=V 0 »50mgal1H2
A, dayl. 2. 312 # £ ¥ %, dayliCMTX15mg, Ara—
C40mg. DEX4mg#% #tiiEd %, C2 : A#I600mg# dayl
Sday28F TR 5 3 4. dayliCMTX15mg. Ara—
C40mg. DEX4mg#% #iiEd 5. (Cl/C2%1% 14 7V & L
T4 A 7 VY )

HMEFREE 1) AHI600mg# dayl: & day28 F THEIH% 5
3 %o 2) VCR 1.3mg/m* (R k2mg) #dayllZfiEs %o
3) PSL60mg/m’%daylh* Hday5F THEHE 59 5, 1),
2), 3) Eltv M& L CHEMELERF M T 50
1E15) i 2A1 56 4% % Complete hematologic response (CHR)

RROFHGI I & b v,
BFrER=1.5x 10°/L. I/ME=100x 10°/L. I O 3ER0,
B OFER<5%. BEIMIT R L

18. ZERhEIE

18.1 fEF¥F

1811 A~F=7FFuy v+ —BiFEHEHTH Y.

n vitroi 12 BT, Ber-Abl, v-Abl, c-AblF 1 »

FF AR HEST L, HIZ, M/ R E R T

(PDGF) =#HMAR R USCEFZHARTH HKITOFu v v F

F— B HE L, PDGFRSCEH 9 SNy 75

MEEE HET 5%, N-Ji A FIOVERBEWE. o vitro

AERIZB VT, c-Abl. PDGFZ A AL OKITF 0¥ v ¥

F— V% . RZALK & TR HE S 52,

18.1.2 4 ¥ F = 7WISCFHl#c &L 2KITFuy v ¥+ —¥

DAL K OGIST B H Mg 12 B\ TILiE S N /-KIT

FurFF—EiFEEE N ENE LAY,

18.2 ber-ablE - FRE MR (IGISTHRICK § 5. #EE

WEER L EEER

18.2.1 4 ~F =7, ber-abli#i{z T35 A MY K Ober-ablid

EFEED A S NS EEEHEAIRE (CML) &t

) Y SMEA IR (ALL) HSRAIRL o358 4 #0720 F 72,

n vitroih B2 B\ CTher-abli = T EM R I L 7K

b= ZAFEANEH 2% L. CML & OFALL % o0 AR 1l %

VBB T v oo = — IR ERTIE. ber-abl

WEFHH a0 = — DI % IR I FAE L 7220259,

18.2.2 4 ~F = 71%, ber-abli&{Z ¥ MEMIE % B4 L 7248

FE~ ™ 22 BT, O IR IR 2 B L 722

18.2.3 A ~F =7, KITFu v ¥+ —E»RNd 54k

G A L, EALE M REIESS (GIST) & sk o

MRS TE A B L 70 720 A= F =702 & 0 BN

F (SCF) KA T & b — 3 ZEMIZE &1, GIST

M2 B 2 7 8 b — ¥ AR USRI L 7222
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— i 2R
A4 <F =7 X )VEE (Imatinib Mesilate)

b4
4-(4-Methylpiperazin-1-ylmethyl) -NV-[4-methyl-3-
(4-pyridin-3-ylpyrimidin-2-ylamino)phenyl]
benzamide monomethanesulfonate

e
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20XX 4F XX A YRR (5 1 ARD

Bk 25°CULTF
HIHAM - 24 » A

nEESS .
FRLUFXF—HEAEES— (ABL 2 YR A ILRT v MESBIFAEHAD R

7 JEEE R
LT v REE 20mg

W7 bR ie

LTy REE 40mg
SCEMBLIX tablets

(GIE N UYTE i3 0
(FEE-EMEOQATZEICLVENT L)

I

1.EE

AHE. RBFICTHORMETEDERERICE T, EMHZEMLE
BOBRHEICH L THRLMFE - BEREFOEMOD S &£ T, AH DK
EAE EHIBENBEFICOVTOARET D &, = FF
ISk BAMBARICKNL L, BEXTZTOREICEMNERVEREE
TRIHBEL, REZ/THOREZMAIRTH L,

225 (ROBEICFBRELLENIE)
ARFN DRI LIS BOE DREERED & 2 B

OB E B A EE T 2 2 &
5.3 T17. FRIRAAR] DHDONEZRM L, AR OFIEKR Lt s
FNCEE L2 BT, BISEEFEOBIREIT) 2L, [17. 1.1 3]

6. RiZRUAE
W, AT I =7 LT 1 e 40mg 2 1 H 2 [\, Z2igrcRn
BE5T 5, B, BEOREBICLY BEREET D,

1. BERUVBEICEET 5FE

1.1 O FEEMEREE A & OO HICOWT, BEWER OZAMEITREN L
TUeL,

1.2 BRICARZ RS LTIG6 . RRIOMAFIRENMETT 25 & oRE
N5, REOEBLRT D20, RED 1 KA DA% 2 B E
TOMOARTILEET A 2 L, [16.2.1 BE]

1.3 RRAOEEIZ X EWERRHE LG AICE, BLToREELSE
W2, ARFNERE, WEIIT T2, B, WEL-ERGETH
BUENRRD SNTZHEAIIT 1 BoOABGHEE CTHEET S Z &N
T& %, [8.1, 8.2, 9.1.1, 11.1.1, 11.1.2 &M]

BIEHSEBRE ORIE, B, Fiko %
1A AL

I FPERERS 1, 000/mm?® LL_E R OV MK ER 3

IR ERES

1, 000/mm3 A
S MR EL DS
50, 000/mm® 475

50, 000/mm® LA EIZEIE T2 F TRIEST 5, 2
LRI ETE L-5GE1. BtakReo &5 &
THHATZ %, 2 HMAB A THIE L-GE
1%, 18] 20mg & 1 H 2 BNCHE L CHEET
x5,

L7 RICHORE LI2GE ., aFhEki
23 1, 000/mm? PA_b K OV /MR 23 50, 000/mm?
YRR T 5 ECRET D, [mERIET L
8] 20mg % 1 A 2 [ENZJE L CHBTE 5,

HERE ek CIE U
2R—¥ T MiE T
3T —E DMK
WAl EBRO 2 f5E

Mg EFE EIRO 1.5 fFRIEICHET S £ T
PR35, [EIEHIT 1 20mg 2 1 B 2 [l
HELTCHRATE 5,
HEZICHER LG AX, 5 EFIET 5,

EFELIAD Grade
BV IHIIN &S
MIEITER  (BRRRY
HEO IR IEAE
PEO IR AR E %
<)

Grade 1 LA FICEIET 5 E TIREST S, [FEIFE
%1% 118 20mg & 1 H 2 BIZHEE L CHBET
x5,

Grade |& NCI-CTCAE

ver 4.03 (23 <,

3. HARK - MK
3.1 #Amk
R4 LT v AEE 20mg AT Y v 7 AEE 40mg
BRSY VEERT VR =7HIRE | 18R 7 v 2 =7
21.620mg (7 I=7& | ¥ 43.240mg (7> I =
L < 20mg) 7'& LT 40mg)
A B, Brm—2 B R | b B0 —2 B F
X 7akliae— | xSkl n
AL TBANABR—RA | —RA T BRAH)L AT —
FhrUTLA KVbE=L | 2F VLA KR =
Toa—) G T AL | v T v a—v oy
W), Wb TFZ . AT T | AAtE). BLTFE
VU~ T3y O L, Z | 2ATT VU~ T Ry
NI KA, KRE | UA AT BKTA
VIF o ZMek, | BB KLY T =0
X E T A [ %7 AN A VNN
(%55
3. 2 EFI DMK
Wi7e 44 B AT Y 7 AEE 20mg B AT Y 7 AEE 40mg
PR WD T 4 N ha—F | BELEEEOT LA
74 VT EE a—7 ¢ T
kRl = — R i'.'! %0 t'.'! 10
P4Si Y | | | —
K& & B : 6. 2mm B : 8. 2mm
(%) B 105. 00mg B : 208. 00mg
4. EER LR
AAREICENRE X IEIATMAROEE &M H MiF

5. MEERITHRICEET ZEE

5.1 Yeta (KR IR EFRRAE I L 0 BHEEBEVE A MR & 2 S -
BECHERTLZ &,

5.2 2 S EOF v v %S —PIEANCHIME SUIARE T, B

8 EELERNWIEE

8. 1 HBHNHIN D bbb Z LD 5 DT, ARANR 5 BIAART R O 5.
IXEHIIC (B BAG RO 3 » H X 2 e, Z0%iE 1 » A
fi), £, BEOWREIOS U CIERE (MEREEES) 2170,
BEOREE FSICBETEZ L, [7.3, 11.1. 1 3]

8. 2RI HOND Z LD D DT, AFIF GBI R R 513 E
WEZ (1 % AfE) . F72. BEORREICS U Tl ) - —¥ X OUL



WTI7—EBEHEL, BEOREEZ+DICBIRT L, [7.3,
9.1.1, 11.1.2 &)

8.3 QT MIFRIERENH oD Z ENdH D DT, AT GBRAGHT M O
Hd, SEICE CCLERBRE R OEMRERE () UL =%
VU LE) TV, BEOREE HOICHET S Z &, o, HEIC
ISUT, BRE (WY UL, v T3V TAE) ZMETHI L,
[9.1.3, 10.2, 11.1.3 BH]

84 YLENH LMD Z ENHDHDOT, EMHC miHRE 29 5%,
BEOREL HICBET 2L, [11. 1.4 3]

8.5 Ber-Abl F i v X F—PHEROBEGIZLY BRIFATALAD
FHEMEAED B oD 2 L3 5 DT ARG L > THFE A
N ARG DOF WA gl U, ARFIE G-BRAARTIC MY 2 L@ 2175 2 &
[9.1.2 &H]

L. RENEREZEHITHIEEICEHTHEE

9.1 G8HE - BERZEOHHESE

011 EXRIFZDOBREEOH I ESE

ERDEAL UTER T 2 BENAH 5, [7.3, 8.2, 11.1.2 B[R]
9.1.2 BREFXAIAILRXv ) 7DEEIIBEERELSE (HBs R,
D HBe HifA X (& HBs HuiA5 %)

AFIPe G- BIEH 3k L TS RERE SR VA VA —H—DE=
2 7 RAT D BT T A L A DFEMEAL OB R O3B
HEETHZ &, Ber-Abl Fu v FH—VHEROREGIZEY BASTFA
TANADFEEALRH oD Z ERd D, [8.5 2]

9. 1.3 THIRERDBETNARITZOREROHLHEE

QT MREREA R Z D BZFNnH 5, [8.3, 10.2, 11. 1.3 BH]

9.4 4£TBREEHT HE

WEMR AT 22 RIS Ui, AR G B OV -6 T 1% — 2 M1 T 10
YR EE 24T 5 L HHET L2 L,

9.5 114%

T TR L CW D ATREMED & 5 Lotk 1R E O I8tk ik
Pz a5 S SN DEEICORELET 52 L, BImERICENT,
FEARIRERED 15.31F (T v b)) KOV4.46% (VX)) ITHY T HE
THE - UM (79 %) ROEERE (7 v MEOTHF) 233
bivlz,

BHALRWZ ENREE LV, AFIDHLHICBATT DRSNSV . A
WA 20 L CARIZ R L7256, ARICEEZ2AIER 2353883
LBENRH D,

9.7/NR%E

AN e G & U T2 BRPR BRI S L T gy,

10. HEER
ARFNE CYP2CO IZxt 4 B FHEIEM 277,
10.2 HAERE (BHRICEET S L)

T4 FRARAER - VTR | W - SEBRIN T
A T aFy—n (W AKAOFEHERRR | b T a2) Y —n
FHR) ToaBENRH D] (WHR) IC&Eh

[16.7.1 &MK] O NHIRLSA DA | D Fado ey
Faf S — L HF~ | L-B-> T aT X R
DORBEZEETDHZ| MY UBHEEENT
L, AR EOETH &
12X 0, RENOTIL
MET L, AHF i

TREZIKTIED

AREME B B,
CYP2C9 DB L 22 53 | 2 b OIEAI O FIME | AR A A CYP2C9 % BH
palll ANREmInsBZ | FT52 82k,
LT 7Y NRH 5=, BED | 2 O3EF| o i
TJrz=hAfV KA HEEICELSE L, | RELY EASELH

tlraxs T
[16.7.2 B ]

BITER B+ | iBER H 5,
BEIbHZ L,

QT MIFIER ZE 292 | QT MFREER &L = 3 | L2 QT MR & (2
RO TWAEA | iZE ST D82 | HES258ERZA
770 AawATY |(NRBDLTD BED | T 570,

g Ry R—)L

HEHN4 B RIER « HE vk W - fERK -7
AY R R Z EEICHET
[8.3,9.1.3, 11.1.3& | A Z &,
iz
11. Bl¥ERA

WOBWERMNSH HoND I ENHHDT, BLEE 452470, BER
BOLNTGEICT G235 72 CWMu R nEETO 2 L,
1M1 EXGEIER
11.1.1 B E&iNE
M/ RIBAME (24 4%) . #FHPERIBVDAE (17, 9%) , FEEMEAF HER IS E
0.6%) ., &I (5.1%) EnHHPNLZ ENH 5, [7.3, 8.1 FK]
1.1, 2 %
g (BEARB) . U S—8HIn (3.2%) . 7 7 —E8I (4.5%) %%
BoobildZeNbb, [7.3, 8.2, 9.1.1 ZH]
11.1.3 QT FRIEEE (1.3%)
[8.3, 9.1.3, 10.2 &MR]
11.1. 4 B
i (0.6%) ZERHobNLZENHDH, [8.45MH]
11.1.5 MEFEEER
JAEZE (0. 6%) . OB (0.6%) %AHHbhDZENRH 5,

11.2 20D EIER

5%LL SIA i A
JRYIE 2 Va7 — FRGEEY, T | 1 7r=
A HUE SRE R U
B M OV — FERWIE, B —
P BRIk
PR R b FIEpE TRENE D F U —
AR P — KFA4 74 FR
DR — B, BRI —
A
I i — & i —
MR E . R — Jfa7A, W% IR e —
R OVt b e FE Ol I 9
Ak
H i EETIN T, WEM, I8 —
Ii
TR = — fFmEse E&-. —
e UL
n
RIE RO T | 35 AR SRR EOE
HEL R pea
W E R RO — e R . B —
Al R R bl
— % - eHRE | Y T O PEIE, M | JEEN
ER O 5
IABYINiH
R AR R A — if A CK #400 —

14 BRLDFE

14.1 EFIZFHEOEE

PTP @EEDHEANL PP > — ROV ML CIRAT 2 L 28452
Lo PTP v — hOREIZ L0 | BWSAF S RIEREA~FIA L, BHIZiE
FHEBZ L CHIBAR SO EERAIHELIHET D&M b D,

15. Z0DEFE

15. 2 JEBRFREAER (ZE D < &R

In vitro HEMERBRICBWCIHERS RS G Oz, 0, BiER (=
T A) ATEWT, BERRE RO 32. 9 {5124 35 AR T RIE RS
NRD BT,

16. MR
16. 1 MARE
16. 1.1 EE%E



HA N BEEE RN S AH] 40mg Z ZERTINFICHLRIRE Q4 G- LTz & & o380
HE T A= RO TIREHERBIILL T O LY Tho7 v,

H A AR AT AT 40mg & ZEJEIRFIC LRI O G- LTz & & 0
IS T A —4

Cmax AUClast Tmax* T1/2
(ng/mL) (ng-h/mL) (h) (h)
93 943 9200 2.00 12.6
(27. 4) (18.5) (1. 00-4. 00) (10. 0)

SEASERIfE (BT CV%)
*Tmax I3 HRAE (Fe/ M- R AE)

1200 -
=)
£
(o))
£ 800 A
1 C
Ak
=
i
N
£ 400 -
=]
00 . . ; .
0 12 24 36 48
BFfE (h)

A A NEERERR AN AH 40mg A ZEHERFICHEIR ARG LIz & & D
MR AR (CEAfE AR 22)

16.1.2 k1% 5

AANE G TR M L OB AT O 18 M5 SEPE MR RIS AFK 40mg
ZZ2EREC 1 B 2 BIRER NS L & & OEYEE T A —Z KN
MAETEEHEBIIUTO LB THY ., %529 HHDORMILIT 1. 65

Thole, Fio. AHI10~200mg #V % 1 H 2 BIKERAFKE L& &,

Cmax K OVAUC I X F Ebb & Eal-> TN L 7= 2,

T8ME I B OB THA D18 PR BEME B 975 FR LS AR 40mg % ZEHERG 1S
1 H2ERERAFRG Lz & & OFRWBHRE T A —X

H Cmax AUClast Tmax*
(ng/mL) (ng-h/mL) (h)

H1HA 30 537(74.3)  2250(69.3)  2.10(1.95-5.62)
F15HA 12 718(57.0)  3790(53.0)  2.11(1.97-4.03)
29 HA 30 793(48.9)  3970(49.6)  2.01(1.00-6.00)

SEfTIAE (SefaT CV)
*Tmax (X RAE /MBI KAE)

1200 -
~ -O-551HE
% —A-5515H8
£ 800 A -0-55290HE
i
Bk
N
11
1
N
g
B 400 1
H

00O :
0 2 4 6 8 10 12
K5 (h)

ML) K OBAT I D BETE 1 s BB (S AA 40mg 2 ZEJE RIS
1 B 2 BIERARE LT & & omiEhiREHER
CEME + 1R )

16. 2 B4R
16.2. 1 BEDOTE

fEEERR A (24 1) (TAH] 40mg Z Z2fERE . RIS &, KON A1
B B G- Uz & & 228 IS %32 Cmax OV AUCInf D%
A SEIE O IR A AR UL Tid 0. 652 TN 0. 700, A &R
#%TIE0.318 HTR0.377T TH-723 GFEAT—F), [7.2 BR]
16.3 %7

TYI=T7oOe MEEARBARIZIT.INTH Y | BIEIIKRAE L)
S>7=-4Y (in vitro),

16. 4t 34t

T I =T OICIZEIC CYPIM, T Y v U BRA I ER
UGT2B7 23[85- L, 7L 2 v & O —EBIZIZ UGT2B17, 1A3 KON 1A4
MNEET 2 Z EaURENTZY (in vitro), EEERA (4 B]) 12 14C 4=
ik L 7o AAl 80mg TV A ZE JERFIC R O G Lz & & &5 24 K
#E oM ITITTICREEIREB S, E2R#EDE LT
M30.5 (0-7 v 7 o U RiAR) B OVMA4 (FRILIR) 28 &= (ifn
BEPIRHEE D AUC)- o4 \ZXF T D EIA X, £ EI 92, T%, 4. 93%, K&
ON1.88%) 9 UNEAT—4),

16. 5 ittt

FEEEREN (4 f51]) 12 MC Rk L 72 AF) 80mg 1 % ZE R RE|Z HA[RTHR 1 4%
Lzl &, BHHRHHRED 80. 0%3F T2, 11. %23 R I HEIE S
7o HEPICHEM ST RELIRIT I G IRED 56. % TH 729 (B
EANT—4),

16. 6 EDERERTHEHE

16.6. 1 BHeEEETEE

AH) A0mg Z ZERERFIC BMIFR M B - L7z & & BHSRENS IR 2 iR

(6 B) loxtd D EE (KFRIFEAMMIED eGFR 23 30mL/min A T&E
Wrasse L) OBHiEmEERE 8 F]) 2B 5 AHK|D Cnax
KON AUCinf DR EEMEOHITZENEN 1.08 LTV 1.56 TH 7=

GHEAT—4),

16.6. 2 FTHEREEE BE
AH| 40mg % ZEfERFICHERE OG- Uz & & HHERE DS IEF 2 g

(8 B) (T3 BUEHE (Child-Pugh 3% A) ORFHEREREERE (8 f1)
W23 1F BAFKIO Cmax J OV AUCInT D ESERIE D HIXZE L 1. 26
KN1.22 Thoto, W¥%E (Child-Pugh 5358 B) OJFHERERHBE

(8 f5il) 12351F % Cmax M OV AUCInt o $Ar LI D LI #F L2
0.983 LTV 1.03 Tholz, E/o, BEE (Child-Pugh 738 C) DI
fefEE B (8 1) (21T D Cmax F Y AUCInT O S(a SEHME D LE1T %
NEN1.29 RV1.66 ThH-729 FEAT—4),

16. 7 EWMEE/ER

16.7.14 k5 aF+V—IL (RERK)

e (18 41) 124 hTat Y — (BHMElE LT Fexyv 7
DEL-B-L 7 uFX AN v 8g ST AWK 200mg A 1 H 1
8 ARG L, AH| 40mg & ZEfERFCH AR A& G Lz & &,
BMPBE ST B A T a Y — v (R B GE AR
@ Cmax & OV AUCinf DA FEIMEO HuiT Z 24 0. 499 L T 0. 598 C
Hotz? GMEANT—%), [10.2 2]

16.7.2)L27Y) >

TR A (22 6) (CTAK] 40mg ZZ2fERFIC 1 B 2 8] 5 ARIER A&
HL, 77 U (CYP2C9 OIEHE) dmg Z WA G Lz &=, Bl
B 526t 2 AFIPEIED S-U L7 7 U v 0 Cmax & Y AUCinf @
BAPTEHEOITZNZEIN 1.08 LTV 1.41 THho728 SHEANT—
2), [10.2 MR]

16.7.3 ZMith

(1) #EREREA (1045 oA FTaF Y —n (@MHE LT Fe¥
VTR EN-B- 7T XA N UEEGEH LRV T R'AA]D) 200mg
Z1H 118 HMKERS L, AAI 40mg % 22 fEIRFIC R N &5 L
& & BB ERNIT 54 N T2ty —v (BT eAD B
BB DAFHF| D Cmax f O AUCIint OB DO HIZZFNEN 1. 04 K
W14 THo7=? GEAT—4),

(2) faEER A (14 H4)) 1227 T 2m~<A 2 (R CYP3A PHEFH)
500mg Z 1 H 2 8] 8 HWKEH G L. Al 40mg & Z2ERFIZ BARIRE O
Peh Lo b & BB GRHCT 527 T ) Aa~A v B GRO
ARFN D Cmax B OV AUCInt O EMTEEEDIZENEIL 1. 19 LT 1. 36
Thol? GMNEAT—H),

(3) BERERR A (18 #) 12V 7 7 e v (FEV> CYP3A #53E4]) 600mg
Z1H 16 AMKERS L, A 40mg % ZZfEIRHC AR N &5 L
ol &, BUMEERICHT DY 7 7 v BV U B RO RHF O
Cmax } OV AUCIinf &AM BB D HIZZ 424 1. 09 KT 0. 851 Th
2720 BEAT—4),

(4) fERERR A (19 ) ¥ = (P-gp FHEEA]) 300mg % 1 A 3 [H]
6 BRIRERG L, AH 40mg & 22 ICHER ARG L L&, B
M BT 5 % =¥ U GREOARHFI D Cmax J O AUCInt @



e SEEEDHIZZ N 0.887 KTN0.871 Th-7-7 BFEAT
—4),

(5) faEERk A (22 1) (TAHK] 40mg 2 ZZfEREIC 1 H 2 [\] 5 H BB
BOHEL, I¥Y T (CYP3A DIE) 4dmg # HEIRG L1- & X
B 52 5 A ARFIBE D I 45 A D Cmax O AUCIinf @
BAPEEEOIZZN TN 1L 1L KT 1.28 TH-72® (GHEAT—
2)

) fEEERR N (25 f5) (T A 40mg A Z2fERC 1 H 2 [ 3 H R AE
BO#EEL, L7 U =R (CYP208 MILE) 0.5mg ZHi[EHEE L7
L& BB SRR AARAIDEAEED L XS Y = KO Cmax KO
AUCinf OMTEEDOHITZNFH L. 14 N 1.08 TH-1=9 4+
EANT—%),

(7) AFNXBCRP OFEE TH Y . CYPIA2 ZFFE L, UGTIAL K (N P-
gp ZPHE LY (in vitro),

D AH OIS iz E R O &I
Do

X, 1[MH40mg & 1 H 2ETH

17. R R AL iE

171 BN RUVREHICET 55

17.1.1 EIFR RS 111 485888 (A2301/ASCEMBL &:E&)

2 DU EoF v —BHEANCESUE I RmE O @M o012
PR BEME A BT D 233 B (AARNEFE 16 flaEie) A4
AH 1A 40mg & 1 H 2 [BIZEERE, IR AF =7 500mg & 1 H 1 A&
BICRE N Uiz, EEFMITEE Th 5 24 WIS O FBRIBHEHRT
%h (MMR) 3 (202045 H 26 HT —& Wy b4 7) I FROEBY T
BY . RAT =TT D ARFIBEO BRI S REE S 417z,

AFHE RAF =T
%k 157 @ 76
MMR % 5] 40 10
MMR R 25. 48% 13. 16%
(95%15 1 X [H) (18.87, 33.04) (6. 49, 22.87)
MMR B2 12.32% (2.11, 22.53)
(95%(Z FE X [H)
BT /- 12.24% (2.19, 22.30)
(95%15 X))
P fif © 0. 029

O 157 BIRAFIREC 7 o & S & 156 BB AR %5 Lz,

Y JERIRTF (N—R T A R TTOMIBRR R ZEOF ) 12X
% Mantel-Haenszel ¥£1C X 0 {SHEX M 2 #EE

o JERIKFIZ & % Cochran-Mantel-Haenszel #i & (B 2= /K HEM{HI 0. 05)

AFIEE DL VRN G261 156 B, BIVEMIL 66. 0% (103 1) (ZFEH,
L7z, EZRBIWERNZ M/ MRIBAE 19. 9% (31 1), - rPERBUDE 15. 4%
(24 f51) . HEJE 9. 0% (14 1), H.Lr6.4% (10 B, J&55 5. 8% (9 Fl) K
O if 5. 1% (8 441)) %ﬂbof_m (2021 51 A6 BT —% v b A
7). [5.3 B8]

VE 1) ABL {51~ T3151 Xi& V299L R DB LS HER S - R 13
Eni,

18. I
18. 1 1R R
TV I =T ABL OF v X —PiEE A LET RS LAY T

b, TVI=T1Z. BLOIV XN ARYy MRS T A & T,

BCR-ABL fil & & > 737 OV V(b & L, T > 7 IUREES 1O
UMb ELET S Z Lk, EEEEMEER 2T T LB LN
TW5,

18. 2 EB R

18.2.1 7 2 =71%, B/AEM D BCR-ABL @A % v 37 3B+ 5 9
Fov MaVEEEME A M R (BV-173, CML-T1, KCL-22 flif
BREE) SR U CHEEMEER 28 L2 1N 12 (Gn vitro),

18.2.2 7 ¥ I =70%, AR IS (T3151) @ BCR-ABL filéG % v

RY BHBLIT B KCL-22 MlRZ R TR L7 X — K~ 2280 T,

JEBREERER 2R Lz 3 W (in vivo),

19. B2 1T 2 EBIEFEMHR
—WRRIARS . 7V =T (Asciminib Hydrochloride)

(b4 A-[4-(Chlorodifluoromethoxy) phenyl]-6-[ (34 —3-
hydroxypyrrolidin-1-yl]-5- (1//pyrazol-3-y1) pyridine—3-
carboxamide monohydrochloride

5312 1 Cyoll1sC1F,N;0; + HCL

43+ 486. 30

PRI - BE~EHEAOMRTH D,

(= v

H
HO™™ N_ _N
| a—,
H .
" P H HCI
/ ~JI
= 0
o” Tal

21, EB&EH

211 g ) A 7 R I 2 HE O b EYNCFERT D L,

21. 2 [N TORBIERI DGO TRONTND Z Lnb, BEUERER.
*ﬁiﬁ(@ﬁﬁlﬂdfﬁé?‘F&75§§é$§éﬂ5if‘®?ﬁ . ARES BRI
BRI 2 32 Z LIk v AFIEHER oW SRR A e
THELEBIZ, Kﬁﬂ@ﬁﬁﬁ&@ﬁ VRSB T 27 — & & RN
L. AAIOWE EMERICLE B EZ#R DL,

22 a

(LT v REE 20mg)
20 & [10 &8 (PTP) x2]
(LT v REE 40mg)
20 & [10 &8 (PTP) x2]

23. FEXGRK

1) FEPNEEL : Al & OIEYAE BAE B (A1101 3K85)  (xxxx 4F xx
A xx BHAGR, CTD2.7.2-2.3.3)

2) FEPNEEE  ERRILEIG T AREE (X2101 3UBR)  (oxxx 4F xx A xx A

&, CTD2.7.2-2.4.1)

3) ﬁ:lﬂ@"?{ﬂr gl o o e (E2101 38)  (Goxx 4 xx A xx
H&FR, CTD2.7.1-2.2.3)

4) fENEE B PEAMKES (xxxx 4 xx A xx H&FR, CID2.7.2-
3.1.6)

5) Tran P et al. : Xenobiotica 2020 ; 50(2) :160-179

6) Hoch M et al. : J Clin Pharmacol. 2021 ; 61(11) :1454-1465

) HNEE: 7T ) 2wl A bTafFy =L VT ey
URONF =V OIEYFEAAER R (A2107 35R)  (xxxx A xx A xx
HA&GR, CTD2.7.2-2.3.8)

8) HNERl: IF YT A UNLT 7 UKL AT Y = REDIHEYHH
HAEFARER (A2106 38B%) (xxxx 4 xx H xx HZ&AGR, CTD2.7.2-2.3.7)

9) NG R - AR AR (xxxx 4E xx A xx H/KFR, CTD2.7.2-3.4)

) AN EL : EERILRSS 11T ABEBR  (A2301/ASCEMBL #B&) (xxxx 4E

xxﬂ xx H7&RR, CTD2.7.6-4.1.1)

11) #ENERE: in vitrolZE T B AT IIHIMEH OB (xxx 4F xx
A xx BHA&GR, CTD2.6.2-2.2.1)

12) Manley, et al. :Leukemia Res. 2020; 98:106458.
) AEPNEEL: in vivo KCL-22 M SFERAR £ 7 L 3EFEER (1 A 2 [\
) (xxxx 4F xx H xx KGR, CTD2.6.2-2.3.2)

14) #PNERE : in vivo T3151 25 Bk KCL-22 il fa AR £ 7 /L 3K
FRER (xxxx 4F xx H xx KGR, CTD2.6.2-2.3.3)

24, XERERER VB LEDHEE
INNNT 4 AT 7= FEAR VT 4 ALV b
T105-6333 HURERHEX R / FH 1-23-1
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1 ThRE X (E%h 2R

1.1 $hRE S (X R
AR SR UL R TS O 1R B PE 1 1S

1.2 FEER (IR DR EIR AL

AENIOBHRESUTZhRIE, FICEBILFS MRS (A2301 588R) O ERAKRBRRRE % 2|
72

TP gErE B (CML) (328 (CP) , BATHI (AP) , Stk (BP) @ 3 SDyiil
R THEAT T A EMARER TH D, CML-CP BE OIEEIL TKIEENHF.LTH Y, 20 HEIL,
FIMEMEZ 2> be—L L, AmTPHR AR AP UL BP~OFRHHEITEHS 2 ETH D, BE
OFHn, GOHE, & TKIOZRMET 17 7 A VEZZE LT TKI ZRIRT5, ZRIGH LRI
TR CAREBEH O TKI Z3EIRT 223, BRE COAFEFGOEAESME (BCR-ABL1 @l & 8B 0
RGERER) BB THLENRH Y, BIRATRER TKI A7 78d, ZOZ &b, ZIRIEHELL
FED CML 1B I3 D R L OB & 5[2.5-1.1.2 H],

ABLO01 (7 ¥ =7Himei)  (LLF, KA 1%, FBERERFZH 3 55880 ofk 05w
HE72 BCR-ABL X U A b A VAEG AR » MEMLERICH L, BEFEDOA ~F =7 (F Ry 7
®)  Z—pF=F (FTF®)  FHF=T (ZFVEAR) EOFul X F—PHERK (TKI)
X, FF—BRAASCRNOTT =0 U (ATP) fEART Yy FEERET 2013 L, K
FIEFXT—B RALS HNOT R AT v 7L (XU A M AGEERT v b)) 2R & LT
W5, BEMF TKI EREATNLA R 572, BEFO TKI Mt 28 I %95 BHEEEIC K 26 2o
E, BEMROEREOUENHIFIND,

A2301 BRI, 2 FILL LD TKIIZ K 5 AHER SIS IR D CML-CP B 25512,
Week 24 D53 FBAZRFHIRTER) (MMR) HEEEL L TCRAOFIMEEZRATF =7 L Iik4 5 2
Ex AL L, ShisxdtE, 720k, HEER, ZEGR, EELRFEITERRTH 5, &
FF233 4732 0 1 T ABLO0L B (157 4) XIIARAF=TR (76 4) I7 ¥ LfbEh,
ABLOO1 #ED 144 2B < 232 4 TIRBREEDS 1 [BILL #5417z, ABLOO1 #£IZ1E ABLOO1 40 mg %
1 B2 BID) , RAF=TREHIIR AT =7500mg % 1 H 18] (QD) # 537,

FEMATRES T, FI0 AT SN IRBRIEZ & Gk T h o I BRE OFIG 1L, ABLO01 B
61.8% (97/1574) TRAF =T 289% (22/76 4) (TR 2 EE <, ABIOBWAE MK
ORI 72 BN TR SN T, EHEFMEE Th D Week 24 O MMR (%, ABLO001 #£ T 25.48%,
RAF=THET13.16%TH Y, ABLOOI BECRAF =T RUCH AR TR 2 fFE -T2, 7% Lk
JE B 12 X0 535 L 72 Week 24 ® MMR R d5@ Y 27 7% (ABLO01 B — R A F=7Ff) 1%
12.24% (95% CI : 2.19%, 22.30%) T&® YV, M CTHERENRO LN (p=0.029, T ¥ Lk

EL

R
|
e
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JERIR % FV = BRI CMH 1 A —3BME) . £72, Week481ZB W T HIAIERIZ, RAF=TRE X
Db 25V MMR BRI TR Y, KHIORFE MR I 72[2.5-4.2.1.3.1 H],
LZEMIZE LT, 2AEFR, Grade3 U LOFEHES, AIEN, EERAEHES, K5PIE
IZE S A EFRLORIFRIL ABLOOL B TR AF = TR AR TEL,, AFloREMET a7 7 A
JMEIRAF =T IR TRIFTH o7z, 1ZFEAEORERRIIZRAET, FrNTABR L
LCHE Lz HERE O RRMEIEWVERATRETH VD, AFI O B 2R OBEEN R S
72[2.5-6.3 1],

AANIZ 164 (ABLOO1 £ 134, RATF=THE34) PHAANGI, REITHERIEN 1 [EILL
F#E SN, TEFREE TH D Week 24 O MMR (3 ABL001 £ T 30.77% (95% CI : 9.09%,
61.43% ; 413 4) , RAF=TRET 0% (95% CI : 0.00%, 70.76% ; 0/34) THY, ABLOOI Ff
TRAF =TI TELS, BFRER L FRROR TH o7z, £/, BARANTHAIIEESL
LHEeME FORMBITHEE SR o 72[2.5-4.3.1, 2.5-5.6 ],

ARENTHHUERET 203 2510 o 0 5 F[HE72 BCR-ABL X U A A UfSE RS > ME
HIFLEAITH 0, BEAF TKLIZ & 2 BaEICIREIM U IR A O BF 5 LA MR S5,
CML-CP DIEHEIT TKI 2AHLTH D08, ZIRIBHELIE TO TKI O A MER V22T 4 Tiks
<, BT A U PEIT O TRINATREZR TKI 3472 < 72 %, B SEICIHUE SUIARTHZE O
CML-CP 5 % %I 4:Z TKI [Al & & B L 72K E i S T 53, ZRIGHEETO
TKI OFERLZ OMEHINE, NS, IFEER R ZRIGRITHL STV, L7z > T, Hillpik
IITHRPUME UIARMHA O CML J# ClE, MAORPEERIC I VRS L a2y he— LT, »n
OBREVECEN T, Bk TREZR AN RO LT\ D, AAIE, 2 FILL Lo TKIIZ X DRi1TE
PSRN HRPUE UL AR O CML-CP B % %I G2 50 L 72 A2301 3BT, RAF =7 RHIZxIT 5
BRI, BARZEEROBBEENMRE SN, 2O Enb, REIOEUINEE
RNAEESE I CHRPTE UIANIIAE D CML & L7,

1.3 PEER (IHRICEET HFE

5.1 Qe R )UTBE FRR A K0 BME SN B s & 2 S BEITER T 5 2 L,

522 0L EoF vy o —BHEFANHRGIMESUIRME T, B &M E s
FIHEHT 52 L,

53 N7ERREGE] OHEOWNEZZAFI L, KFOFME KR O L 22 o0 B L7z BT, J#
JSBF DIRIREATH Z &

1.4  PEXIHRICEET HERORERN
5.1 AFIOMIG & 72 5 BH ZWINTRINT 5 LER B D0, HHEORFE L CHRERET 2
NP Y
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5.2 A2301 FRBRDOXFGE, 2 FILL ED TKIIZ K 5 AHAEEICIRGIM: SUIRmE O @ ME#H o CML &
FEL, YSBRETOREIMER LA HER L, =, BITH, SfEibio CML BE I
B DHDER NI STV, L7e23-> T, 2 FILLEO TKIIZHBTHE T AA
OO CML BEICHEH SN KO EERET 2 L & LT,

5.3 ERRERBRICHEZ AN DN T BE M ONZE ORBRAGR 2 B L7 1T, AFIOWEIL L e BE %
WONCEIRTAMERN S H720, FHEOFEEE L CEERESTLIZ L L,

2 RZERUVAEMR

2.1 RERUVHEE
HWE., RAZIET I =7L L T1E40mg 2 1 H 2 [0, ZEEEFICROEET 5, B, &
FHORBIZ L B ERET D,

2.2 RZERUVAERDERN

12TEIR LB, EEEEFERE (A2301 BR) <, Aot (RAF=712k4 2 EilE)
B OVZ MR S VI ER O EEZ AR OHERAEMN & L Lz, A2301 SR TlE, IR¥EDH
2 REIRTA S 1 RFffE £ TORFZEES, ZZJEKRHIZ ABLO01 % 40 mg BID #%5- L 72, ABLO001
® 40 mg BID ##8 2 2 EILFHAET, BARMICHEDNH > -HA 121, WREIRETH 2 &
L7z,

A2301 RERTIE, 2 AILL LD TKIIZ X 2 AR FEICHRGUE AT O CML-CP 5 % %412,
ABLO001 40 mg BID XJZ7R AF =7 500 mg QD % # 5 L 7= %, EEFHEHE Th D Week 24 D
MMR 3 ABLOO1 FECRI2 5@ <, AERENRD BT, ZDORFIL Week 48 F Tilkivi L T
D, KROESWFHRAIRPHER SN, o, KROZRMET 0T 7 4 MIRAF =TT
BifCholz, BARANIEBNTH AR OLEMEN R S, A2301 RO HiELK OHEE AR
FIOHESE AR R L35 2 & CRIBEZR W &l Lz,

F7o, BEOEEZFM L E2101 38k, EKONA2101 BREOWTHIZEBWTEH, AFICE-T
TUI =T OBEEITRD LI D, RENFZEERICRG T L L, BRVIOBRFOR
R T 5 A2101 RERTI, 2O 7 4 v b a—TF ¢ o 78F (722 =7 Ol
Bl = thEnERLB8FLMT (ZEER, RIBEERE, KOEELTEEIRE) CHEE
HLiZEE, BEOBRICK>TT7 Y I =70 AUC KO Cmax I3 L7z, E2101 RBRCI%,
WTEDT 4NV ba—T 4 U TEEZETNENRRLBEESLMNT (EER, (REHEERE, KO
EERERE) CHEBEG L&D, TVI=TDPK/NT A—Z~DRBEE LT, 2%
JEREHE 5T T Tmax OB, (EIEDBEIREER G 1 K, SEEEREER G 2 K
MRIE L7z, 2ROIEFER (AUCinf XY AUClast) 1F, ABIFEERE S TiE 30% L, &
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NENFEERZ G TITR 2% L=, 73 I =7 " Cmax 1%, RIS EEERZEE KO EIE
BRI TENZNR 35% K U 68%IK T L7-[2.7.2-3.1.2 ],

2.3 RERUVAEICEZET 58
7.1 O PUEMERELSH] & OOFFIC DN T, ARMER ORI LTV ey,

72 BBICAKNZEG L2356, AFIOMTRENMET T2 L ORERH L, BFEOFELHE
J o7, BEO 1 KRFFI O RE% 2 KM E TOMORMITSRNT 2 Z &, [16.2.1 B3]
73 AR OEGIZ XV BIEADN BB LI2GAI12E, LTOREEEZ BT, RFIEZKRIE, BEX
FHIET5Z L, ok, BELEESGETARERRD bNIGEITIE 1 BlOA G H &

FCHEET DI Z LN TE S, [8.1, 82, 9.1.1, 11.1.1, 11.1.2 &)

IR P 5B
SF P ERELS 1,000/mm3 P _E & OV MR ERDY 50,000/mm’ LA _EIZ[EE$ 25 £ T
143 SEREAR

SFEPERECR 1,000/mm3 Al 2 BRBILAPIZEIE Li=35A0E, BliARF OB S5- B CTHETX 5,

b 2 & A CEIE L5613, 18 20mg & 1 B 2 EIIE L THT

50

FEBA L 72O 8L L 72 3558 . AP EREG): 1,000/mm? PA_E R QML IS
50,000/mm? LA LI [BI1E 2 £ TR 2, [BIfEHRIT 118 20mg 2 1 A 2 [l
R L CHBTE S,

L/ INREL DY 50,000/mm3 AT

S (G G LT ) < — 8 i | AR IEF R ERROD 1.5 RN FE 3 2 £ CIREET 2, [BIHE&IE 1 E] 20 mg
W7 27— EAMERERE LR | & 1A 2 BICHEE L THHTE 5,
D 2 (G HHRICHRE LIGEE, 52Tk 5,

LIS D Grade 3 LA o FEL
RFHIEIER (MREZEO
UVIEE (B 0D R A il B A TR
<)

Grade 1< NCI CTCAE ver4.03 {2565 <,

2.4 RAZERVARICEEYT 5B ORERM

7.1 AHEE X ABLOO1 HAIB HICBET 20 TH Y, fMoPiEEEES & ORIz ONT, %)
PR OV BMEIIHESL L TN 2 e, HEME T 2 L& Lis,

72 ARE2HIARD B0, BREICIVT VI =T OBRERIRDT 5720, BFEO 1 R
MHRE% 2R E TCOMORAITRTSZ & & L,

73 BWERRFEL L2582, HERVER, KROARFORIESLCHEIZ LV LT 5, BEIC K
DEENHER CENIHGEHEICHEETE A2 L, AFZHEL THARMEN MR TE
WA ICEARIO#R G 2R IETH 2 L L Lie, F72, BREIEH R OWEREICBE 3 5 A i o
WL, BG R LR EIE 2 B E LT,

Grade 1 LA FIZRIE T2 & CRIEST 5, BIEHZIZ1B120mg 2 1 B 2 [T
ELTHBATE S,
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H b/ 4

H TR ettt ettt ettt n e 2

L ettt ettt ettt aeaen 4

1.1 et e ettt a et a et A et A et A et s e e e e s e e e s s et e saranaesesnaesanans 4

1.2 BRI D FRTETRIL ..o 4

=y OSSOSO OO OORRORROTRO 4

2.1 B (ROBIFITIIIRG LZ2UNT L) et 4

2.2 BRI DR TERRIL oo 4

3 B I E M oot 4

3.1 B O N £ = OO OO SOOI 4

3.2 B 72 FARBTEB DFRTEARIL .ot 5

4 FFEDEREAT DB T DIEEM oo 6

4.1 BPFIE « BEFEFREE D 35 2 FEEMI oo 6

4.1.1 BPHE « BEATEEE DB D EBEE oo 6

4.12 BOHE « BEEREDORBE DO H D BE DO TEFRM.....o.ovoeoeeeeeeeeeeeeeen 6

4.2 AR AT T D M oo 6

42.1 A Y=o e I OO OO 6

422 HETERE AT DE DRRTEARML ..o 6

43 BEBTAR oottt 7

43.1 BT et eee e 7

432 BEBF DR TEARIL ..ot 7

4.4 FZILITAR oottt n e aanans 7

44.1 B LI e 7

442 FZFLIR D FRITEARIL. ..ot 7

45 INFBZBERI <o 7

45.1 I ettt 7

452 INVBEEDTETERRIL ..o 7

5 FHBAETIRE oot 8

5.1 FHTLAERH oottt 8

52 FAEAER DBETERRIL ..o 8

6 FIVEA oottt 9

6.1 BIE T et 9

6.2 BB R TEFRIL ... 10

T B L DTEBM .o 10

7.1 T ELDTETE ot 10
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CTD1.8.3 FAHALDIFE () RUZTOHREIRN ABLOO1/ 7L =2=J
1 4
1.1 a4

AANL, BRI oxs TE 2BEBMARICRBV T, S AR EIEEE OIR RIS L T2
Rk - RERZFFOEAIO S & T, AA OGN EY) & S DIEFIZOWT DR ET D Z
o Fo AANT X DMMBAMBIZEL L, BB UIZ OFRITA MR etz -+ i
L, AEEE TR ZMGTDH I L,

(IR, RHE)

1.2 EBLORTER

AFI OB AL, BEOREVERESR K OSEESE A OBLEND, BAIC %S TE 5 EREIER
T, M SEE IR ORI i - R A FOEMO b & T, AFI OB 5N & H S
NDIEFNZDBBEGEAITOMENH D ENORE LT, £, Ao IZHZ-> T, £F
UEZ DFHET Sk LI E OGN & BRIz SN T4l U, A 25T b 1 54 BAG
HUENRD B,

2 H#2ZR

2.1 22 (ROBHIZIIHBRELEGLNI L)
ARFN DA St USBIBOE OREALRE D b 5 B
(Fk)

2.2 EISOERTEEM
AR DR 5 UBEE OBEATED b 2 BB IC AR A5 5 U750, B /B 2356 5
THAREMENE 2 BIDH D LM, —RREE S LTI LT,

3 ERGEFRTEMN

3.1 EELGEFIE

8. 1HREMHI N D DOND Z LMD D DT, ARFFEGFMGAT R OG5 PIE s (5%
BRAID 3 » AL 2 B, Z0®%IE 1 » A . 72, BEOREIOE C TliRiEE
(MEREFETF) 2170, BEOREZ +oc8lsd 28, (7.3, 1L 1.1 2]

2R HHOND ZENHDHDT, KARERMGAT L OG- TESHIC (1 » A |
Fo, BEOREBISCCTE ) SA—BROMET I 7 —BE2REL, B&FOREL 5
BT L, [7.30 9. 11, 11.1.2 3]

8.3 QTRIIERDH LoD Z LD DT, AARGRILART LR O G T, BEITIETT
DEMBEROCERERE W) VLA v 72T L%) 2170, BEOREE 510
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CTD1.8.3 FALMIE () RUZTDHRERM ABLOO1/7L2=7

RTHZ L, Fo, MBS UT, ERE BV UL, 73T L%E) ZMIET DD
&o [9.1.3,10.2, 11.1.3&M]

8.4 BYENH LbIND Z NS HOT, EMCMERELZ T 5%, BHEOREL+5IH
£952 L, [11.1.4 B8]

8.5Bcr-Abl v ¥ F—EHEROBEGIZL Y BERFR VA LV ADOEHEELR S Hbhd
ZERHDHOT, RRPEGAITIENL > TIFR T A VARG O B2 B L, ARFIHE 5B A6
(YR E AT 2k, [9.1.2 B]

3.2 BEELGEXMIEORTERN

8.1 AHK| DG A R T Grade 3 LA EOF G & & de i/ MRIBUDIE, i PERIME & OB A5 S h
Too TNHOEZOL IR EZTHY, KAOIKRIEIZL > THEHWR TH 7223, KA
B 5BRART R O 5 i e, £/, BEOREBICN U CamBERE a2 E L+ gy 54
ENHDHZEMORE L,

8.2 AH D EFIRFABR T Grade 3 LA LOFREGF KR, BIEHEEOMIFEY N—BLOT7IT7—ED
M s SAvTc, PERITT N CEERILES TR (X2101 3BR) TR O LU, ARFDOIKRIEX
THIEIZE S TeFEENEENT, o, BEFEEDO MG Y N—BROT I 7 —EB OS>\ T
b, AFNOPILIZESTEERPEENT, AAIEGHERTRORGEHITERMIC, £, BEO
WIS CTIF ) N—BROT I 7 —BE2ME L +0BRT 0L ER DD 2 ENbRE LT,
8.3 AAIDEGAFER T QT MEENME I Tl Y, EELRFRFIMHRE (A2301 ) T, 1
£ TIEH D0 QTeF BRN—A T A U 1b 60ms Zi 2 THER L 500 ms & L[El> T, KA S
BAGRT R O G-I U CLERRESCEMRERE (WY UL, v 7 XVULE) 2175
THREOREL T3ICBIZZL, LERGGITEMREZMET 2LENDH D Z LR E LT,
8.4 AFN DRI CRIVENRE SN TS, A2301 5Bk THE SN ARFIHR 512 K 2 RYYE
(B TS OB, BRARYIEEZ GEe) DOIEE A E1E Grade 1 %2 TH Y, Grade3 LU L
OFRBBAE IR, EERFROBBEE IO TR o7z, £, FERILICE - =FRIT
<, REIDKIEZIZLEALEHEST L L2, WEMET L2 L TEARMRBTH7Z, LrLAR
N D, FEBEEIIEN S DD Grade 3 UL EORGYENRFE L TW\WDH Z L 2B E 2, EWHAICIMIK
MEEZEmRL, BEOREELTDIBET DL ORE LT,

8.5 AAIDRGIKFAER T B T 7 A L AFIEMEAL & DB 2 7R3 5 H LTS DAL TR NS,
fitd> TKI CTB WX T A NV ADFIEMHEALAHRESNTEYD 7T AV ZA 7 L LTHLATWND Z
EEMEE X TRRE LT,
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CTD1.8.3 FAHALDIFE () RUZTOHREIRNM ABLOO1/ 7L =2=J

4 BFEDERZEIHSBEICEHT HIER
4.1 B OHE - IEEZEDOH 5B ER

411  AHHE - BEEFOHSEE

I T EXRIEIZTOBREROSH I ESE
RPN EAL IR T HBZNNH 5D, [7.3, 8.2, 11.1.2 BM]

9. 1.2 BEFRAVAILRFY ) TOBRERXIIEEEZREE (HBs filRI2MH. HD HBec AR
HBs #iAkk& %)
AN 5B hAE ke L COFSRERAESCIFR VANV A~ — D — DT =8 U T 54T 9 %
BT U A L A D FIEVEAL DO BBEIER ORBUZEET D Z &, Ber-Abl Fr v ¥
—PHEAIOEGIZLD BHFRTANVAOBIEMHAERH boNb Z ENb5, [8.56%
]

9.1.3 (T HREEDHTNIEZOBREREOHLESE
QT IfRIEE N Z 2 BFN 0 dH D, [8.3, 10.2, 11.1.3 B3]

412 SHHE - BEERSOEEDH S EEDRTEEN

9.1.1 BFER XUTZ OREEED & 2 BT ITAR 2 5T 2546, RO SUIFREZH < T2oHIic X
DIEEICREOREEZBETIMNERHDL Z LN DRE L,

9.1.2 AFIOEGKRER T B B 7 A /L A FIEMAL & OBIE 2 /2T 2 M FLIFAE S AL T2,
fit> TKI T B R R 7 A VW ADOBIEHALRHRE SN THEY 7 7 AV A7 L LTHLATNS Z &
W E 2 CRIE LT,

9.1.3 8.3 O ERMICFLHEL DM Y, ARHF DOEGAFER T QT MR NME S Tnd Z & 2
FXTHEEL,

4.2 ETEREE AT H5ER

4.2.1 HEREEETHE
TR ATRE 72 A MRS 6 LT, ARAIER 5 R O 556 T 3 — E BRI 880 20380 247 5 & 5 48
AL,

422 HEREEZATHEDRERN
?y%%mwk‘é%&@%%if@@%%%i’%?éﬁ%? AFIDMERET > b L5
RIFTHEIRD 5NARD-728, & FOZBEICHT 2HEERF LT — 230 &
@Miz A - oh o O 546 T % — T 1P 2 BEAE 1R & % L7,
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CTD1.8.3 FAHALDIFE () RUZTOHREIRN ABLOO1/ 7L =2=J
4.3 1 imAR
4.3.1 M

TR SOTIR L TS AJREME O 8 5 otz 1R L OB SPENEtE 2 Eal 5 & HEr S

HPENCDOREETH L, BERICEBNT, BRBEED 16.31% (v ) k4.4
(VX)) (YT HETK - IBIEFE (79X ROMEGAENE (T FEOTHFX) RNR
O BT,

432 ERORTERL

SISkt 2 AHI4 500 B8 A U BN © & 2 BRRRBRAS T2, Ty FRUT Y X%
FAVIE « RSB T 2 3BRT, 15 - RIEFHMER RS RAESRD bR TV S0, IS Y
IFHEHR LT 2 FTREMED 8 2 MR IZTAR L EARB A ORG-S+ 5 L 5 E LT,

4.4 23

4.4.1 LR
BALRNWD EREE LV, AFIBAHICBITT 2 RN H 0 . RN 20 L TAK
AERLZSE, LWRICEERBWERNRET 282106 5,

442 EBIIROFZTEHEM
AHIDOE A HF~OBITIIRFT I TRV, BAEZER L 7-/NEICEEZRBIERN KB
TAHBIER Y AT DREETERNEND, A LW EREE LWEHRE LT,

4.5 INREIR

4.5.1 INRSE
/INREE G & LT BRI SN L Tueuy,

4.5.2 INREDOREIRL
AR 0 [ 3 5 B IR R ARGR R SE SISV T, NEE RS L LR BRI MR L TR S,
B FENERTX DL IBRE L.
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5 HEERR
5.1 HEEH

10. HBE1ER

AFIE CYP2CO (2 %3 2 BLEIEMA 2 739,
10.2 FAEE (BFRISEET S L)

HKH 4 5%

BERAEAR - HE T 1A

B - falRIK

A4 +TZaFry—n1 (NAR)
[16.7.1 &M]

AANOFIMEN T T D2B8ZnH
Bz, WHIRUANADA T a)
—NBIFN~DOREEBET D &,

A4 vZ7ary— (NH
W WCEEnbdEe Faxy
Tat-B- 7 aF xR
U AN LAE N TAK &
WETDHZEITLD, KA
DI AMET L, AAO 1
HRREE 2T S8 5 AR
B b,

CYP2C9 DIE & 732 2 FEHA|

[16.7.2 &M]

b DR OEIER R S D
BENROH DD, BHEDORELE

AHIHS CYP2C9 Z[HET 5 =
Lizkv., Zns KO

onzy ) - .

e TS L, BWEARBUC OB | P Es EH X8 %Ak
a ) THIL, Mid 5,

rLraxi s

L

QT fRIEE A = Z &b
T 5 A

A AUIN N =g (b Vg

Ry RF—)r

AH R

[8.3, 9.1.3, 11.1. 3 &M]

QT MIfRIER 2t = ¢ I B L & &
DRBENNRDDI=D, BEORESL
HEICBET D &,

I QT IR AE & (2 B4~ %
BIWERZ2A4 2720,

5.2

ME{ERA DR ERIL

A hTaFy—n (EHD) EORDEAERRER (A2107 3 8) <, 4 b7 2+ — (EH)
EDOPFRIC L AN DOBREENMET L7 Z L 2B E A TRE L, £72, CYP2CO FWEH THLH Y
N7 7 UL OEYR AR (A2106 &ER) T, AAIEOHHICEY S-ULT 7 U ORER
WA L7 2 L B E 2 TRROE LTz,

S b, AANOIARERT QT MRS IME SN TWDH Z &b, QTHIERAZK 42 &
PH BTV DA & AH 2B LIHE, QT MR 28 2 T B SE 2 BT i b 5
729, JFHEEICERE L,
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CTD1.8.3 FAHALDIFE () RUZTOHREIRN ABLOO1/ 7L =2=J
6 =l4E AR
6.1 =1EH

11. 2lER

ROBERR S LoD Z LR DHDT, BEEZ STV, BENRRD SN HGEITITH&
Gk 572 CilURMEEZTH Z L,

1.1 EXGEMER

11.1. 1 BEEHHI

M/ FE (24, 4%) . GFTPERICDEE (17.9%) . FEEWEAF T ERBDEE (0.6%) . &I
(5.1%) SEnRbbbhdZ bbb, [7.3, 8.1 &MH]

1.1 2%

Wede (BEEEARE) | U S—BEIN 32%) . 77 —BHEN 4.5%) Enbbbihd 2 &R
b5, [73. 82, 9.1.1 ]

11.1.3 QT fEfREIE& (1. 3%)

(8.3, 9.1.3, 10.2 &H{]

1.1, 4 B

ifige (0.6%) ERdoLbLNLIENDD, [8.45H]

M1 5 MEFAEMER

JMFEZE (0.6%) . DRI (0.6%) ENHLDLNDZERH D,

11.2 ZDfhDE|1EHA

5%LL 5% ATl BEEEAA
EYIE e OV 2E AU — FRGEEYE, TROERY ST
N A E & — MR A RE, RARBHE —
TR R E SHYF ZEED F —
R pEsE — K474 T
Do — B, BXHH R —
i — i L FE -
W, SR K OWERR — a7k, PR REE, FE OB —
[ Jae . ik
Bl SN T, MR, B —
JHNEE R B — R A, e e —

NGl

B B OV T REARBE | 3895 IR SeAREEOE
11558 B 5 S OV ALk — ke, BRI —
e
—f - BHEEROE | Y ZOPEIE. VHIE FEEL
R IR N =
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R | — |t cK s — |

6.2 Bl D& ER AL

ARIEZFEHE L 7o FRW ONTHEBMRE X, AFOEEPET —% o — MRS OFRIVER &K OARA
DEGIRFERAS RIS EFRE LT, BBV I XE R IL R BIERER (A230136k) T, AHKI40 mg
Z 1 H 2 mEE LB oM@ a M A i B 2 x4 & Lo RIERERHRERICESEHE L
U EHE R THRO LN TV ARWERICOWTIHEERRA L L,

TERREWER] OFEGITLLFICESERIE LT,

11.1.1 A O BERGABR T Grade 3 LA E ORGSR & G e i/ IMRIBAE, 4f P ERIBAME & OV I 23 HE
SINTNDZ L ZBEEZRE LT,

1112 AH O BRGABR C Grade 3 LA EOFZ &2 Gielsk, BIEGEMEOMIE) N—ER VT I 77—
O EAPRESINTZ &, BERIIAFIORIE I IEICE > -4, MEFEMEOME Y S—
BEOT X7 —BDO EFIIAFNOFILIZESTmFHERENENEFENTWNWDLZ EE2BE ZFHEL
77

11.1.3 AR OERRER T QT MIBRIEE A HE S TW5, QT MFRIER IZEE O LHERRICE K/
R RITT AN H D Z ENLEE LT,

11.1.4 8.4 HOFBERMUTFELH OB Y, AH| OB CRYEN ]G SN TR Y, FHEBHEIX
R s DD Grade 3 LA EDEILE S FENTND Z & 2B E X TRIE LT,

11.1.5 ARAFGIZ K 2 MieZEeiE (e, BEiftE P r M s & Te) ORBIE
J£ (4 Grade 2 OY Grade 3 LA LD HFS) MK, EERFERLOEGEHILICESTZHEFLOH
BUBE 13D TR o 7o, BURER T, HEDOIGRIEZ A 3 5 BEEMICBWT, KA MR
FEIZBIE 95 & D5 FLIXEG R R K OFERRIR R D R DTV, RAID GRS T,
AHNE DREBEEDBE SN TR WEERIMEAEEFESZNRE SN TS Z L2 E 2 T
E LT,

7 EALOIEMR

71 BWHALEDEE
141 ZRIZAEEDEE
PTP @ EEDHEHNL PTP & — 2 DH W L CTIRAT 2 L 51883552 &, PTP v — F DK
WS A RIERBEAHIA L, BT ELE R 2 U CHERIRR S O HE 2 A HE %
ﬁ%?é_kﬂ%éo
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ABLO01/ 7L =2=7

7.2 WA LEOEEOHRTEIEA
PTP WIEDIANZRT 2 — iR & L TRE LT,

8 ZTDHDFER
8.1 JEERFRRERICE D < 1§31

15. 2 SEERPRELER ICE D < 1E#R

In vitro JeEMERBRICIH W TIHIER RGO, £, 8WFER (w7 X) IZBWT,
IRIRFE D 32. 9 51404 9 2 & TR RAEEN RO b7z,

8.2 FEERIREARICE D  {FHRD KX ERM

~ U AR 2 W 7Ot BB R O~ 7 R & W T B IR EVERRBR ORE R, Statt &k

OVERAEIE 2 R DR RDPGONTVWD Z L Z B E A TRUE LT,



1.9 —RRMBMICHER DI XE
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1 EXR—EHETF (JAN)

R — B4 FRIE, 202047 7 H 3 BAF3EAESRERRE 0703 55 2 512 L0, T D& BV @S
iz,

ek T 1 301-5-BS

JAN (BA%) 7y =7k

JAN (I& 4) : Asciminib Hydrochloride

SR
H
HO™ \__N_ _N
| ~N
H .
\ P N HCI
/= F F
HN
— O
oxm
2 International Nonproprietary Names for Pharmaceutical

Substances (INN)
Asciminib : WHO Drug Information Vol. 31, No. 1, 2017, Recommended INN List 77 ® 69 H {Z r-
INN & LTI S 47z,
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ABLOO1/ 7L 32=T

%4 « Bl | fng : N-[d-(Zuery7ita 2 hFI)7 2 =)L]-6-[(3R)-3-t Fuxnrl Pr-1-A/L]-5-
4 (H-E7 Y —3- A /NED D3 RF T IR — R

#4, © N-[4-(Chlorodifluoromethoxy)phenyl]-6-[(3R)-3-hydroxypyrrolidin-1-yl]-5-(1 H-pyrazol-3-

yl)pyridine-3-carboxamide monohydrochloride
# o X

¥ - Hel
TN
o) Cl
CoHisCIF2NsO; « HC1

ZhRE AR | AHAFEITHRGE SO IAMIA OB M B 5 15
Mk - A& | EE, RACETYI=7E LC1E40mg % 1 A 20E, ZEMICEROEST 5, 2B, BF

DIRFBIC L B ERET D,
B 3K & o f5
£
MR 4 K OV | JRR - 7o I = TR
TR | W 28TV 5y RGN mg (LFEPICT 327 L LT 20mg 2GH) , AT Y 2%
7 | fEdomg A FEFIZTI=T L L T4Omg 2EH)
i P | HE G et (B o83t &)

S BOks
A X > 600 mg/kg
A% 5w
R | BE5 | 5 | BEE MR 7P R
WM | B | (mgkg/H) | (mgkg/H)
(HEfH)
Z vk 2 o 0, 50, 200, 50 600 mg/kg/ A : AEE |, EfHE

600 Ly UM T, AFPER T, B

T, RMEKRAST A= |,
WARMERE T, eUre T, M
g T, N— — RO RIENER
Ny, s o> B4 T
>200 mg/kg/H : N—F —Ro>2E
fafb B OV e 5E
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P PR (e &)

gk | &5 | &5 | BE5E mEEE ST
M | B | (mgkg/H) | (mg/keg/H)
GHERD)
Tk |4 A 0, 50, 200, BEsh7 | 200mg/kg/H : ALTT () ,
600 Mot PE-FER T ()

600 mg/kg/ A = M EPEHOANE,
R | (), REHENE ],
R |, AmERET, ALT
T, HEET, e,
Vol nrvoal ()
2L X7Fe— T () , JRpH
T, RET (HE) , REE]
) , AIBOREEXR, +=
TG D RE AR, TR,
CYP2ET () , CYP4A 1

() , CYP3AT (itff)

> 50 mg/kg/ B« MEARIR Bk E

T, MhgESET, AMITEET,
frlseE R T, Mo s E T
i

>200 mg/kg/ H = PEBAOBEH 5y
WS, FRMERRNT A —H
L, ASTT, WL, ~—&—fR
DA, FFs O 2IE & OREsh
fmo>TTit ()
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ARG EERR ()
A 1326 | #&nQ 13 week: 0, | FrE 72 | BE1C @ 200 mg/kg/H : 1 2/36

200 Mot %, 50 mg/kg/H : M 2/20 f,
26 week: 0, 0 mg/kg/ B : it 1/36 {5
15, 50, 200 50 mg/kg/ H : AFREREL T ()

200 mg/kg/ H : A JABHICEH S
Wt BEWRE, HAok
WEDHE A,/ B, —iEtEo
IEEIEIRT, REEDPR, 280
B E R, M, REHEN
=, BEE], AmERKT,
GFHRERECT, VrosERE T, H
ERECT, fsRECT (B
ALTT (H) , ASTT (i) ,
WEAL, 7oA77, RV
7UkYU KN (), Zn7)
1 (), BYre
(M) , =L ATFE—11
() , prvonl ()
Ml ER T (M) , RIBER
T, HRERT, HRoBER
TERL, I RE O OE AR
K, MROBESNE M & OV
FILAERN, BB oM Fe S
N, RO I ARAEESE, NEE
FODPERFRIIEAE R, R ORHLEZ AT
e i=m (i)

> 15 mg/kg/H : FRIMEKR/RT 2
—x | () , MRARMERE T
(BE) , PO B0 s st
), PR IR A FfaiE
(i) , N—F—JROENE
i B OV R 2R (i)
>50 mg/kg/H : JRIMERR ST A
—x | (M) , MRARMERE T
(M) , ALTT () , JHbseE
&1 () , DZEPLEITE
REX (HE) , ~N——IROE M
/R B OB A R
(), HFigoaHERE 1
(M), FFligoD L A AL
(M)
[EIEPERRBRE © 200 mg/kg/F
Mg taERAE T, N—F R
DN,/ FEHE K OB I
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RiE#H SRR (i)

My | &5 5. Beha Bl 2y EPT R
M | B | (mgkg/H) | (mgkeg/H)
(HER)
A X 2 #& 0, 15, 60, 15 FETC : 200 mg/kg/ B : M 1/2 51
200 200 mg/kg/H - B (i) , TE
itk M) , 747V =~
V1, TIT7—8T (), V
SN—ET () , ALTT

(#e) , ASTT (HH) , 77
VEAZ 72 —ET (H) , =
vATe— T (), WU U
AN}

> 60 mg/kg/H WM, PEEELE
%, RE |, KEEMNRE], &
iR |, RMEKRANT A—%
L, #ERARMERE T, ORI
AT, 7I7—8"

() , UV X—ET (&) ,
ALT T () , ASTT (M) ,
TNAHYRAT 7 2—F 1
M) , =v2Fa—n1
() , PR IRE iR,
b= Y73
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P $ G ERER (e )

SR 4 o 10,3,1560 | HESNZR | 60 mgkg/ H : B, WM, W
NSy WEiE%, HIE (), ISEHPER

T HE) , Wik (iE) , BEEME
&), RAEoME ()
RE |, BeHE |, RimEkRS
T A—=& |, FEIRMERATE
T, MW T, aLATe—
A1, BEUAEYT, ALT?
() , ASTT () , T
UYRAZ77H2—ET (M) , B
HEg T ), FRRIRE e
E, RO M, B R
b, BEJE, 2% OYEAS

() , +F6M, Z=85, [
W, ARG R ONBEIE D2

() , W/ YL ()
ACiRER () |, BEoZE
i

[EIEPEERBRAE © 60 mg/kg/H
g/ N, ML, R OME
AR O FAEMEEAL () , T3
UGT | (i)
>3 mg/kg/H : BN D B R 25
P (1)

> 15 mg/kg/ B« MEARIR M Bk %
T, TIT5—E1, VA—F
T, MENE O MRz M A
(M) , MEiORE L, CYPLA
T
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P PR (e )

@R | 5 | &5 kb R E7eHT R
i R (mg/kg/ H) (mg/kg/ H)
CER)
% 1/2 g 1 week: /i FrE S e SELC 1 150 mg/kg/H : 1/3 4l
15,60 ol 150 mg/kg/ H : WEM:, #k{E, U
2 week: Kt SNR—=¥ 1, TIT—¥]
150

> 15 mg/kg/ H : RIMERR ST
A= |, HERIRMmERE T,
M/REL T, TEMEEES S e
VRT T AF UMY, Ja
7Y, ASTT, ALTT,
CK 1T

>60mg/kg/H : UL
T, TAHVRAT 72—
!

0, 10,30, 100 | 30 100 mg/kg/ H - W&, WEEE, T
FO(ME) , #RGE (M) , R
L), RERINE |
(M) , B () , R
MERR ST A—% | () ,
MR m ek T (), ArE
Bt T, WEMEAEERSY be R
7T AF U, AmEkEK
(ME) 1, AFHPERE (M)
T, UUoNgks (M) 7, B
g (M) 1, fFEEEREK
(4E) 1, KAFEYL A
e 1, REAT )
RBEHRT, 7vT7rF=r
T, U ), RIEOE
t, iRERT, BlRER
T, O FFRaAE, B
DRAE ER MR X, &8
D ZE R Y

>30 mg/kg/H : (A |

(e , REHEINE |

(e , \eEE ] (M) , R
MERRNT A—4 | ()
HERIRMmERE T (M) , BV
e, sazysr, a
VATu— T, BREAT
(#)

% 13

=
O
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CTD1.10 X - BIXEZEDHEEETEHDFE LY ABLO01/7L2=7
KER G aERER ()
ik | &5 | &5 | B5E T TP
WM | B | (mgkg/B) | (mg/kg/H)
(H
i)
v 39 #&mo|0,3,15,50 | 50 50 mg/kg/ B FAEIEZ, R0
BB NT A—% |, EHIRIM
BRARE L, MERRmEkEL T,
EYLEY ], ILATFE—
AT, IFREE T, RBIFE
DZERU LI () , O
FEABRRAE IS, Rl (s Tk
X, MEEEOaRILE
>3 mgkg/H : BIBEE
>15mg/kg/H : R REDZE
fafbigid (1)
ALT: 77 =073/ bT U AT 2T =8, AST: TANTEVRT I/ hT AT =
Z7—¥,CK: 7 L7 F=rFF—F,CYP: F 7 r—L4P450,UGT: VU P> V)
VA= 5
glfF M| EBRLES HLAEER (A2301 3ER) KOEBRILEZ LB (X2101 3ER) OfFE&#Tics
W, ABLO001 40 mg BID 234 5 S 4172 T3151 B8 A4 H 720 CML-CP B 186 6D 95 6, Fll
YEM (Adverse Drug Reaction) 1% 58.6% (109 4) 2389 Ltz EREWEMIE, M/ A iE
24.2% (4544) , WFRERBAIE 17.7% (33 4) , BEREFRIEM 11.8% (22 4) KUY 11.3%
Q14) HECTbhot,
£ | 2T 4 A7 7 —~ iRt WA WA
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ABLO01/ 7L 2=7

1 E 3P
BHEH | % & | EBEmEmE | HiELE | il 5%
32 TARITREE
¥ 7U3=JHERE s EF{
HE|: LTI REE 20 mg, LTV I REE 40 mg
2 F4E
#ft&# | Report No./Study £ =& ECES A RBR=kSH | wESEERE | Hh3E
z= No. 54)
42 HBRBMEE
4.2.1 FIEHER
4.21.1 WAZERMITHHER
4.2.1.1-1 RD-2020-00196 | Isothermal titration calorimetry studies of 2 BBl E JINLTAR o) B
Asciminib binding to ABL1
421.1-2 RD-2013-50447 | Biochemical and Cellular Activity of ABLOO1 2 | AR JINLTAR AN ST
4.21.1-3 RD-2019-00440 | Effects of Asciminib on the proliferation of a 21 EI Jﬂ H JINILTAR B i
large panel of cancer lines
421.1-4 RD-2013-00008 | Structure Validation Report for NVP-CME911- | 20J] PR B JINIVTAR By STl
NX-3
4.21.1-5 RD-2013-00510 | NVP-CME911-NX-3 (crystal structure analysis) | 2088 |l F |l B JINILTAR TN i
4.211-6 RD-2020-00071 | Characterisation of the ABL1-asciminib- ZIE'EI =} JINVTAR 29N i
dasatinib ternary complex
4211-7 RD-2013-50145 | ABL001 in vivo efficacy and PKPD 2 £ A =} JINILTAR TN i
421.1-8 RD-2020-00314 | In vivo efficacy of ABLOO1 in T315I-mutant ZH)ETl =] JINILTAR )N i
xenograft model
4.211-9 RD-2018-00292 | In vivo efficacy of ABLOO1 in acute 2(1&5)51 ! H~ FE T AN Eui]
lymphoblastic leukemia 2 =R B A
4212 BIRMEEAR
4.2.1.2-1 RD-2020-00068 | ProQinase report 16520: NVP-ABL001 (XB- v Ed Bl E KAyt FE o ]
97-FZ10) in vitro kinases profile
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42122 RD-2020-00069 | NVP-ABLO01: in vitro effects on protein and 2 #pAPeE FA V&R ENE &/ Sl
lipid kinases
4213 RLHEEHR
4.21.3-1 RD-2013-50448 | NVP-CME911: In vitro Safety Pharmacology 2(. if-.ﬁl . B JINIVT4R ) 8%
Profile
42.1.3-2 RD-2012-50350 | Effects of Five (5) Test Articles on Cloned lon | 2 SR A e~ *E &5 &
Channels Expressed in Mammalian Cells 2 BERB
42133 1214502 Effects on hERG channel currents in stably 2 £ FRB JINILTAR 2 &
transfected HEK293 cells
421.3-4 1370037 Effect of ABLOO1 on cloned hERG potassium 2 £RA ~ *E B 2]
channels expressed in human embryonic 2 =M B =]
kidney cells
421.3-5 1270621 ABLO01: Single Oral Gavage Dose =0 A ~ *EH By o]
Cardiovascular Telemetry Study in the Male REM B
Beagle Dog
4214 EHFNEDIEEERRR
- | - EEELEY - - - .
4.2.2 EYPHESR
4221 SERVN\)T—LavBEE
42211 DMPK Quantitative determination of ABL001 in rat 2(. ﬂil A . a8 JINIVTAR 2 il
R1300134a-01 | plasma by LC-MS/MS
Method validation report
Amendment no. 1
4221-2 DMPK Quantitative determination of ABL001 in dog 2(. iF-. B ' =] JINILVT4R &5 i
R1300134b-01 | plasma by LC-MS/MS
Method validation report
Amendment no. 1
4221-3 DMPK Quantitative determination of ABLOO1 in 2(. iF-. J=| ' A JINILVTFAR P72 BT
R1300134c¢-01 mouse plasma by LC-MS/MS
Method validation report
Amendment no. 1
42214 DMPK R1400910 | Quantitative determination of ABL0O01 in 2(. ﬂ-:.ﬁ . =] JINILTAR i3 B2
monkey plasma by LC-MS/MS
Method validation report
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4221-5 DMPK R1701368 | Validation of a method for the determination of | 2 8 B ~ h+45 By il
ABLOO1 in rabbit plasma (K2EDTA) by liquid 2 0 B =]
chromatography-tandem mass spectrometry
(LC-MS/MS)
422.1-6 DMPK R1800401 | Validation of a Method for the Determination of | 2 F A =] XE F:0) 8 il
ABLOO01 in Rat Plasma by HPLC with MS/MS ~c2$ 4 g' =]
Detection
DMPK R1800401 | Addendum No.1 2 QBB XE AN ]
4221-7 DMPK [4C]ABLO01 (CME911) Synthesis and 2 3 B =] JINIVT4R %) 8 FT{
R1200556-02 Analysis
Amendment no. 2
4221-8 DMPK R2000174 | [M+5]ABL001 Synthesis and Analysis 2(. F8A =] JNILTA4R a5 o]
4.222 RIR
42221 DMPK R1200909 | Pharmacokinetics of CME911 (ABL001) 2 £ A =] JINILT4R %) i}
following an intravenous (3 mg/kg) or oral (60 ~2 )21 Bz]
mg/kg) dose in the monkey
42222 RD-2013-50081 | Pharmacokinetics of ABLOO1 in dog X E El E J18VT4R &/ ]
4.222-3 RD-2013-50096 | Pharmacokinetics of ber-abl allosteric inhibitor 2 -3 )z =] JINILTAR By il
NVP-ABL0O01(CME911) following a single
intravenous or oral administration in male
Sprague-Dawley rats
42224 RD-2013-50097 | Pharmacokinetics of ber-abl allosteric inhibitor 2(. E.H . =] JNIILTA4R a5 il
NVP-ABLOO1 following a single intravenous or
oral administration in male C57BL/6 mice
42225 DMPK Absorption, metabolism, and excretion in intact 2(. q-:. )Ejl B8 JINLTAR #B o) B
R1300136-02 and bile duct cannulated rats following a single
intravenous (5 mg/kg) or oral (30 mg/kg) dose
of [*C]ABL001
Amendment no. 2
42226 DMPK R1300349 | Pharmacokinetics of ABLOO1 after oral 2 8 B ~ JNIILTA4R a5 il
administration of 150 mg/dog in the dog with ;‘ ﬁ'. g‘ g
pentagastrin pre-treatment at fasted and fed
states
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42227 DMPK R1300822 | Pharmacokinetics of ABL001 in two salt 208 < A B JINILTAR pii: 2 B2
formulations after oral administration of 150 :% !. g..
mg/dog in the dog with pentagastrin pre- =]
treatment
42228 DMPK R1500815 | Absorption, metabolism and excretion of 2%5%5 '.E J1LTF4R w BT
ABLOO1 in the monkey following an ~2 J=]
intravenous (10 mg/kg) or oral dose (30 g
mg/kg) of [“C]JABLO01
4223 #%
4.2.2.31 DMPK Tissue distribution of radioactivity following an E_‘ﬁ ‘ ~ JINILTAR F:0) 8 il
R1500105-01 oral dose of ['“CJABLO01 in male and female =0 E 8
rats Amendment no. 1
42232 DMPK R1300135 | In vitro blood distribution and protein binding of 8 B ~ JINILT4R &5 2]
["“C]ABLOO1 in mouse, rat, dog, monkey and q-:" ﬁ'. =]
human
4.2.2.3-3 DMPK R1600670 | Evaluation of methodology for determination of | 2 £ B =] JNIILT4R i3 i)
plasma protein binding of [*C]JABL001 in ~2 B
human plasma, stability assessment of 5]
[“CJABL0O01 and human plasma
4224 K
4.2.2.4-1 DMPK In vitro metabolism of [#C]ABL001 in rat, dog, JINILVT4R i3 i)
R1300172-01 monkey, and human hepatocytes
Amendment no. 1
4224-2 DMPK R2000114 | In vitro metabolism of [14C]-ABL001 in mouse JINILTA4R P2 i
and rabbit hepatocytes at 2.5 yM
4224-3 DMPK R2000268 | Ex vivo stability of the ABLOO1 glucuronide JNIILTA4R By 2]
metabolite SWO996 in rat, dog and human
feces
4225 ittt
- - | BUEHLL - - - -
4226 EYWEFIEMBE 1R GEERRK)
- | - EEELEY - - - -
4227 ZDHDEMTERER
- | - BEAHEL - - - -
4.2.3 HHERER
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4231 HEEHRSHMERR
4.23.1-1 1270174 An oral (gavage) sighting dose phase toxicity 2 88 ~ JINILTAR B BE
study with non-invasive telemetry in male dogs | 2 <M B =]
4232 REBSHERR
4.2.3.2-1 1270173 2-week oral (gavage) pilot toxicity study in 2(. fg. J=] . B JINILTFAR #B o) BE
male rats
4.23.2-2 1270619 4-Week Oral Gavage Toxicity and 8 B ~ *E By il
Toxicokinetic Study with ABLOO1 in Rats with a fg‘ ﬁ‘ A
4-Week Recovery Phase and Micronucleus
Assessment
4.23.2-3 1470225 26-Week Oral Gavage Chronic Toxicity and B A ~ *E By il
Toxicokinetic Study with ABLOO1 in Rats with a 3 121 BE
13-Week Interim Necropsy and 4-Week
Interim Recovery Phase
42324 1270561 2-Week Oral Gavage Dose Range-Finding 2('&:. A . B *E ) 8 BE
Toxicity Study with ABLO01 (CME911) in Dogs
42325 1270620 4-Week Oral Gavage Toxicity and ZI‘EF ‘ ~ FE #wBot EE{
Toxicokinetic Study with ABL0O1 in Dogs with 2 < B =]
a 4-Week Recovery Phase
42326 1470175 Multiple week (up to 2 weeks) oral (gavage) 2 =5 E JINITAR P BE
dose range finding toxicity study in male
monkeys
42327 1470095 13-week oral (gavage) toxicity study with non- JINIVT4R &5 o]
invasive telemetry in monkeys with a 4-week
recovery period
Final report amendment no.1
4.2.3.2-8 1470799 39-Week Oral Gavage Toxicity and *E By il
Toxicokinetic Study with ABL0OO1 in
Cynomolgus Monkeys
4233 BEEERR
4.2.3.3.1 In Vitro BB
4.2.3.3.1-1 1213038 Ames test JINJLTAR TS &
4233.1-2 1270618 Reverse mutation in five histidine-requiring AFYR ) Bl
strains of Salmonella typhimurium
4.23.3.1-3 1214013 Micronucleus test in vitro using TK6 cells JINWVTAR &5 8%F
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4233.1-4 1670377 In Vitro Human Lymphocyte Micronucleus 20m @A B8~ AFYR ) FT
Assay 208 W F M B

4.2.3.3.2 In Vivo HE&
4.2.3.3.21 1270619 4-Week Oral Gavage Toxicity and Z;fﬁl B l H~ JINILTAR P28 B2
2y A e

Toxicokinetic Study with ABLOO1 in Rats with a
4-Week Recovery Phase and Micronucleus
Assessment Appendix: Micronucleus

assessment

4234 HNARMERER
42341 RHMNARERR

. - [BLERGL | - | - | - | -
4.2.3.4.2 FXIEFAHNARERR

. | - [BLERGL | - | - | - | -
42343 ZDhDHER

- EEi A0 I - | - | - | -

-
4235 EWEERIERR
42351 BHERUEKECONMEREIBET SRR

4.2.3.5.1-1 1570166 An oral (gavage) fertility and early embryonic | 2l - | F |l E ~ h+5 =B Bl
development study in the rat 2 FWA B
42352 B-RRERELEICETHHABR
4.2.3.5.21 1470272 An oral gavage study of embryo-fetal 20m 8 A B~ Hh+E E2) B3]
development in the rat 200 @M E | B
4.23.5.2-2 1470226 A dosage range-finding embryo-fetal b Ed )] G Hh+5 &5 &
development study by oral gavage in rabbits
42352-3 1470271 An oral gavage study of embryo-fetal 2 Age~ hr% &/ Bl
development 200 =W A
42353 HAMRUHERORELVICBAOBAECEIT HHEB
- | - EELCED | - | - | - | -
42354 HEREAV-HAR
- ZUEHEL | - | - | - [ -

- |
4.2.3.6 BATRIMERER
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4.2.3.6-1 514323 Assessment of contact sensitizing potential 2! ﬂil A ' H~ *S54 P08 il
with the murine local lymph node assay (LLNA | 2 =4 )21 2
TIER I)
4.2.3.7 ZDDHEIEFER
42371 HREREBR
- | - [BA&EBEL . - - -
42372 SESERR
- | - EEEEES - - - -
42373 BUHRBOHBFICETIHR
4.2.3.7.3-1 1370559 2-week oral (gavage) investigative toxicity 2 =] 5 PE J1ILTFAR P28 BE
study with a sighting phase in male dogs
4.2.3.7.3-2 1770677 A 3 to 7 day oral (gavage) investigative toxicity 2(.&5. A . =] JINILTAR 0§ BE
study in male dogs
42374 KEHER
- EES . - . .
42375 KEYOEEHR
- EES . - . .
4.23.7.6 THYOEHEHR
4.2.3.7.6-1 2120038 ICH M7 Mutagenicity assessment of impurities =] JINILTAR By BE
4.2.3.7.6-2 1312586 Reverse mutation in five histidine-requiring =] AFYR 2§ &
strains of Salmonella typhimurium
42.3.7.6-3 1512516 Bacterial Reverse Mutation Assay =] FEDPA By BE
4.2.3.7.6-4 1512518 Bacterial Reverse Mutation Assay =] AFX)R &5 8%E
423.7.6-5 1512605 Bacterial Reverse Mutation Assay =] REDF &5 8E
42.3.7.6-6 1512606 Bacterial Reverse Mutation Assay =] AF¥YR By BE
423.7.6-7 1512607 Bacterial Reverse Mutation Assay =] REDF &5 8E
4.2.3.7.6-8 1512610 Bacterial Reverse Mutation Assay =] AFX)R &5 8%E
42.3.7.6-9 1512611 Bacterial Reverse Mutation Assay =] AF¥YR By BE
4.2.3.7.6-10 1512612 Bacterial Reverse Mutation Assay =] AFXYR &5 B%E
4.2.3.7.6-11-1 1612526 Bacterial Reverse Mutation Assay =] AFXYR &5 B%E
4.2.3.7.6-11- 1612526 Final report amendment no.1 =] FEDPA By BE
2
4.2.3.7.6-12 1712527 Bacterial Reverse Mutation Assay 1) R i EAN %
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4.2.3.7.6-13 1712528 Bacterial Reverse Mutation Assay AF¥1YR By BE
4.2.3.7.6-14 1712533 Bacterial Reverse Mutation Assay AF¥YR By BE
423.7.6-15 1912543 Bacterial Reverse Mutation Assay AF¥YR B BE
4.2.3.7.6-16 1912570 Bacterial Reverse Mutation Assay AF¥YR B BE
4.2.3.7.6-17 1912586 Bacterial Reverse Mutation Assay AXYR 2 £E
42.3.7.6-18 1912587 Bacterial Reverse Mutation Assay AFYR By SE
42.3.7.6-19 2012506 Bacterial Reverse Mutation Assay AFYR By SE
4.2.3.7.6-20 1870206 4-Week Impurity Qualification Oral Gavage *E By il
Toxicity and Toxicokinetic Study with ABL0OO1
in Rats
4.23.7.7 ZDDHAER
4237.71 1115610 in vitro 3T3 NRU Phototoxicity Profiling Assay JINLVTAR V%A 8%
423.7.7-2 1270766 Assessment of phototoxic potential with the TSR a5 i)
murine Local Lymph Node Assay (UV-LLNA
by oral route)
423.7.7-3 DIS R2020079 | Assessment of circulating microRNAs in dog JINILT4R a5 sE
plasma as markers of pancreas injury
4237.7-4 DIS R2020080 | Evaluation of ABL1 and ABL2 cross-species JINIVT4R %) 8 &%
protein sequence homology
REREH . wES
Bs el (BB
4.3 ##Xﬁ (FHli~&EDH:BHFEH)
Apperley JF (2007) Part I: mechanisms of resistance to imatinib in chronic myeloid leukemia. Lancet Oncol; 8:1018-29. 28
- Barretina J, Caponigro G, Stransky N, et al. (2012) The cancer cell line encyclopedia enables predictive modelling of anticancer drug Bt
sensitivity. Nature; 483:603-7.
- Blakes AJM, Gaul E, Lam W, et al. (2021) Pathogenic variants causing ABL1 malformation syndrome cluster in a myristoyl-binding 2
pocket and increase tyrosine kinase activity. Eur J Hum Genet; 29(4):593-603
- Camenisch GP (2016) Drug Disposition Classification Systems in Discovery and Development: A Comparative Review of the BDDCS, b2
ECCS and ECCCS Concepts. Pharm Res; 33(11): 2583-93.
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- Chang YM, Bai L, Liu S, et al. (2008) Src family kinase oncogenic potential and pathways in prostate cancer as revealed by AZD0530. gL AN
Oncogene; 27(49):6365-75.

- Cowan-Jacob SW, Guez V, Fendrich G, et al. (2004) Imatinib (STI571) resistance in chronic myelogenous leukemia: molecular basis of AN
the underlying mechanisms and potential strategies for treatment. Mini Rev Med Chem; 4:285-99.

- Davies B and Morris T (1993) Physiological parameters in laboratory animals and humans. Pharma Res; 10(7):1093-5. s AN

- Dohse M, Scharenberg C, Shukla S, et al. (2010) Comparison of ATP-binding cassette transporter interactions with the tyrosine kinase s AN
inhibitors imatinib, nilotinib, and dasatinib. Drug Met Disp; 38:1371-80.

- Eadie LN, Saunders VA, Branford S, et al. (2018) The new allosteric inhibitor asciminib is susceptible to resistance mediated by ABCB1 wH
and ABCG2 overexpression in vitro. Oncotarget; 9:13423-37.

- Eide CA, Zabriskie MS, Stevens SLS, et al. (2019) Combining the allosteric inhibitor asciminib with ponatinib suppresses emergence of gL AN
and restores efficacy against highly resistant BCR-ABL1 mutants. Cancer Cell; 36:431-43.

- Flis S and Chojnacki T (2019) Chronic myelogenous leukemia, a still unsolved problem: pitfalls and new therapeutic possibilities. Drug B
Des Dev Ther; 13:825-43.

- Hantschel O (2012) Structure, regulation, signaling, and targeting of Abl kinases in cancer. Genes Cancer; 3:436-46. s AN

- Hantschel O and Superti-Furga G (2004) Regulation of the c-Abl and Bcr-Abl tyrosine kinases. Nat Rev Mol Cell Biol; 5(1):33-44. AN

- Hughes TP, Mauro MJ, Cortes JE, et al. (2019) Asciminib in chronic myeloid leukemia after ABL kinase inhibitor failure. N Engl J Med; AN
381(24):2315-26.

- Jabbour EJ, Cortes JE, Kantarjian HM (2013) Resistance to tyrosine kinase inhibition therapy for chronic myelogenous leukemia: a AN
clinical perspective and emerging treatment options. Clin Lymphoma Myeloma Leuk; 13(5):515-29.

- Khatri A, Wang J, Pendergast AM (2016) Multifunctional Abl kinases in health and disease. J Cell Sci; 129: 9-16. wH

- Loscocco F, Visani G, Galimberti S, et al. (2019) BCR-ABL independent mechanisms of resistance in chronic myeloid leukemia. Front AN
Oncol; 9:1-11.

- Manley PW and Stiefl NJ (2018) Progress in the discovery of BCR-ABL kinase inhibitors for the treatment of leukemia. Top Med Chem; gL AN
28:1-37.

- Manley PW and Barys L (2020) The specificity of asciminib, a potential treatment for chronic myeloid leukemia, as a myristate-pocket LA
binding ABL inhibitor and analysis of its interactions with mutant forms of BCR-ABL1 kinase. Leukemia Res; 98:106458.

- McDonald ER, de Weck A, Schlabach MR, et al. (2017) Project DRIVE: a compendium of cancer dependencies and synthetic lethal AN
relationships uncovered by large-scale, deep RNAI screening. Cell; 170:577-92.

- Miller GD, Bruno BJ, Lim CS (2014) Resistant mutations in CML and Ph*ALL - role of ponatinib. Biologics: Targets and Therapy; 8:243- wH
54.

- Murtaugh LC and Keefe MD (2015) Regeneration and repair of the exocrine pancreas. Annu Rev Physiol; 77:229-49. LA

- Nagar B, Hantschel O, Young MA (2003) Structural basis for the autoinhibition of c-Abl tyrosine kinase. Cell; 112:859-71. wH

- Namba M, Ohtsuki T, Mori M, et al. (1989) Establishment of five human myeloma cell lines. In vitro Cell Dev Biol; 25:723-9. AN

- Nicolini FE, Basak GW, Kim DW, et al. (2017) Overall survival with ponatinib versus allogeneic stem cell transplantation in Philadelphia B
chromosome-positive leukemias with the T315] mutation. Cancer; 123:2875-80.
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- Qiang W, Antelope O, Zabriskie MS, et al. (2017) Mechanisms of resistance to the BCR-ABL1 allosteric inhibitor asciminib. Leukemia; ) S
31:2844-7.
- Schoepfer J, Jahnke W, Berellini G, et al. (2018) Discovery of asciminib (ABL001), an allosteric inhibitor of the tyrosine kinase activity of AN
BCR-ABL1. J Med Chem; 61:8120-35.
- Soverini S, Branford S, Nicolini FE, et al. (2014) Implications of BCR-ABL1 kinase domain-mediated resistance in chronic myeloid wEH
leukemia. Leuk Res; 38:10-20.
- Soverini S, Colarossi S, Gnani A, et al. (2006) Contribution of ABL kinase domain mutations to imatinib resistance in different subsets of ) S
Philadelphia-positive patients: by the GIMEMA working party on chronic myeloid leukemia. Clin Cancer Res; 12(24):7374-9.
- Tran P, Hanna |, Eggimann FK, et al. (2020) Disposition of asciminib, a potent BCR-ABL1 tyrosine kinase inhibitor, in healthy male B
subjects. Xenobiotica; 50(2):160-79.
- Tweats DJ, Blakey D, Heflich RH, et al. (2007) Report of the IWGT working group on strategies and interpretation of regulatory in vivo s AN
tests I. Increases in micronucleated bone marrow cells in rodents that do not indicate genotoxic hazards. Mutat Res; 627;78-91.
- Ulrich P, Streich J, Suter W (2001) Intralaboratory validation of alternative endpoints in the murine local lymph node assay for the gL AN
identification of contact allergic potential: primary ear skin irritation and ear-draining lymph node hyperplasia induced by topical
chemicals. Arch Toxicol; 74:733-44.
- Warmuth M, Kim S, Gu X-J, et al. (2007) Ba/F3 cells and their use in kinase drug discovery. Current Opin Oncol; 19:55-60. AN
- Wylie AA, Schoepfer J, Jahnke W, et al. (2017) The allosteric inhibitor ABLOO1 enables dual targeting of BCR-ABL1. Nature 543:733-7. gD AN
- Yang J, Campobasso N, Biju MP, et al. (2011) Discovery and characterization of a cell-permeable, small-molecule c-Abl kinase activator wo
that binds to the myristoyl binding site. Chem Biol; 18:177-86.
- Ye D, Wolff N, Li L, et al. (2006) STATS5 signaling is required for the efficient induction and maintenance of CML in mice. Blood; gD AN
107:4917-25.
- Yeo WL, Riely GJ, Yeap BY, et al. (2010) Erlotinib at a dose of 25 mg daily for non-small cell lung cancers with EGFR mutations. J s AN
Thorac Oncol; 5(7):1048-53.
- Zhang J, Adrian FJ, Jahnke W, et al. (2010) Targeting Bcr-Abl by combining allosteric with ATP-binding-site inhibitors. Nature; 463:501- gL AN
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5.3 ERRREREEE
5.3.1 EMERIFHRBES
5.3.1.1 NAFTRASE) T4 (BA)HEBRES
5.3.1.1-1 E2101 A Phase |, single center, two-group, open-label studyto | 2l =l EJll B~ | FAViES 2N i HY
evaluate the effects of imatinib and food on the % 55)51' =] HFNE
pharmacokinetics of ABLOO1 in healthy volunteers
5.3.1.2 & BA BRBRRUENFHRENE BE) HBRHREE
5.3.1.2-1 A2101 A two-arm, crossover, randomized, open-label study to 2 FHWA . A~ KA YEH 2N sE L
evaluate the relative bioavailability of ABLOO1 from two =R A . =] HFE
tablet formulations in comparison to the CSF capsule
formulation and the effect of food in healthy subjects
5.3.1.2-2 A2104 An open label, single dose, randomized cross-over 2d8 =R A ~ KA VE&EFR TN BE HY
study to characterize relative bioavailability of orally 2 =RERB HIE
administered ABL0O01 CSF capsule and tablet
formulations in healthy subjects
5.3.1.3 In Vitro-In Vivo DB @R HLI-ABRBREE
5.3.1.3-1 | General Report- | GastroPlus model development report 2 =BF B JINILTAR 4 e -
ARDO000059
5.3.1.3-2 DMPK Development and validation of the final physiologically- | 2l ZFRERE~ | //\)LF4X &5t il HY
R2000208 based pharmacokinetic (PBPK) model for asciminib 2 =R A =]
5.3.1.3-3 DMPK Application of a validated physiologically-based 20 =HEE~ | //NLT1R 2N B2l HY
R2001088 pharmacokinetic (PBPK) model for asciminib to predict 2 Eﬁ.ﬁ A
drug interactions, organ impairment, and food effect at
different asciminib doses and regimens
5.3.14 EMFHRVEBIEENDITERFRES
5.3.1.4-1 DMPK Quantitative determination of ABL001 in human plasma | 20J] £[jj El§ 8 | //SLv7(% #wH B -
R1300134d-02 | by LC-MS/MS Method validation report
Amendment no. 02
5.3.1.4-2 DMPK Quantitative determination of ABL001 in human plasma v Ed Bl hE )N il -
R1500058-02 (K;EDTA) by LC-MS/MS Amendment No.2
5.3.1.4-3 DMPK Quantitative Determination of ABL0O01 in Human 2J A B AR E5 i -
R1701209-02 Plasma by LC-MS/MS Amendment 02 to Method
validation report
532 ErEREHERAVWV-EYSEEEDHRBREE
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5.3.2.21 DMPK [14CJABLO01: Metabolic profile in human liver 2 8B ~ JINILTAR wByh Bl -
R1200921 microsomes, contributions of cytochrome P450s and 2R =Hl 5 B8
UDP-glucuronosyltransferase to metabolism, and
potential for drug-drug interactions
53.2.2-2 DMPK In vitro assessment of cytochrome P450 enzyme 2(. ﬂil B . A JINILTFAR #E 4} e :
R1300242 inhibition by ABL0O01
53.2.2-3 DMPK In vitro assessment of time-dependent inhibition of 8 A B~ | /INILT4R By ] -
R2000001 cytochrome P450 enzymes CYP2B6, CYP2C8 and <R A g
CYP2C19 by ABL0O1
53.2.2-4 DMPK Assessment of [14C]ABL001 permeability across Caco- JINILTAR TN E ] -
R1300249 2 and LLC-PK1/MDR1 cell monolayers and its potential
interaction with drug transporters
53.2.2-5 DMPK Assessment of [14C]ABL001 uptake into primary I T4R &5 FT -
R1300252 human hepatocytes
5.3.2.2-6 DMPK In vitro Interaction Studies of ABL001 with the human NIHY— 2N i} -
R2000050 BCRP and MDR1 Efflux (ABC) Transporters, and with
the human MATE1, MATE2-K, OAT1, OATS3,
OATP1B1, OATP1B3, OCT1 and OCT2 Uptake
Transporters
5.3.2.2-7 DMPK Assessment of [“C]JABL001 as substrate of human JINILTAR Fi 2N i -
R1300355 organic cation transporters 1 and 2 (OCT1 & OCT2)
5.3.2.2-8 DMPK Assessment of ABLOO1 as an inhibitor of the human JINILTAR )N E 4] -
R1400124 bile salt export pump (BSEP)
5.3.2.2-9 DMPK Relative contributions of cytochrome P450 (CYP) and JINILTAR )N E 4] -
R1400553 UDP-glucuronosyltransferase (UGT) enzymes to the
metabolism of ABLOO1 in human liver microsomes,
determined by recombinant CYP kinetic analysis and
UGT inhibition studies
5.3.2.2-10 DMPK ['*C]JABLO01 Caco-2 permeability in presence or JNIT4R pii 3 ) ] -
R1600019 absence of simulated intestinal fluid components
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5.3.2.2-11 DMPK In vitro assessment of UGT1A1, UGT2B7 inhibition by WA JINILTAR B 2T ] -
R1600146 ABLO01
5.3.2.2-12 DMPK In vitro assessment of UGT1A3, UGT1A4, UGT2B7 and J1VTAR =B Bl -
R1600486-01 UGT2B17 inhibition by nilotinib, dasatinib and imatinib
using ABLOO1 as a probe substrate
5.3.2.2-13 DMPK Assessment of [“C]JABL001 as substrate of human I T4R =5 B -
R1600720 multidrug and toxin extrusion 1 (MATE1) transporter
5.3.2.2-14 DMPK Chiral analysis of ABLOO1 in human plasma following I T4R =5 B -
R1700800 oral (80 mg) administration of [1“C]ABL001
5.3.2.2-15 DMPK Evaluation of ABLOO1 as an inducer of cytochrome *E B i) -
R1701235 P450s and UGT1A1 in human hepatocytes
5.3.2.2-16 DMPK EVALUATION OF ABL001 INDUCTION OF CYP3A4 *E 2N i} -
R1809192 AND CYP1A2 IN HUMAN HEPATOCYTES:
DETERMINATION OF RELATIVE INDUCTION SCORE
(RIS) AND R3
5.3.2.2-17 DMPK Contributions of individual pathways/enzymes to the JNIT4R pii: 28 FT -
R1709012 clearance of ABLOO1 in humans
5.3.2.2-18 | RD-2020-00101 | NVP-ABLO01 permeability in MDCK-KO NV T4R &5 FT -
5323 #hRErEFEHERAV-HABRBESR
- - | BUERLL - - - -
5.3.3 BREEYHE PK)RRBEE
5331 REHEREICHE TS PKRUNHBEHARBRES
5.3.3.1-1 A2102 A single-center, open-label study to investigate the *E By BT ] ZL
absorption, distribution, metabolism and excretion
(ADME) of ABLOO1 after a single oral dose of 80 mg
[“CJABLO01 in healthy subjects
5332 BEICHITSPK RUNHBEHHARBES
- - Bl EHLL - - - - -
53.3.3 NAMERZREHL: PK RBRBESR
5.3.3.3-1 A2103 A Phase |, open-label, multi-center, single-dose study 2016 £5 538~ *E, &3 P2 ) 2] HY
to evaluate the pharmacokinetics of ABL0OO1 in healthy 201778208 HE%
subjects with normal hepatic function and subjects with
impaired hepatic function
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5.3.3.3-2 A2105 A Phase |, open-label and single-dose study to evaluate
the pharmacokinetics and safety of a single 40 mg oral
dose of ABLOO1 (asciminib) in subjects with impaired
renal function compared to matched control subjects
with normal renal function
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5.3.34 SEANREEZFRFHL:Z PK ARBEE

5.3.3.441 A1101 A single-center, open-label, adaptive three-period,
single-sequence study to assess the effect of acid
reducing agents on the pharmacokinetics of a single
dose of ABLOO1 in healthy subjects

QA RE~
=PrPe

5.3.34-2 A2106 A Phase 1, open-label, fixed-sequence and staged
drug-drug interaction study to investigate the effect of
asciminib (ABL0O01) on the pharmacokinetics of
midazolam (a sensitive CYP3A substrate), warfarin (a
sensitive CYP2C9 substrate) and repaglinide (a
sensitive CYP2C8 substrate) in healthy volunteers
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5.3.34-3 A2107 A phase |, open label, drug-drug interaction study to
assess the effect of steady-state itraconazole (strong
CYP3A inhibitor), quinidine (P-gp inhibitor) and
rifampicin (strong CYP3A inducer) on the
pharmacokinetics of a single dose of asciminib in
healthy subjects
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53.35 REaL—L 3> PK RBRBER

5.3.3.5-1 CABLO001X2101 | Population pharmacokinetics of asciminib in patients

_CABLO01A230 | with chronic myeloid leukemia (CML) in chronic and
1 acute phases, previously treated with two or more

tyrosine kinase inhibitors (TKI) Modeling Report
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HY

534 BEERFEHZF (PD)EBRBEE
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53.5.1-1 | A2301 A Phase I, multi-center, open-label, randomized study | 2017 % 10 § 26 H~ BA, X EEERE B HY

of oral ABL0O01 (asciminib) versus bosutinib in patients 2020 5 A 25 H E, F1v,

with chronic myelogenous leukemia in chronic phase (F—4aHhvyrATR) ISR, R
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- A2301 Japanese subpopulation outputs -
- A2301 Errata list - - - -
5.3.5.1-2 A2301 Supplementary Clinical Study Report to support the 30- - - - i »HY
Supplement(D30 | day efficacy and safety update
update)
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Supplement(D30
update)
5.3.5.1-3 — Exploratory UGT genotype PK analyses of samples zm H~ | /78LTF4R iE5 EC i —
from CABLO001A2301 2 =3 ) A
5.3.5.2 EXRHABRBREE
5.3.5.2-1 | X2101 A phase |, multicenter, open-label study of oral ABLO01 | 20144 4 B24 B~ | BX, #— | EE%RE Sl HY
in patients with chronic myelogenous leukemia or 20204 H2H ZRSY T,
Philade_lphia Chromosome-positive acute lymphoblastic (F—4ahvrA78) I5VZ, K
leukemia R|EH A TGS | 1V, 15
7, VAR
—JL, &
E, ANRA
v, Y
&, KE
&t 18 MR
- X2101 Amendment 01 to CABL001X2101 - - - - -
Amendment
- X2101 Amendment 02 to CABL001X2101 - - - - -
Amendment
5.3.56.2-2 | X2101 A phase |, multicenter, open-label study of oral ABLO01 - - - i HY
Supplement(D30 | in patients with chronic myelogenous leukemia or
update) Philadelphia Chromosome-positive acute lymphoblastic
leukemia
5.3.5.3 EROHABRBBEEHE THRTLELBREE
5.3.5.3-1 - QT/QTc and ECG assessment report 200 =R E B JINILTAR E Bl HY
5.3.5.3-2 - Exposure-response report of asciminib in Philadelphia 21 ERAME JINILTAR FE)N B2 HY
chromosome-positive chronic myeloid leukemia (Ph+
CML) in chronic phase (CP)
- - Amendment 1 2 Ed Bl E JINLTAR ) Eoi] -
5.3.5.3-3 | SCS-Appendix-1 | SCS Appendix 1 - - - - -
(Integrated Summary of Safety, data analyses)
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5.3.5.3-4 | SCS-Appendix-3 | SCS Appendix 3 ) - - - -
(Updated Integrated Summary of Safety, data analyses)
5.3.5.3-5 | SCS-Appendix- SCS Appendix J:Outputs for Japan submission - - - - -
1-jp
5.3.5.3-6 | SCS-Appendix-2 | SCS Appendix 2 - - - - -
(Integrated Summary of Safety, data analyses)
5.3.5.3-7 | SCS-Appendix-4 | SCS Appendix 4 - - - - -
(Updated Integrated Summary of Safety, data analyses)
5.3.5.3-8 - 2.7.2 Summary of Clinical Pharmacology Studies 2(. E.}EI . H Eo =T i
of asciminib in Philadelphia chromosome-positive
chronic } )
myeloid leukemia (Ph+ CML) in chronic phase (CP)
previously treated with two or more tyrosine kinase
inhibitors
- - Amendment 1 7 Ed Bl E - b ZAN Ealil -
5.3.54 ZOMOBRKRABEREE
: - ESErs | - - ! - 1 - | -
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5.3.7 BET-3—ERRUVEHIGERE
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RTAH £%5-% BB (Em i
E5ES i
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5.4-1 Apperley JF (2015) Chronic myeloid leukaemia. Lancet; 385(9976):1447-59. gL AN
5.4-2 Baccarani M, Deininger MW, Rosti G, et al. (2013) European LeukemiaNet recommendations for the management of chronic myeloid wH
leukemia: 2013. Blood; 122(6):872-84.
5.4-3 Bower H, Bjorkholm M, Dickman PW, et al. (2016) Life Expectancy of Patients With Chronic Myeloid Leukemia Approaches the Life AN
Expectancy of the General Population. J Clin Oncol; 34(24):2851-7.
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5.4-4 Chihara D, Ito H, Matsuda T, et al. (2012) Decreasing trend in mortality of chronic myelogenous leukemia patients after introduction of gL AN
imatinib in Japan and the U.S. Oncologist; 17(12):1547-50.

5.4-5 Chopade P and Akard LP (2018) Improving Outcomes in Chronic Myeloid Leukemia Over Time in the Era of Tyrosine Kinase gL AN
Inhibitors. Clin Lymphoma Myeloma Leuk; 18(11):710-23.

5.4-6 Cortes J and Kantarjian H (2016) Chronic myeloid leukemia: sequencing of TKI therapies. Hematology Am Soc Hematol Educ AN
Program; 2016(1):164-9.

5.4-7 Cortes JE, Lomaia E, Turkina A, et al. (2020) Interim analysis (IA) of OPTIC: A dose-ranging study of three ponatinib (PON) starting s AN
doses. J Clin Oncol; 38(15_suppl):7502.

5.4-8 Cortes JE, Kim DW, Pinilla-Ibarz J, et al. (2013) A phase 2 trial of ponatinib in Philadelphia chromosome-positive leukemias. N Engl J ) S
Med; 369(19):1783-96.

5.4-9 Cortes JE, Saglio G, Kantarjian HM, et al. (2016) Final 5-Year Study Results of DASISION: The Dasatinib Versus Imatinib Study in AN
Treatment-Naive Chronic Myeloid Leukemia Patients Trial. J Clin Oncol; 34(20):2333-40.

5.4-10 Cortes JE, Kim DW, Pinilla-Ibarz J, et al. (2018) Ponatinib efficacy and safety in Philadelphia chromosome-positive leukemia: final 5- s AN
year results of the phase 2 PACE trial. Blood; 132(4):393-404.

5.4-11 Druker BJ, Guilhot F, O'Brien SG, et al. (2006) Five-year follow-up of patients receiving imatinib for chronic myeloid leukemia. N Engl J gL AN
Med; 355(23):2408-17.
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5.4-13 FDA #3%:%%E$% (2016) Memorandum of meeting minutes (meeting type: B, end of Phase 2/Pre-Phase3), October 20, 2016, IND 2N
119257, ABLOO1.

5.4-14 Gambacorti-Passerini C, Cortes JE, Lipton JH, et al. (2018) Safety and efficacy of second-line bosutinib for chronic phase chronic wH
myeloid leukemia over a five-year period: final results of a phase /1l study. Haematologica; 103(8):1298-307.

5.4-15 Giles FJ, le Coutre PD, Pinilla-Ibarz J, et al. (2013) Nilotinib in imatinib-resistant or imatinib-intolerant patients with chronic myeloid AN
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5.4-16 Hehlmann R, Lauseker M, Sauldele S, et al. (2017) Assessment of imatinib as first-line treatment of chronic myeloid leukemia: 10-year AN
survival results of the randomized CML study IV and impact of non-CML determinants. Leukemia; 31(11):2398-406.

5.4-17 Hochhaus A, Saglio G, Hughes TP, et al. (2016) Long-term benefits and risks of frontline nilotinib vs imatinib for chronic myeloid gL AN
leukemia in chronic phase: 5-year update of the randomized ENESTnd trial. Leukemia; 30(5):1044-54.

5.4-18 Hochhaus A, Saussele S, Rosti G, et al. (2017) Chronic myeloid leukaemia: ESMO Clinical Practice Guidelines for diagnosis, ) S
treatment and follow-up. Ann Oncol; 28(suppl_4):iv41-51.
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