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By e Ve M UCHERR T o X =7 % BREIFRAIRN & O 0 £5-% o 1.

PEPHR AT RE DI BENHE /X T A — L SIME D e, 11
T v R =7 HAEARNE G4 OIMET T > 2 =7 O3 E)

HE ST R BB oo renan 12
H RO M7 VI =7 2 HEROKGHZOMER T I =70

ERINENTHE /N T R = B B oo 13
A XNHE T UIEAE T TR 28ANEZRE L2007 v I=T

D IIIE TR TE TR .ottt n e eeen 16
HEFIRN A ORAOESHOT VI =7 K ONT ¥ 3 =7 BE U e

DH T ettt ettt ettt e e e eneeen 25
O = 2 — LFEAMEME T » MIC BCHERR T ¥ 2 =7 ZFRIRN & O

OG5 Lz Exo, R, 3, LKOWEH~OHEM & 26
T I =T Z AT PK L TOYADME FRBR OMEZE oo, 29
T =T aH T TRKEBRODMETE oottt 31
LN S TROLNTZT ¥ 2 =7 M OZE O OL .. 32
KO MIBIT DT VX =T R oo 36
T V2 =7 OFS AR K OV ERNAR EFBEEIL) o 9
Invitro L XN invivo TOT I =7 (ABL001) OHETICEHEEE o, 20

Tk, B, KOt MIBITF S invivo TOT =7 (ABL001)
DT ZRIRIE <ot 26
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ABLO01/7 L 2=T

i

W& 7 B L TOARWERE () HIE L THRWEREL (A)

ADME absorption, distribution, metabolism and WU - Ar - AR - B
excretion

AUCinf area under the drug plasma (blood) 0 KRR 2> & SRR & comiE (fik)
concentration-time curve from time zero to PSR A P T R R T
infinity

AUClast area under the drug plasma (blood) 0 FRRI D> & fi & B R 8 AT RERE A5 T oo
concentration-time curve from time zero to the BE (ML) PSR EE R R T
time of the last quantifiable concentration

BID bis in die 1 B2

Cb/Cp blood-to-plasma concentration ratio M, A i e

CL clearance 7T TR

CL/F apparent clearance BT r VT A

CLb blood clearance mgs V7oA

CLy hepatic clearance Fr7 U770

CLp plasma clearance miEz V732

Cmax maximum drug plasma (blood) concentration e (MiR) HEEYIRE

EC3S extended clearance concept classification VEZ V7o 2aryv 7 WYEY AT A
system

F absolute bioavailability M NA AT XA Z YT o

Fa fraction absorbed eSS

fac fraction in red blood cells FRIMERIT A LTz bR

Fg fraction escaping intestinal first-pass HALE OELEEE 2 1 o 7= R
metabolism

Fh fraction escaping hepatic first-pass metabolism  AFlg& DO FIELREEICH 252 1T 22 o 7= R

FMI final market image TR T B

fu fraction unbound FERE ST AR

GLP Good Laboratory Practice =38 5 D2 MEIZ BT 5 FEER AR R ER O i

oD KA

HPLC high performance liquid chromatography EHEIKs u~ NI T T 44—

1C50 half maximal (50%) inhibitory concentration 50%BHE R E

iv. intravenous RN

LC-MS liquid chromatography-mass spectrometry Wik a~ N7 77 0 —EH&HH

LC-MS/MS liquid chromatography-tandem mass Wik a~ 757 4 —% 2T NEBEOHT
spectrometry

LLOQ lower limit of quantification EE TR

LSC liquid scintillation counter WK v FL—arrhhg s 2—

MDCK Madin-Darby Canine Kidney A X ENRIRAAE _E Rz E H R

MS mass spectroscopy BH BT

NMR nuclear magnetic resonance R R IS

NOAEL no observed adverse effect level TS

Papp apparent permeability R oFi ik

PBPK physiologically based pharmacokinetics AR B SR

PK pharmacokinetic(s) EyEhe (%)
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ABLO01/ 7> 2=7

s 7 A L TORVWEREL (35 Bl L TORWEEL (B)

p.o. oral(ly) o

QD quaque die (once a day) 1A 1[H

Qu hepatic blood flow JHF i 37 2

QWBA quantitative whole body autoradiography ERNEHA— N NTOFTTT 4 —

SDD spray-dried dispersion or solid dispersion -

T1/2 elimination half life RS R

TK toxicokinetic(s) R = A /s

Tlast time of last quantifiable concentration I TE 2 Al RERRE A

Tmax time to reach the maximum drug plasma (blood)  f & I #E (LK) HP SRy B B 3R
concentration following drug administration

uv ultraviolet RO S

Vss distribution volume at steady state EEMRBEBIZIB I 2O MATE

Vz/F apparent distribution volume FLST O A S
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1 =D
1.1 3 A & B

ARIEDENRER R OB SCTlE, EREBMFEZ A 727 v I =7 OWIL - 434 - (R - Pt
(ADME) (2R3 %38k (Table 11-1) I hF v axxT 7 A (TK) Bk (Table 11-2) @
3 RN RN

A LTI, bAWM4 %2 T 22 =7, asciminib X1Z ABLO01 & itfid 5, £72, RSN
WEETIZIMEAEm = —F (CME911, NVP-CME911) Cirt#i & o5 A0nH 5,

AMEE LTI, in vivo K W in vitro iRB5R, 3R TH W72 B PEEERIK, W T v =7 K
Z DA D AR E 3 ITEIC SV TR T 5,

Fio, B THRONERIE, b hoTF—F Lk L, HHERBICHOC2EWFEORIR, WO
(LMD E R A~OIMFIZ DN T bkl L7z,

1.2 B & AL -HER

~UA, Ty b, AX, RO ARV CEYERERR A E Lo, BRI TR, Ty
k, UHF, A X, KOV LEHWTERLZ,

ADME #RBRIZHE L7 T v B RO Lo Rk, mERBICER LR EFm—Chod, 7>
I [Hanover Wistar (7 /L& /) KO\ Long Evans () | KOAW =7 AP NMIZT VI =T %
5%, KWL DRI, R, ROFERBZHRML, £/, 7> bX 0 B2
L7z, FEMIT 12.6.5 SEpBhResii sk ) (2~

Y ENHEFRBRIZ I\ C, Table 3-1, Table 3-2, MO\ Table 3-3 (/R THET, #& 0 XUTEFIRNE
H L, 2o &EERAIOKES ML, FERBRCTHEALZLO LRI A TR I, 1272
FRAREEABR ) ICRE Lot P ad R E LomREER (5.3.3.1-1-A2102 38R) ORISR %, ko
7o DIZAMEE SN E DTz,

ADME &R I3 “C TIER L7 7 o I =7 2 HWTHHE L7z, TKRBRIZHOWTIE, FEEHRO T
V=T EHWTCER L,

FRIZFLEDN 2 WBR Y, 7 2 = 7RSS (CyoH sCIF,NsOs 5 47 15 : 449.8 g/mol) & LT
BhH LUz, —#HoRBE T, 73 I =7HEE (CyHigCIF,NsO; HCL ; 43 1 & @ 486.3 g/mol) 23
RS, WEEEHEED DIRMBIE~OEEOLWREIT 1.0812 TH D, I VBEEZHWLE
(CyoH 3CIF,N5O3 CoHgSOs 5 49 1-H 1 560.0 g/mol) , WEBEHEFE /s B = 3 VBRI ~ OB B O S Hafh
Bix 124 ThH 5,

1.3 B
TVI=TEYUA, Ty b, 4X, Y, KOE MCEOEEL7ZE X, Tmax % 0.8~53
Bl CH o7z, VCHEERT v I =7 R EROBEREICKE S E, Ty PRV VIZBITS 7T V2
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=7 ORI (Fa) 1 EZIEI502%K N 51.5% THh -7, x4 74707 1 (F)

X, ~T7AT21%, 7 hT9%~49%, A XT66%, H/ILT37%~76% CTh-o7-, b kT,

Mk PERA (FMI) SEANCSWT, AFRFRHEMEERR (PBPK) E7 L EZ WG F
13K 73% & FHlE D, 7> hEHAVZ ADMERBRCTIE, FaldF ERIRETH-7=Z Enb,

WIEEERN BTN SN L AURIR Sz, YL ADME RBR TlE, FaliF XV 140155 <, #lA
BIRR A ETe Z LRI T, BIRNEGZOMEs V770 R01F, ~U A, v b, AX,
KO LT 1.59~163 mL/minkg TH Y, MBEFHEREREINI~O R, Ty b, 4 X, KL
T LI~3 7R ThH o7z, DAEREILT X TOHYFE T 0.5~22 kg Th oz,

TKREBETIE, vV A, v b, UHF, KOS XZHBT LT T > =7 igE =TI R A
BICHAILTHWMLT, 73 =7 2 KERGZICHBRRBEITRBO bR ho7c, WTnOH)
WREICBW T HBRBEEICHEZETRD N7, YL TlE, 30mgkg LFOHETROKES L
lelE, TUI=TOBERITIHERE ERlSTHEML,

MFREMEEGRITIT R, T b, A4 X, Hb, KOk hCTE»- T, METOIEESIES$E
(fu) ICFEANFRD B, FOHPFHIL0.020 (1 X) ~0.055 (7~ ~) THY, & FTiE0.027
Tholo, MK/ MBEPEELIT 080 (B F) ~1.02 (vTR) OHIFATHY, WThodhhk
IZBWTHARMERE D & MERICHmT 52 EBRSNT,

A7 > MZ30mgkg D “CHERT > X = 7THBIERERZKR D& G L&, 7V I=T7H
BTN Z RS TRTOMBEINa /= b A2 MO L, 138 A EDOMERD S HECMNITHE
L, BEt L7zl e A & O T G5-1% 48 FEILINIC U RE I E & FIRAM & /e o7z, 70 e/
T v b CHEREREN R bR DI ThH o7z, AT v T, ROBELEHORKKIEE
BIIMCE, Bk R, BIRAE, RO TR LN, A T=VDFZWEEERDT RUET
HFREE DU REIREE 0358 0 DT, BRI OB RRIR I XM L RIRE CH 72, T v FEUY
X EHWIE - JBIERAICET 23T, BIROMERRENSHEICHA L TEmL, 7
=TI AR L, Tk, BT E TV,

Z v b, B, ROk MBI T V=70 invivo Rt Lz, 7 v MBI 51K
WRREIIE R Y P UR (B Y/ —L) ORRZG0BRIETHo 7T, VA KROE T, E4R
RBEFRITBRILE CE#EZ V7 v VBRA CTh o 72, WTho@fEicks Ty, migEhoEk
OTIEAREMETH Y, 86%~92.7% Th o7, MEEHDORETHEE AUC D 10% % 2 5 b MUH
WX hodz, b MiSERORS EERMRHDIE IV v U BIEEEM305 THY, BTV
=7 HEWE D 4.93%% 57, Yo M30.5 OIREERIZE P bENoT, B MIB
25 1RGO b 3R ISR D B AT MR AREY T 5 M29.5 O M44 1%,  IE g eE &
PDINSWNZ LD, REIEMEICHT 2 F5ITbT N Thr BN,

Z v b, Wb, KOE MCBIT D ERadRitRiiTEPchy, Bittixbdnchor, i
BRI L7 I =7 2RO E Lzl &, BEBHED 79.5%~94.9% (& k :79.6%) 723#H



Novartis Confidential Page 8
CTD 2.6.4 EMENREHBRDBEX ABLOO1/7L2=7

12, 1.9%~10.7% (& K :10.7%) DIRHPIZRD iz, T v FTIEEOLICHRt S =2,
Lt N TOPEMITAERTH Y, MIFER O & —E Lz,

WTNOPFEICBNTS, 7V I =73 EICFRHEZ N L TERL, tholfasofEkizxt4
LGOI THoTz, EFTHE, 7TVI=7EROKBERED 37.1%~708%% L=, 7 v

CERIRN R G- L7 & SR PIC R 5RO 131% 08 KRE bR E L TR ST, R3O 8- et
BTy NTOPEIRER & L THELTWA Z Emahiiz, 7y b, i, KUt MIREOES
%, WRPREMBRITREGED 0.16%~2.5% CTh o7, WEI=a—LE LT v N TIE, 7
V=T O/ (BEHED 22.7%) BRED LI, ¥ AT U ARBRIZE T B SEEO Y
X, 7w b, Y, KOt FT85.7%~97.0%ThH -7,

2 Sk

lmﬁ%TVizf(L%ﬁﬁ)&@MH®%EW&¢(ﬁ%W%,%ﬁfﬂﬁﬁﬁd)
ST 4 AT =<t DT A Y b—T g% (CK[E, EastHanover) TH ik X 417=[Table 2.6.5.2G-
DMPK R1200556-02], [Table 2.6.5.2H-DMPK R2000174],

MCEER T > X =71%, invivo 7 v I ADME & [Table 2.6.5.3E-DMPK R1300136-02], /L
ADME %[ Table 2.6.5.3H-DMPK R1500815], & U't  ADME & (5.3.3.1-1-A2102 &%) (ZH
W7, 2Ny F RSU 6164 O HCAE T X =713 7 I RETH 2@k L7z (Figure 2-1, Table
2.6.5.2G-DMPK R1200556-02) . “CiEik7 v I =7 OH—MiL, @m#Eikrsa~ 777 40—
(HPLC) DOfRFFFFR], 74+ MXA A — R7 LA, BEKIE (NMR) , ROVEESH (MS)
IZX VRS A, 7 U4 HPLC IZ L 2 BB AR 13 99%, UV i HPLC (2 & 5 b2l
1% 102.2% CTd > 7= (Table 2.6.5.2G-DMPK R1200556-02) .

M+5 DL ERILA (EEEE L) %2, 73 3 =7 OAERREHE RO O T- O DNEREAENE & L
THEM L7, 3-E Fexoenl UM ICRRMICEKRFEZE AL (Figure 2-1, Table
2.6.5.2H-DMPK R2000174) ., HEZ#(LE (X HPLC, NMR, K OMSIZ L - TR L7z, [Rl—MEix
HPLC OREFIFR], 74 FEA A — K7 LA, NMR, ROMSICE->TCiMliL, ks o~ 2
77 4 —HE &SN (LC-MS) 2 & o THHil U 72 RAZAHEE 1% 9% T - 72,
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Figure 2-1 TOIZTORAMEBARURERMUHE GEREEER)
]
= =
NH"""!-. X
™ N

0
=
H

M
( c0;
::n_—..—._Ili‘”'

=
OH

Ds-ascumimb M asciminib

2.1 WaTRES #T

Mg, Mg, By, JR, 3, F—UUEEHR, KOS OB RERE ARk F L —ra
YA — (LSC) 1L VHIE LT, lfas &k OSHARF O eI E 2 E /24— 7 UF
777 40— (QWBA) 12XV ¥ LTz,

2.2 TVSZJDEER

~UA, Ty b, UHE X, H, KOt holfEREEHY, Bk e~v N7 T 7 40—
BT NERESHT (LC-MS/MS) IZE 0TV I=T%ER Lz, 72, EREEIEESITOD
OWNEERENE L L CT v =7 ORERNMARE V=,

Z v MISEFOT v =7 OEREEE GLP IZHE - THENL L 7=[Table 2.6.5.2A-DMPK R1300134a-
01], & F (LLOQ) 1% 50 puL 4% AV T 10.0ng/mL TH-7-, 7 I =7 D-60°C LL F T
DOEMZEEMNT, P L 289 HETHRAIN TS, £/, 7y MEEZHAWEZT VI =7
HEETDH2OHDNEEZ, LC-MSMSIZL YD NY F—3 3 LHESE L 7= [Table 2.6.5.2F-DMPK
R1800401], LLOQ (% 25 pL 142 H\ T 10.0 ng/mL TH -7z,

AX, ~T A, RO VEROT v I =7 OE &% ML L 7= [Table 2.6.5.2B-DMPK
R1300134b-01], [Table 2.6.5.2C-DMPK R1300134c-01], [Table 2.6.5.2D-DMPK R1400910], LLOQ
1% 25 L M4 VT 10.0 ng/mL Th o7, 722 =7 D-60°C UL F TORMLEMIL, 1 X,
~VUA, ROYILT, ZRZEDa EH 62 H, 629 H, KUV470 HE TR STV 5,
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Y FMEROT > I =T DE®EEE GLP IZ{E > THENL L 72 [Table 2.6.5.2E-DMPK R1701368],
LLOQ (% 10 puL % AT 10.0 ng/mL ThH o7z, 7 I =7 D-80°C TOEMLZEMIX, Ve
<Eb46 HETHERINTVD,

2.3 KFMTO o741 VT LEERT

7 v b, ¥, KOt kO ADME B ([Table 2.6.5.9A-DMPK R1300136-02], [Table 2.6.5.9B-
DMPK R1500815], 5.3.3.1-1-A2102 5B#%) T o 7-MmiE, R, 3, KOMEAH (v hoR)
DICHIRE L OMCHI 7 — v %, T T AV IRERIE &8 & $5#5¢ L 7= HPLC 2 AWV Tobr L
7oo A OREIEMNTIE, LC-MS UL LC-MS/MS Z H W TITV, AlREZR[R 0 EEUES, & bhlik L7,

3 MR 4R

~YUA, Ty b, AX, B, ROt MIEEREASUIFIRNE S L & & ORI, A4
XA ZEVT 4, KOFEYEREA MG L7 (Table 11-1) .

Z vk, B, RO MCHUCHEERRT > =7 RN A ORO#EE Lz & 2o, TRk
SREDOIEYENAE /X T A — # % Table 3-1 |\ ¥, MK,/ MAERE S 1.0 12TV 2 ENBRB S L
HEOM, MABREEIMFEFTERBRETHD, v VR, Ty b, 4X, ROV UITVI=T
ZHEFRIRNE G- LTz & & OEYEENT XA — & % Table 3-2 (12”9, ¥~V A, 7wk, AX,
P, ROt MZT V=7 #HEROKE L- L X OERYERE T A — & % Table 3-3 IZ/RT,
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Table 3-1 BMRUE M “CEET LS - J2EARRARUVEOREROMTPRIBSEEOENEE/S A —5 TiHED

EURZL PER (n)  #5 AHE (mg Tmax  Cmax? Cmax/# 5  AUClast © AUCinf © Tlast  AUCInf/#5-8  T129 WG (Fa)
(k) o st 9 (ngEg/mL)  (ngEq/mL)/  (ngEq-h/mL)  (ngEq-h/mL)  (h) (ngEq-bymL)/  (h)
/kg) (mg/kg) (mg/kg)

Sk m, (3) Bk 50D 0.083 7010 1402 10400 10700 24 2140 6.05
(DMPK P
R1300136-02) m, (3) oo 3000 5.33 3270 109 31200 32000 24 1067 4.24 50.2%%
Fv m, (2) AR 109D 0.083 35800 3580 98500 99700 168 9970
(DMPK P
R1500815)

m, (3) & 3000 4.00 13600 453 152000 154000 96 5133 - 51.5%%
E ok m, (4) & 1.0329 2509 17200 1670 17600 D 18500 D 48 17961 11.69 33% 9 -57%

- h)

(A2102 RER)
m = male

a) 732 =TI IHERREE (MW : 449.8+36.5, FEEERRIA) L L5 LT,

b) 7V =TIE0.5% A FEE— R KT0.5% Tween 80 & OIEE Tl I (MW : 449.8, FEAZHIR) UM & L TR G L,

¢) IR 78.0 kg

d) A R T,

e) FRICHIRL L2 W R Y, BT EEZ R,

1) BT EE R T,

g) FIRHESTRE D EHIEINE  (10.7%) K O H Il S AL 7o BUR AR A3 O SR EIN R (21.8%) DEFIHHEE Lz,

h) I @) THE SNT-AFMOHEE L, Tranetal. (2020) 123X, 77 o UBBAGENEFIZHEN S, ZO%, 73 I =7ICEBR2IMAE S5 kst
(24%) Z#MIEL~ G1H)

i) B PTG LT,

j) BF| D> —& % Table 11-1 |\Z7R 7,

k) BARPN B O O 8 58 o I3 iR o f it e AUC X0, & AW CHEH L7z, Fa%=[AUC(PO)/ AUC®IV)] x [Dose(IV) / Dose (PO)] x 100
Source: Table 2.6.5.3E-DMPK R1300136-02, Table 2.6.5.3H-DMPK R1500815, 5.3.3.1-1-A2102 #B&
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Table 3-2 BT I HAHRNRSEOMBEF 7SS TOEDERE/NS A —2 FiYfE

i fE MR () JHE®(mgilF  AUClast AUCinf Tlast (h) AUCinf/#% 5 & T12() CLp CLb© Vss (L/kg)
() BfEHE A kg) (ng'/mL)  (ng-h/mL) (ng'h/mL)/(mg/kg) (mL/(min-kg))  (mL/(min-kg))

<2 m, (2) 1 1404 b 14229 7 1422 1.1 11.7 11.5 0.5
(RD-2013-

50097)

Z vk m, (2) 2 1888 2063 7 1032 2.7 16.3 17.3 2.2
(RD-2013-

50096)

F vk m, (3) 5 5910 6130 12 1226 2.85 13.6 14.5 2.22
(DMPK

R1300136-02)

S X m, (2) 1 28129 28279 24 2827 3.7 6 6.45 1
(RD-2013-

50081)

P or m, (2) 3 7750 7900 24 2633 2.36 6.46 7.34 0.973
(DMPK

R1200909)

H L m, (2) 10 108000 108000 24 10800 25 1.59 1.81 0.548

(DMPK
R1500815)

a) BRICFLH DO AR WR Y, T3S = RERRE, SR T OB FE R OMERR IS IE DN T in situ TR SRR & LT G Lz, RHIOFEEEIT Table 11-1 (2R7,
b) LLER D728, EADHAL TREINTAEIZT > I =7 EEIR O T & (449.8 g/mol) %3 U T ng/mL O HALIZEH LT,
o) k7 V7 7 A%, g7 V7 T2 A% Mg/ PR Ch/Cp TERLCHEM L7 (411H) |

Source: Table 2.6.5.3D-RD-2013-50097, Table 2.6.5.3C-RD-2013-50096, Table 2.6.5.3E-DMPK R1300136-02, Table 2.6.5.3B-RD-2013-50081, Table 2.6.5.3A-DMPK R1200909,
Table 2.6.5.3H-DMPK R1500815
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Table 3-3 BPRVE M7 J2BEREARSEOMBDR T IS ZJDEMERE/NNS A —4 LY{E

B Fl PERI (n) e Tmax™ Cmax? Cmax/#5  AUClast® AUCinf? Tlast (h) AUCinf/#%5  T12M CL/F Vz F
() (mg 7 (h) (ng/mL) & (ng/mL) (ng'h/mL) (ng-h/mL) & (ngh/mL) () (L) F
HiH/kg) / (mg/kg) / (mg/kg) (0
<~ 2B m, (2) 30 2 295 98.3 849 904 7 301 - - - 21%
(RD-2013-50097)
Ty kb m, (2) 3 4 60.3 20.1 268 336 7 112 - - - 9%
(RD-2013-50096)

F vk m, (3) 3000 5.33 1820 60.7 17900 18200 24 607 3.57 - - 493
(DMPK R1300136-02) Y
A XK m, (3) 39 0.8 1258 419 5552 5572 24 1857 - - - 66%

(RD-2013-50081)
AR m, (3) 1509-m 2.0 5600 37.3 41300 41400 30 276 3.29 - - -
(DMPK R1300349) m, (3) 1509:0m 33 3880 25.9 32000 32100 30 214 3.68 - - -
m, (3) 1509.m 2.0 2900 19.3 10300 11200 24 74.7 3.25 - - -
m, (3) 150 :Dm 33 3080 20.5 26000 26100 30 174 34 - - -
A XD m, (3) 150 ™ 33 6540 43.6 51600 51800 48 345 5.0 - - -
(DMPK R1300822) m, (3) 150 ©-m 1.0 9190 61.3 60500 60600 30 404 3.43 - - -
Pl m, (3) 60 D 4.0 7880 131 120000 120000 48 2000 5.11 - - 76.1
(DMPK R1200909) v
v m, (3) 300 4.0 11200 373 83700 84800 48 2827 6.0 - - 36.7
(DMPK R1500815) %
SN m, (4) 1.03 9 2.009 17900 17389 18400 18400 120 17864 ® 1420 4340 890 -
(A2102 #ER) !

Q) FRICHRR LARWIRY, 7 I =73l L, EEE, XOTSAI T O W K ORI 5D T lin situ THER SN IEMIE & L TEE Lz (01 : 449.8436.5) .
BA OFEFEIT Table 11-1 12737, FRHIPIFELZRVERY, B Xide MR T ofb Lz,

b) A F &1 —A/Tween 80 /KIERIEIR & LTS

c) Spray-dried dispersion X3 solid dispersion & L CH5-
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d) Wy e B LT G
e) TIIVERIE D T AVRIF L LTS

) f XE_XZHA R O THIALEL 7=,

g) ‘FHIIRE 78.0 kg

h) FRZHAGE L2 WBR Y, BT ERE 2 R~ T,

i) Befn P E %2R

J) FRAE A RT,

k) LLER D728, EADHAL TRENTAEIZT > 2 =7 EEEIR O T (449.8 g/mol) %3 U T ng/mL O HALIZEH LT,
D) fEEE TR E L,

m) 150 mg FEHEE F/dog TG LT,

n) WRIE O e BH & L TRE LT,

Source: Table 2.6.5.3D-RD-2013-50097, Table 2.6.5.3C-RD-2013-50096, Table 2.6.5.3E-DMPK R1300136-02, Table 2.6.5.3B-RD-2013-50081, Table 2.6.5.3F-DMPK R1300349,
Table 2.6.5.3G-DMPK R1300822, Table 2.6.5.3A-DMPK R1200909, Table 2.6.5.3H-DMPK R1500815, 5.3.3.1-1-A2102 3%
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3.1 BB UNLFTRLSEY T«

SRR L7 7 o X = 7 EREE I (F v 8) SUTEREE (DA R Oe b)) @A &E Lz e
X, MAEF R EE D Tmax X7 v BT 533 REf#], YL T4REHE, B N T258HTH-o 7
(Table 3-1) . ¥~V A, Tk, AX, Y, KEOt MIBITHT I =7 Tmax I% 0.8~5.3
i< o 7= (Table 3-3) .

EERELT, TUVI=7ORIUIMEA SRR ORZEZZ TV, 7y FROHVIZER
VIR RS S ORI O % N IRBIR & VTR T TR G LTz & & OB IHEIERRIR O m g 4
AUC )5, T v RO ILORILE (Fa) (XZE 4 50.2% K% O 51.5% & #EE S 4172 [Table
2.6.5.3E-DMPK R1300136-02], [Table 2.6.5.3H-DMPK R1500815],

F72, A XK OY L Z 7z PK 3B [Table 2.6.5.3B-RD-2013-50081] [Table 2.6.5.3A-DMPK
R1200909]TiL, 7 ¥ X =7 Ot 5 % spray-dried dispersion X 1% solid dispersion (SDD) & L
TZNEI 3 mgkg ST 60 mgkg DHETHE G L7z, FaldA X T8I%LL L, H/LT8%LET
& o 7= (Fa=F/Fg/Fh=F/(Fg*(1-CLy/Qp)) \Z 23> H 1) . IR OB KB A %= H v
ADME B CHIE L7z Fa (51.5%) &Lb#LC, SDD A (7€ 7 7 RFEHEHER) % H -t
AIIE Fad KRELSBMULZR, TEALT 7 ADT VI =T DRMENREH WD LEEZLND,
MDCK i o Bz 7258k (5.3.2.2-18-RD-2020-00101) (ZBWTT ¥ 2 =7 O @\ EiFEE
P (Papp f : 22.1x10° cm/s) BRI 4L, ZOFEEND Fald 85% L HEE Iz, Zh b D@l
EHRERIT, 7 I =7 0 SDD Al (7 ENT 7 AWEREEIL) W2 A X KO Lo PBPK E
TMZEDTFRIFERE S KL, FaldZNEN 9% 8% Th o7z (FENEERL . fhime L
T, TVI=TORPUET BT 7 AT ARWT ¥ 2 = 7 85I % F U - 8h il B C I va i 2 ok
THY, WIUIBEEEBIEIZ L0 IR S,

t ~ ADME B (5.3.3.1-1-A2102 58BR%) 2B\ TT ¥ 2 =7 80 mg & ZEfFHFIC B [E#% G- L7 &
O Fald, JRPUICENUR S 7B RE & # I gkt S L7z O PR RRAGH D G 51 B 33% & HE
ESNT, MRS neT I =7 K OEE I V7 v AR E RIS ERNMEICE D 72
=7 IRA SN2 L EHAT 5728, Tranetal. (2020) OFLBRIZHEVY, HHIOIEF K O
W THT VI =T OERWE, ZOMEZEA LT E A, EEEHERE I “CIEk T v
R =7 80mg HHARE O &S (5.3.3.1-1-A2102 iABR) L7z& DR KFalx57% CTh o7z, Lo
LR G, MIEREE L THWEERBIO#ERE PO T o I =7 R OREM OB EE T8 HR AU
Mol=Z Linh, KRN OE LI FaST%IZED Fa 2/ NHiiL Tnb &E 2 bz, B
OFDIRBEZ KBRS 5 X D ICT VA > STz in vitro iR TR SN2 7 3 2 = 7GR B 6
oAz ix, MW FallFH 5T 2 FE R THDLEZEZX DN TWD, ML S 472 PBPK £
TNhERWTERAMREZZEICANTZSGS, E FTOT7 Y I=70 PKIT+HmIc Tl Eh,
FMI $E#% 5% (40 mg, ZEfERE, 5.3.1.2-2-A2104 R&ER) OT > I =7 OWIUL, 1TIF5E4L (Fa:
#1100%) ToH D & FHI &7z (5.3.1.3-1-General Report-ARD000059)



Novartis Confidential Page 16
CTD 2.6.4 EYHEHBRDOBEX ABL001/7>==7

HEVE~ 0 AR E L TR LEBEDOT VI =7 Ot AT XA Z ) 7«

(F) 1%, &0 EROEIRNEG% 0 H & CEREL L7z mEH AUCInf b2 6B 35 & 21% Th
- 7-[Table 2.6.5.3D-RD-2013-50097], 7 ¥ I = 7B RO Fi1X, HEMT » b T 9%~49% (EE
W K OV A F /L m— X /Tween 80 DREREHR) , A X T 66% (SDD) , MO I/LT37% (H
fgl, AF Lt/ m—R/Tween 80 DRREHK) ~76% (SDD) Tod o7- (Table 3-3) , ¥ /IC
30 mg/kg (A F/Lt/bm—A/Tween 80 DIEWE L) THEH G L7 ADME i BRTIX, F72337%¢&
7> > 7= [Table 2.6.5.3H-DMPK R1500815], ZiuiL, M L@ A 07 v I = 7HHRE
TG TOBEMREN LI VIRV =D EEX bND, £7-, SDD #A % 60 mgkg DG ETHEE L
72L& & D F X 76% TdH - 7=[Table 2.6.5.3A-DMPK R1200909], t hiZIiF 5 FILilli & LT 7
VA3, PBPK ET/WICESL LK 73% & Tlls415  (5.3.1.3-2-DMPK R2000208)

NRUBTFARNY CEFTHERG LA IR T XUIERE T TT v I=7 150mg R H#& 5 L,
B DBINT =T OBRBEEICKIETEELZRF Lz, U2 H AN CoRi#b1E, EY
HREOLEE ML, A XOF MM L Tt FOBEANpH (WpH2) ERIBREICTH7-OI1I2IT-
7o 7 I=70 SDD ®ANTME THREG TROAVIRERZ S LL, BFLEbICRELIE
X, BREERIL 2% Lo, fEdET & = 7R 2R TR OEAR FICHkR S Lic & o
FEEE, SDD MAIZME FICRE Lz X DRGEREDFNFI 27%K R 63% T - 7-, [Table
2.6.5.3F-DMPK R1300349], ZNOHDOFER LY, 7T I =7 D Fa [ THAL T EF K OB FLMED
WEZZTOT W L Z LRI (Table 3-4)

Table 3-4 ARNEETRIEETCRELSIRAAZBREL-LEFOT I TOMmEE
hIREER

BT £ ok 2 Sl AUCinf AUC OFEXfE®

(ng-h/mL)

DMPK R1300349 SDD Moty 41400 -

DMPK R1300349 SDD Ba 32100 0.78

DMPK R1300349 i B S o R Moty 11200 0.27

DMPK R1300349 o ot D S G Be 26100 0.63

DMPK R1300822 e Moty 51800 1.25

DMPK R1300822 T VR Moty 60600 1.46

a) WABROT S TOBRERED A T~ 2 H A ) ORI S 2 %I 12,
b) #a& T SDD (spray-dried dispersion) $UENZ%4 % kb

T, NUFTANY UEFIEG LioA X2, 7 B/VICTRE LR X OV 7 2 VI Rl
LT U VBB DT V2 =7 150 mg & #a & F TR O 4% 5- L 7=[Table 2.6.5.3G-DMPK R1300822],
WA 5507 v I =7 ORFE R, = VBERA L FRRECH o7,

Fio, TV =T EREI A VT~ b ADME #BR TiX, Fa (50.2%) 1L F (49.3%) @
1.2 CTH Y, YEEBEBEDREITDT N TH D Z L 2IRIE S 7= [Table 2.6.5.3E-DMPK R1300136-



Novartis Confidential Page 17
CTD 2.6.4 EYHEHBRDOBEX ABL001/7>==7

02], #/L ADME i BRCi%, Fa (51.5%) IZF (36.7%) ® 1405 TH Vv, HlalmimhiidpreE
TH D Z LIRSz Table 2.6.5.3H-DMPK R1500815], A2102 iR THIZE S 7z Bt o i
VT T ADRMEHEN 434 Lh RN Z 2005, B MIBWTHYEIEES R ITEVE T
HEhs,

3.2 EMEHE

T =T EHIRNEG LI &omiks V7 7 A (1.81~17.3 mL/minkg) 1%, AFMmjEzic
B9~ 2 SCHRfE  (Davies and Morris 1993) & Lb#z L C, ~ 7 A TIHFMIEED 12.8%, T v b (I
) TIX26.3%~31.3%, A X TiEL20.9%, KOV /LTI 415%~16.8% T -7, ML I
X, ~URA, Ty b, 4X, KOV LTEREN 1L, 27, 37, K248 TH -7z, DK
L, ~U X, 4X, Hu, KOT v FTENELO0S, 1, 0.55~097, K22 Lkg Th-oTz,

BEtLizWTFho@iE (7> b, 4 X, KO L) 28\ T, EEislciz2iiRmo shn
minote, (33 .

3.3 FFoaAFRTA4IR

M axxr7 4272 (TK) 1E, vV, vk, U¥F, 4, KOV Lz HWZEmER
BROF TR L7z (Table 11-2) , AUC 7 —Z 13m0 HE (MBS EZ Table 2.6.7.3) (ZFE#K
L7ce 7 v P RO AOWMEYIEIZIWNT, EHMEE (NOAEL) Th D 30mgkg (/1) X
FHEARD ONTREHAE (T ) TOBWOT I =7 ORERT, #ht Mo 5HEs
A& TdH 5 80 mg/day (40 mg BID) TOMREFER & FREXIIZTNU ETH T,

Ty MBI T VI =TRAOBERO TK 70 7 7 A4 i, 2#B (50, 200, KO
600 mg/kg QD [Table 2.6.7.6-Study 1270173]) , 4 B (50, 200, MK O° 600 mg/kg QD [Table
2.6.7.7A-Study 1270619]) , KOt 26 M EES- L 13 # R o F R fEHT 2 5206 L7258k (15, 50, K&
Y 200 mg/kg QD [Table 2.6.7.7B-Study 1470225]) , W& - JEIERAICE S 535k (25, 150, KO
600 mg/kg QD [Table 2.6.7.13A-Study 1470272]) I ONZ A ¥ EAMELER  ([Table 2.6.7.17A-Study
1870206]) DFF SEBRCTRMEL72, 7o I =7 OBR@EEITHEICA L THEMmL, MR A
SORIFHEITFRD N ho T, RERG®ZROT I =7 Ol LN REITRO HivienoTz,

AXZBTFDT VI =7 ROFEEO TK 72 7 7 A Lk, 1@ (60 mgkg QD [Table
2.6.7.17C-Study 1770677]) , 2@ (15, 60, K U200 mg/kg QD [Table 2.6.7.6-Study 1270561],
60 mg/kg QD [Table 2.6.7.17C-Study 1370559]) , KN4 #[# (3, 15, & T 60 mgkg QD [Table
2.6.7.7C-Study 1270620]) @ 4 SDOEHRGRBRTRHMEI L7z, 7 I =7 OEEREIIHBEIHAI L
THIIN L, MERISCRER H ~DRFHIIRD DR oTz, KERG%HOT VI =T OH LR
TR N h o T,

PUCBIT LT VI =TROKEGREO TK 70 7 7 A Vi, 28#[ (15, 60, T 150 mg/kg
QD [Table 2.6.7.6-Study 1470175]) , 13 M (10, 30, J T 100 mg/kg [Table 2.6.7.7D-Study
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1470095]) , MO39 [ (3, 15, U 50 mg/kg QD [Table 2.6.7.7E-Study 1470799]) @ 3 DD JX
EERGRBR T L=, 73 2 =7 OBREFEREIL 3~30 mg/kg O M EFFH CIXHEL % L\ - TH
MU7-, HETERE L AUC OFEEMEIE, HEMER OMEMEO Y LICT v =7 3~15 mgkg %
AEH 5 FENZIH 114 LT 19 428800 L 7= [Table 2.6.7.7E-Study 1470799], KiE#% 5% D
O RBREITERO T, REEICEEITRD N7,

PR 7 YTk, 15~300 mg/kg O HEHPH T, 73 =7 OREE IR RG] LT
JIN L 7z[Table 2.6.7.13B-Study 1470271],

S tERER TIL, M~ T R1Z 60, 200, X TN600mgkg DHET 1 H 153 HEEAOEE L
72 & & O TK % ¥l L 7z [Table 2.6.7.17B-Study 1270766], 7 3 3 =7 OIgFEEIZHEICHAE L T
HinL, BE5RICKIFELRN-oT-, 72, HONRBEITRO Do T=,

4 VaKii]

4.1 mEkBTHEEAVLBEERES

~URA, Ty b, AX, P, KOk MBI LMK mEFRER (Cb/Cp) X, 73
T IARAE Lo 72 (BREEEEPE : 20~50000 ng/mL) [Table 2.6.5.6A-DMPK R1300135], #RIfL
ERICOA LT eE (fge) ISEBMWFEICIKIEL, B b (28.0£143%) MR bIEK, KW T, ¥
(31.8+£5.0%) , A X (35.6+10.6%) , 7> b (364+£9.0%) , kU~v TR (368+5.0%) DA
WMo lz, Cb/Cpld, B I (0.80+0.18) 2 bK<, RWNT, b (0.88+0.07) , £ X
(093+£0.11) , 7> bk (094£0.13) , ~7 A (1.02+£0.08) DIEIZFE N>, WT OB FE
IZBWTYH, 7V =73RMEKE Y b MEFICoMmT 252 LRI,

~YURA, Ty b, AX, B, ROk MBI D MER ARG ERILEI 572 (Table 2.6.5.6A-
DMPK R1300135) ., Rt L7- gt (20~50000 ng/mL) (23T, B & 7R KT
PRI e hole, T OIERESH R (fu) (TEMFEM CTRK 275 E0EPE D b,
A% (0.020) , &bk (0.027) , =7 A (0.038) , ¥/ (0.041) , 7> b (0.055) DIETH -7z,

b hEF O fu (0.022) (X e FfsEF (0.027) & [EFRE TH o 7= (Table 2.6.5.6A-DMPK
R1300135) , Hat L7- Myl EE#P  (20~50000 ng/mL) 2B\ T, BEEKFMEIZRD b
Nz,

b MMEE AR GFEIX, -65°CLLFTRFELZ E X 222 4 £ TE{L L7227 > 7= [Table
2.6.5.6B-DMPK R1600670],

4.2 v MZHIT 5885 H

QWBA ZHW T, HEMER QMO T L E ) ROVE R T v M UCHEE#T ¥ X =7 % 30 mg/kg
THEROZEG Lz & & OB 5% 168 REff] £ T O MMk A 2 M5 L 72 [Table 2.6.5.5A-DMPK
R1500105-01],
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O E%, BRI &S 2 = R A MIZHAE L, KEBSY O#f% T Tmax IZ
2~4 T (HFE : 0.5~24 IefH]) Th o 7o, MG PRI 1T IR 53 OFERE D BN K
L7c, HEVEROMEMEOG BT » hTIE, BOEG% ORI TR D AUClast 23 b 75>
7oAk (MR 5.82~295 %) 1%, WLE, Bk, M, #IBRE, RO TH -7, HEMER
DD H BT v N T, A 7=V DL WEERRT R U B C R O B ieigiE 238D &
e (RO 2.47~5521%) . THLE, fEBNEY, SR, DNBNEY, EEE, HRAEY,
F OVE BEDBARRE TRV EEDR R bivlo, BB RE R IRER L FRE Ch o7, K
TIHBARBIZIZEAERBO N oTe (435) , AWM (URR, 75, R K KO
) ~ORBIRED S TRIE, AUClast Dk Mk T 0.51~1.47 Th - 7=,

T L7213 & A L DMK T 48 R LANIC U RE I3 E & FIRA & 72 0, HEME R OMEREZ > K
Ok, Ffg, RO KU, WONCHEET v N OREBRNRY ZFRE, B0l R RIE S
Too WP, R, RO R, WWONCHENET v b OFERBNAEIZI T, A RE D i & ElH)
REUT 168 FEITH D, MR DO TIRZ BREN-720, B TEhWEabdb o7,

HEPET Ve ) T v kTl 168 FERI O AJIE L= A3, Al % b & MRk P O Be It S e s -
Too BPIRH BRI EE A ®R T v b ERIRE CTH - 72,

4.3 RN ITHE

TE ) ROE{T v M UCHE#RT v =7 % 30 mg/kg O FHE CTHERE OB G L7z & & DK
WEATHE %2 QWBA Tt L 7-[Table 2.6.5.5A-DMPK R1500105-01],

HEVE B OMENE Z > N O PN BRI B 13 FE IR < # O R & (X - AUC @ 100 77D 1 LLF
ThHol,

LEXY, 79 MZBWTT VI =T OM~OBITIZIEE A LR bR o T,

4.4 fafdRiBMER UL BITHE

JERE I P RER IS L e o 72, L LD, 7y REONTH X2 Wit - R AEI
B3 288X, 7o I=7REMERICERO SN, BEOmERICHETRRE TS
S22 et MEHEEEMEIERV & B 2 5 vz [Table 2.6.7.13A-Study 1470272], [Table 2.6.7.13B-
Study 1470271, 7 ¥ X =7 OFIHBATIE A METT 25 BRI3 3 ST,

5 K3 (BYEMDOLEE)

~ A, Ty b, UHX, AX, P, KUt FOFMEE AW in vitro SBRIENC T v K,
v, LOE FTO invivo il BRIZEBWT, 7TV I =7 OB 2 MG Lz, Invitro XN in vivo
TROLNTLT ¥ =7 ROZ ORI O &% Table 11-3 127R7,



Novartis Confidential Page 20
CTD 2.6.4 EYHEHBRDOBEX ABL001/7>==7

5.1 In vitro Xt

Rz N CHC R T > 2 =7 Q5uM) A v FaX—h L7t EOEFI VT T A
L TIR<, 7 v b (1.77uL/min/106cells ) , A X (1.40 pL/min/106cells ) , H /L

(0.893 pL/min/10%cells) , & ~ (0.623 uL/min/10° cells) O )& T & - 7= [Table 2.6.5.10A-DMPK
R1300172-01], Invivo A7 — V7 LTHEMBLENZ VT 70201, 4 XP&EbE<

(7.95mL/minkg) , W\WTZ v b (6.75mL/min/kg) , ¥ /v (3.00mL/minkg) , KOt k

(147 mL/minkg) DIETHH-7=, TNHDO7 VT 7 AORMEIL, BESNTZinvivo7 VT 7
YA (32H) E—FHLTW5D,

~ A, vk, UHF, X, Y, Kb NOFEEHNT, “CIE#T =74
VX aX—= LT ED inviro R T 0 7 7 A V35 BV (Table 2.6.5.10A-DMPK R1300172-
01) , [Table 2.6.5.10B-DMPK R2000114], % OHEEHHREE % Figure 5-1 127”7,

Figure 5-1 In vitro B W in vivo TOF7 Y2 =7J (ABL001) D#ERBHEEE

M27.5 (CQY643)
M30.5 (SWQ0998)
glucuronidation

Phase ll

M33A Phase | P20
M36 (5$Y644) conjugation +123

glucuronidation

M8

hydrolysis
M28.5 (amide bond) M32 (LNQ491)
N-dealkylation M2%.Eé(a3ti§850)
(pyrrolidine ring) I / pyrrolidine ring clapening

M10 (LMP271) < Asciminib
hydrolysis

(de-difluorchlormethylation) / l \ M43.3 (CQM279)
M39

/' decarboxylation
)

M21 M37 (LML750
M31, M34 M44 (LMN773) oxi(dation,
/ oxidation oxidation pyrrolidine ring opening
M45
oxidation l \
M42 M40
oxidation oxidation, M36.5

pyrrolidine ring opening oxidation
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~ TR, Ty b, UVF, A4X, Y, L0t MFMlRE DA v Fa—v gy, WRIZT > b, L, KO
MZIT 5 in vivo ADME BRER OFfE RICE DS S HEERRE 2R Lz, 7V 2 =7 KOG O 1EZNIE Table 11-
3VWRT, B IAISIIAONM, 5 HFEEFAMNI R Lz, B MBI 2 FERBEREE KEORE TR,

TRCOEBYHEOIFHMBE DA ¥ a—2 g T, BERAMHRKIL, vonl)Yr, BUY
v, XFE T V=S OEE V7 v CBERA I LD M27.5, M30.5, M33A, M36, MUMM4l
DA T > 7= (Figure 5-1, Table 11-4)

T =T ONMKGIEIZED M8 KLUNMI0 O T ICEBO bive, 7 I REOTALRF L
CIRA DGR RRALE O T2, MBITHY T 27 =V O fEMIIMIE Shigho Tz,

Invitro CTNVEFF o T T NEFF o DOHRBERITIRD SR holzZ b, 73 =
7 HIEOSE H R R & AL pR T 2 FTREPE IV V[ Table 2.6.5.10A-DMPK R1300172-01],

5.2 In vivo {3

72 =7 D invivo fAiHX, 7 v M[Table 2.6.5.9A-DMPK R1300136-02], " /L[Table 2.6.5.9B-
DMPK R1500815], KOVt b (5.3.3.1-1-A2102 5kBk) CREM L7z, HEE S 72 % Figure
5-1 2R,

Zv b, P, KOk FCIE, FIOMGEHZED 7 I=7 kL (6H) . 7y hoE
IR IIRILUG TH - DIZRT L, PR SO ERREHREB ISR T V2 =
TOEBET VT a U BAETH T,

v MMZHIT S in vivo RS

HEEZ v R CIE, TV =7 0FERREREITBIEKOETHY, Bal UUBROBRIZEY
M37 XIE M39 ZARR L, Fel > Cle Z 2 WURERIC L 0 M4A3.3 24K L=, T OMOMHREE L,
vol U UBROBEREAELLER (M29.5 KTOIM32) , WONZT7 R EERTHIER Y DUBEROD
2t (M44) Tholo, TOMOMRBWITNTHHMELE X N, HEET » M2 30 mgkg
D UCHERET > I =7 A HERA®KE Lz & EoMEh o EEESIET I =T OREMETH
ST (IUFHRE AUCO-8h O 86%) [Table 2.6.5.9A-DMPK R1300136-02], 8% if. Fp O AR FHH#IZ
NHMETH 7208, M BRH L < (BEGTEE AUCO-8h @ 4.1%) , M29.5 (R g AUCO-
8h @ 2.8%) , M32 (FFUHHEE AUCO0-8h D 1.0%) , K TUNM43.3 (RAHUHHEE AUCO0-8h D 1.6%) 73
WO BTz, FIRNEG#Z KR ORI REZORHY 7 v 7 7 A VITEENTIEEIL Tz, fEE
H=a—VLEELIZT v MCEIRNEES Lz & 2O FIgRH 2 < @O L RE7IE M43.3
(BEERED 187%) , WNTM39 (BEED 127%) , 7 I=7 (EEED 13.1%) , kWY
M37 (G ED 7.66%) THY, TOMOKKTITOT N THoT, HEN =2 —LVRLET ~ b
DFEPTIE, TIVI=TBRERMI ThH o7 FIRNE SR IR G ED 57.5% K& O A& 5%
HH58D 70.8%) o FEHOERHMIEMA33 FEHIRNEGZ IR 5RO 9.69% M O A& 5%
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BHED 750%) ThHoTc, WP TIE, M8 ® EERMI ThoTe (FEIRNKG#ZICKE =
D 0.99%, #HEGRICEKGED 0.84%)

HILIZE TS in vivo (K

HEPVEY A WCHERR T ¥ X =7 Z BRIk G (10 mg/kg) TR AH L (30 mgkg) L7-
LE, TUVI=TEECBELRT VT v UBEREIT X o TRE S 417 [Table 2.6.5.9B-DMPK
R1500815], EZRMRHHFEEEIL, M1 Z4AERT o8 UUEORL, WONT M37 LT M39 ~D
vr ) UUBROREBREMN OB Th o7z, Z T v U ERRA R M27.5 KUY M30.5 BNR LK OIS
DEMNHmH I, L, M3051E7 v b, 41X, KOt hOERTRLETHDH I L MBR
STV % [Table 2.6.5.10C-DMPK-2000268], L 7=23-> T, H/L#EH D M27.5 KO M30.5 D (T,
TV =T ~ORBIEIT K0 /NI S A2 TREME N B S, MO RERR R IR L (M34, M44,
M45) KOE R U UUBROBEEEZ Y BRE (M36.5, M43.3) Thotz, ZOMORFWITNTH
bR TH o7z, MR OERIEERBINEL, REMEKETH -7 EHIIRNE TR ARG ZICENLE
AU T BE AUClast @ 91.1% M OF 88.4%) o IMAEFHW T T bIEITHR I 4, M31 (§f
RPN K O 101 4% 5-1% 12 E B RS RE AUClast @ 3.15% % T8 3.66%) , Md44  (FrlRN K& O D
BH%ICZ VRIS RE AUClast @ 1.13% M TN 1.44%) KON M29.5 (FARI &L OE 10 4% 51412
ZNZEINRSETEE AUClast D 0.54% M N 1.26%) OBEFERIT 1%% D302 E\l> Tz, il S
Nz oo miEpREY (M27.5, M30.5, M32, M34, M43.3) 30306 kT EE AUClast
D1%KRE T oTe, BHTIE, TUI=TREROFEERBS ThoTe (FIRN LK O 1 i 5-1%
IZENENHRGED 21.4% KT 37.1%) o &b FELREDITRCAREHY M31 (B AOG%ICK
H&D 889%) , M37 (RO HGHBICHELEED 9.02%) LTUM39 (RO LZICKSED
8.78%) Th -7z, RETIX, FEMMEIMI (RBOFLGHZIZELGEED 1.60%) THYH, T3
=7IEMETH T (BRARGHRIZEGED 0.16%)

E FZHF 5 in vivo {85t

bk (B I280mg D UCHERT v I =7HME A HERE O &5 Lz s & (5.3.3.1-1-A2102
RER) , TUI=ToERREREIZERE SV v oiBas (M30.5) , e Y UBROBRREY
Eo R (M39) , KROBLEREE (M43.3) Tholz, MOBRKITEEL (M44, M45) , vrl ¥
VEROBBRZ MO M (M29.5, M37) , MOEHI VI o fgias (M27.5) Tholz,
M8 L DX MI10 3 flER ) Sl (G- ED 1% K)o MFEFRORERSIET I =7 (R
HE AUClast ® 92.7%) ToHh 7=, MFEFREHMIL, M30.5 GRISEE AUClast D 4.93%) , M44
(KT AE AUClast @ 1.88%) & UM M29.5 (AT 8E AUClast D 0.39%) ToH Y, WTh bilE
Tholz, EPTIE, TV I=TREREGED 56.7%% 507, EREPRHWIZIMI EE5ED
7.8%) MOYM433 (TG ED 4.6%) Tholo, RTPOFEMNHMIIMI05 (KEED 7.0%) T
bole, BHED 25%VBIRPICHEM 7z, JREOFE PPy 21X Oz b ZH R
DI ERRH S (FREED 22%LLT) .
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KEPOSM. £ FREEL
b M EP AT B R IEEE AUC O 10% K0 Th -7z, £72, b bR REwIC
9L @mERBRICHW EBWE (7 RO LV) OEREREY, 7 v N KOO NOAEL
(30 mg/kg) TIHi L7=ZnEFN D ADME RBRICEB T 2 OgER L, t b 80 mg HilA#
HREOBRFER L 2 bl L CAFfi L7= (Table 11-4) [Table 2.6.5.9A-DMPK R1300136-02], [Table
2.6.5.9B-DMPK R1500815], 1% #f# M30.5 (SW0996) , M44 (LMN773) , K& OV M29.5
(CRE850) X7 v M RO/ T H/CTHA S, B b MEEEHIZ1SEL ETH 72, B
XY, TEIESORKRER K ORGERTEATR RSO 72D OIEERIR Z MR O F i (22T o
A XA (ICHM3R2)) | IZBELTREHOEW, b NEEREEIII S THDL Z LIRS,
Invivo XTI NVE FH AIEERKE NI NVE FF VA RITRO b h- 7o 2 ehhn, 7
VI =T BRISEDONREWY 2 AR T D TR IRV & FE 2 57 (Table 2.6.5.9A-DMPK
R1300136-02, Table 2.6.5.9B-DMPK 1500815, 5.3.3.1-1-A2102 #X5%)

ErEERBYOREFN.

Caliper ERVKEN T v B A EEZ AW Y VEBALEESR T v 2 A I2BWT, B THEMAHY M29.5

(CRE850) M TU*M44 (LMN773) @ IC50 “FHJfEIL, €N 6.6nM K r50nM TH Y, 7
2=7 (2.6n0M, WHIE#HITT—BT vk A1) D254 EKLN1.92ETH-o7- (2.62-2.1TH) , t
M2 80mg D “CHEE T v I =7 HME 2 HIE Rk &b L7z & & (53.3.1-1-A2102 & BR) @
M29.5 KO M44 OENBEA TR L7z MIUEFIRGFEEMENZ L E2EBETH L, B MIBITD
RIS T 2 WA OFE XL TN THDH (M29.5 L M4d TZILZH 0.16% %
W 1.05%)

6 Bt

6.1 PR B U3 o Bt

F v b, Vb, ROE MR U727 S S = 7R R ST R A H R G LT & &
D PR & OFE PR T — % % Table 6-1 IZZ L, Bl & OWH AR % Figure 6-1 12779, 728k
REEIZEF CThoTz, 7y PR VICEIRNE G Lz & &, #5 LICBRoXRE Sy (thz
A 90.9% K N 73.1%) MEFNSEIL SN, RENLITDVE (221 2.48% K% Y 7.06%)
DRHINTOHRTHST2, 7> b, P, KOt MIROTEGRICHFEEROMEM AR 6, £
NZNBEEHFHRER D 94.9%, 79.5%, KN 79.6%MNFHFIZ, 1.92%, 4.16%, MY 10.7%03KHIZ
HEfi < 7z,

Ty MIfRO#E Lz & &, B5% 24 R E CTICEGHHEEO KIS (76.0%) MRS 7,
—J7, WL ROt FTIEHRIEDE, +53 72 EIEREZ 1521213 168 R OB IS LB T o >
oo 7 b (%51 168 KF[H] T 97.0%) , Vb (F&hH#% 168 KFfH] T 85.7%) , XUk b (& 5%
168 IKEHI T 90.6%) Tlk, HEHEHRBITIZIZERIZEIN S 7z,
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BHEEO I —HMnREEE LTRPIZHEEES N, T b, T, ROk MZBWT, #&
A HZICRERPICHENTZ T I =T 1IHREED 0.16%~2.5% Th-71=, EHOT I =71
et L2 _RCTOEBYE TR OBESED 37.1%~70.8%% 57,
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Table 6-1 HE#BKARUVEOBRSEEOTOIZIJRUT VS ZJEERSTRED B
EULZLia 7 v b 7 v b Hv Hv =N
PR HE 1 i3 V(3 Sk
R i FrIRN e IR & A %A
B 58 (mg DEHEE k) © 5 30 10 30 1.03®
W%’rﬁﬁ%%ﬁ 14C 14C 14C I4C 14C
PR B
JSTHE (% 5-2%) 2.48 1.92 7.06 4.16 10.7
LI (h) 0-168 0-168 0-168 0-168 0-48
TV =T (FHE5E%) 0.36 0.24 0.30 0.16 25
PRI (h) 0-72 0-72 0-48 0-48 0-48
Fh et
AR (% 5-2:%) 90.9 94.9 73.1 79.5 79.6
PRIDUYITA (h) 0-168 0-168 0-168 0-168 0-168
TV =T (FE5E%) 57.5 70.8 21.4 37.1 56.7
PRI (h) 0-48 0-48 0-72 0-72 0-96/168

a) VALK MIET v =7 HERE (578 : 449.8436.5) &, T v MIET ¥ =7 ilEEEHER (4
449.8) ZH LTz, FLili STV D HEITERHERE (575 : 449.8) ICBET26DTH S,

b) 80 mg &5, FHKH : 78.0 kg
Source: Table 2.6.5.13A-DMPK R1300136-02, Table 2.6.5.13B-DMPK R1500815, 5.3.3.1-1-A2102 itk

6.2 BB 5+ o B it

JEAE T = 2 — L&l LT-REVE D » BT MCHERR T & X =7 OUERER L 2§ RN L O D #& 5 L
Tl &, BHSNTHEREO KIS GRIRN @ 62.8%, X1 : 47.8%) B S, R

Y SN EEEIL 2 < s (BRI © 9.78%, #%0 : 4.79%) T 7= (Table 6-2) , ik
P G2 5 RE R D 31.6% N EHPICHFE L= Z D, TV =7 BElEmE OIE» S O

BRI UD I RIE ST,

JEVH T, BEHED 13.1% RN KON12.0% (& H) BSREEE LTRSS &
5, Ty F T PEERERICH G LTS ZER RS, BE =2 — Va2
v hOFEFTIE, FHEED2.7% FARN) 87V I=7 L L TR S, REED /NG
MR E Tz, 7V =7 FmWsBifiEEZimtEa2a L, FHERE78.0kg I2S5< B R TO A
DT OIMmEEZ V7 7 A (CL/F) 28 0.927 mL/minkg & {&~FRRECTH D Z LD (533.1-1-
A2102388) |, IEZ VT I 2artv 7 NoMEY AT A (BC3S) 75 A2 DLWz En
Do 7T A2 DAY TIIIEIHFA~OZWNT DTN L3R S5 (Camenisch 2016)

L7222 T, b MIBIT D7 VI =7 OFERHRREEIL, CYP3A4 24 Lo b3, 7
7 a UgiE, WIS R OVMEZWTH D EHZ 2 bLD (272 ERARMEERER, 3.1.75H) |
TN CEE R IBH T K0 HE S A, W TRENAIEIC KD 2L s v R SR
WEEZZITTYI=TICRY, EPICKREOTVI=TRRBOLNDIEEZLND, M305D T
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NI a BREARIZONTIE, BN, Ty b, ROAXOFEE A FaX— L& &, 1FTE
27 A RO B 7= [Table 2.6.5.10C-DMPK R2000268], 7 > k TIZ, invitro X O in vivo (28
WT V7 v UIBRRAIERRD LR Do T,

Figure 6-1 Sy bk, YL, RUVE MZHIFD invivo TOFTI=T (ABL001) Dl

R
‘ ABL001 \

Systemic Intestinal Hepatic Kidney

Metabolism
Glucuronidation/Oxidative

Asciminib
Secretion

Hydrolysis Renal CL

Rat: 2% Rat: ND / 60.2% Rat: 0.4%

Monkey: 3.4-33.2%") / 66.5%
Human: 27.9%(27.9-60%)P) /
37.8%

Rat: 22.7%
Monkey: -2)
Human: -2

Monkey: 0.3%

Monkey: ND
Human: 2.5%

Human: 0.7%

Biliary secretion

Rat: 13%
Monkey: 0-29.8%P
Human: 31.1% (0-35%)®)

Z v b (Table 2.6.5.9A-DMPK R1300136-02) K U8/ (Table 2.6.5.9B-DMPK R1500815) (2351} 2 RN 5- %
e MBI O8E% (5.3.3.1-1-A2102 R&ER) OFEMIET — & W ONT in vitro T OFEFIZFES < H 5 E% D
HEMm, VAV KOE MOBEWZMOTFEIT/ NI NWEEZ X BT,

a) /MBI & MBI DA 5T & AL LIRS o el (FEpH) & L TG L=

b) #EEE (FEF)

ND: Ffr H

Table 6-2 EEHh=—a—LEAEESY Mz “CEB7 LI J28RARTEDOR
ELfzEZ20, R, #, RUBEFT~OHHE

B}y R R5E Peit i (% 5-82%, BIUIR : 0~48 IFEf)
¥ (mg i i e ¥
HfErE S . e . o . o
/kg)a) jj&%ﬁb 7:/1,4 jj&%ﬁb 7:/1,4 jj&%ﬁb 7:/1#7
VAN RN 5 9.78 1.73 62.8 13.1 31.6 22.7
Z v b o 30 479 0.31 47.8 12.0 46.4 37.1

a) TV =7 IEREEI E LTRSS (TR 449.8)
Source: Table 2.6.5.14-DMPK R1300136-02
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6.3 Arh~ADBIT
BIFT v FOANTHF~OBITIIRET L2 o T,

7 EMEREFHEYEEER
t |k invitro 2 OV in vivo SEMIENRE RS AR BAEARERIC OV T, 12.7.2 BRPRSKPEEER, 3.4
H] TRT,

8 T D DEYBIREEAER
Z Dy D Y BIRERBRIF MG L 727 7,

9 ERBRUER

W ORER K OEFEICB T, WIGE (Fa) 123 FIETHY, #HLZRANEFL
Too A XKV SDD AN Z 5 Lizk 25, Fald85%EB Th o7z, VIVICHERIEIRETR %
WhHL7-EX, Falds515% CTh o7z, FEED Fal, 7 v MCT ¥ 2 =7 Ol H IS iTE & ¥
HLzLzizbi@Bobhiz, LaL, ZThE TIXELNTWDERKREBREAEICISWNT, B MR
R OERl 5 Lic & 2@ Fald, PBPK # HW 7= THIME LV & KA > 7= (5.3.1.3-1-General
mmmMmmmw) TORERERE LT, %ﬁﬁ%%ﬁﬁ@a&@%@% Ea T 589

W% FH L7z in vitro TR EBR CHIZ SNl fafnic K 2 BN B 2 vz, 7 v b TIX Faldifst
BINAFTT_XAZEYT 1 (F) CRBETHY ?ﬂ@Lu?ﬁ%@i/J\éb\: LW E A, YT
X FalX F O 140 (55 < WlE@imsh R 2 &t 2 EAVRIE S N7z, B T, CLFAMEWNZ &b
HIELEED RN E TN D,

~UA, Ty h, 4AX, ROV ZET D FiE9%~76%Th -7z, BO#H%O Tmax 1,
THOBYETH 0.8~53 K ThHh o7, vV A, Tv b, AX, ROV IIZERIRNES L- &
X, TVI=7olEs VT T AL 1.59~163 mL/minkg Tho7lz, v~V A, Fv b, 4X,
T O VAZ BT B R O A LW 1L1~3 7 CTh -7, DA REITT X CoOEY
@TO&QZU@T%otO7y% AR, KOV LOWTHIZBWTH, TK 727 7 A LiZ
PEZAITRO bR o To, RFEMEK KRR AR 2IRE EITRO bR ho T,

AR ARE & =R #AT@@%@?M%uhkmﬂotom%%ﬁﬁbt7vi:7%&5b
727 v FTIE, BOERIZAHPAIZ A0 L, ikhE@ﬁ%wa%#_%%btoﬁ@?ykﬁ
M,w&U&%@ioﬁ%7:/aﬁﬁﬁ’%ﬁ%%§ﬁ®%hto%?“Véﬁﬁ%’
PRINIED? 272, 7> FTIE, BMAOBITIXIEE A LT w%h@mot(mﬁmmwlmﬂ
DILT) o 7 v MUY CTIIAEEBIM 2 @8 U725, R VTS b R 1 RO i 5% R B
DKo T,

Zv b, B, KOk T, 7V =T ICEERORBREOFAENEE STz, T > MC
B A2RBNIFICBRIS, KO MIBT 2REEEIZ IR L RNV T v o BIasT
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bolc, 7w b, Wb, ROE FOMIEFOEZERIE, REETH T2, B I TR
VOB REITRT VI =7 BEEWED S%RETH 72720, b MR o EERBDITRE S
Nehnotz, & MiEF CERE S N M30.5 (SW0996) , M44 (LMN773) , K TYM29.5
(CRE850) MIEFERIL, T v RO/ IV A ofighig@EeE L Lz, Zhbfbdho
in vitro 1§ (2.62-21 ) 1Tk 2Sx, HFIHANRHH TH 5 M44 (LMN773) J Y M29.5
(CRES850) 1%, b MIBITDHT7T VI =7 OEEZHEIEICFEEAMIITFG LneEEIDND,

7y bk, B, ROR MZBT LTV =7 EEWE ORI EIC#EY (79.5%~94.9%) Th
D, BEHREE (1.92%~10.7%) 13O Th o7, HRITEITHENE O IR PRt OV NG5
WZEDbDTHY, B IVT 7 ADFHGIIREN TH -T2, 7 v MEFHTIE, REMEKITD
TIhTH-oT-, T2, T FTIE, TV =T O/NGHWRRD ST,

10 SE

[Camenisch GP (2016)] Drug Disposition Classification Systems in Discovery and Development: A
Comparative Review of the BDDCS, ECCS and ECCCS Concepts.
Pharm Res; 33(11):2583-93.

[Davies B and Morris T (1993)] Physiological parameters in laboratory animals and humans. Pharm Res;
10(7):1093-5.

[Tran P, Hanna I, Eggimann FK, et al. (2020)] Disposition of asciminib, a potent BCR-ABLI1 tyrosine
kinase inhibitor, in healthy male subjects. Xenobiotica; 50(2):160-79.
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11 Tables and Figures

Table 11-1 7o2=J%FA=- PK XU ADME RBO#I=

Species Strain Gender Route Dose @ Dosage form Radiolabel Analytes Matrices Reference
(mg base/kg)
Mouse C57BL/6 m iv. 1 solution - asciminib plasma RD-2013-50097
m p.o. 3 solution - asciminib plasma
Rat Sprague Dawley m iv. 2 solution - asciminib plasma RD-2013-50096
m p.o. 3 solution - asciminib plasma
Rat Hanover Wistar m iv. 5 solution 14C 14C plasma DMPK R1300136-02
asciminib bile
metabolites excreta
Hanover Wistar m p.o. 30 suspension 14C 14C plasma
asciminib bile
metabolites excreta
Rat Hanover Wistar m/f p.o. 30 suspension 14C 14C blood DMPK R1500105-01
Long Evans tisues
Dog Beagle m iv. 1 Solution - asciminib plasma RD-2013-50081
p-o. 3 Spray-dried - asciminib plasma
dispersion
Monkey Cynomolgus m iv. 3 Solution - asciminib plasma DMPK R1200909
p-o. 60 Solid dispersion - asciminib
Monkey Cynomolgus m iv. 10 Solution 14C 14C blood DMPK R1500815
asciminib plasma
metabolites excreta
p.o. 30 Suspension 14C 14C blood
asciminib plasma
metabolites excreta
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Species Strain Gender Route Dose @ Dosage form Radiolabel Analytes Matrices Reference
(mg base/kg)
Dog Beagle m p.o., 1509 Spray-dried - asciminib plasma DMPK R1300349
fasted dispersion
m p.o., fed 1509 Spray-dried - asciminib plasma
dispersion
m p-o., 1509 Crystalline drug in - asciminib plasma
fasted capsule
m p.o.,fed 1509 Crystalline drug in - asciminib plasma
capsule
Dog Beagle m p.o. 150 Capsule - asciminib plasma DMPK R1300822
(hydrochloride salt)
m p-o. 1509 Capsule (esylate - asciminib plasma
salt)
Human - m p.o. 1.03® suspension 14C 14C blood CABLO001A2102
asciminib plasma
metabolites excreta

a) Asciminib was administered as free base, hydrochloride salt, or esylate salt. The dose stated refers to free-base.

b) 80 mg dose, mean body weight: 78.0 kg
¢) 150 mg base/dog

Source : Table 2.6.5.3D-RD-2013-50097, Table 2.6.5.3C-RD-20013-50096, Table 2.6.5.3E-DMPK R1300136-02, Table 2.6.5.5A-DMPK R1500105-01, Table 2.6.5.3B-RD-2013-50081,
Table 2.6.5.3A-DMPK R1200909, Table 2.6.5.3H-DMPK R1500815, Table 2.6.5.3F-DMPK R1300349, Table 2.6.5.3G-DMPK R1300822, 5.3.3.1-1-A2102 7!
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Table 11-2 FOIJZAWVETKERBROBE

Species Strain Gender Route Duration of dosing Doses @ Analytes Reference
(mg base/kg)
Rat Hanover Wistar m p.o. 2 weeks 50, 200, 600 asciminib 1270173
Rat Hanover Wistar m, f p-o. 4 weeks 50, 200, 600 asciminib 1270619
Rat Hanover Wistar m, f p.o. 26 weeks 15, 50,2009 asciminib 1470225
Rat Hanover Wistar f p.o. 12 days 25, 150, 600 » asciminib 1470272
Rat Hanover Wistar m, f p-o. 4 weeks 50,200 asciminib 1870206
Rabbit New Zealand White f p.o. 2 weeks 15, 50,300 asciminib 1470271
Dog Beagle m p-o. Single 30, 60, 150, 600 asciminib 1270174
Dog Beagle m, f p-o. 2 weeks 15, 60, 200 asciminib 1270561
Dog Beagle m, f p.o. 4 weeks 3,15, 60 asciminib 1270620
Monkey Cynomolgus m p.o. 2 weeks 15, 60, 1509 asciminib 1470175
Monkey Cynomolgus m, f p.o. 13 weeks 10, 30, 100 asciminib 1470095
Monkey Cynomolgus m, f p.o. 39 weeks 3,15,50 asciminib 1470799
Mouse BALB/c f p-o. 3 days 60, 200, 600 asciminib 1270766
Dog Beagle m p.o. 2 weeks 60 asciminib 1370559
Dog Beagle m p.o. 3-7 days 60" asciminib 1770677

a) If not otherwise commented, asciminib was administered as solid dispersion of free-base (MW: 449.8). The doses stated refer to free-base (MW: 449.8)

b) Asciminib was administered as suspension of hydrochloride salt (MW: 449.8 + 36.5).
¢) Asciminib was administered as suspension of free-base (MW: 449.8).

Source: Table 2.6.7.6-Study 1270173, Table 2.6.7.7A-Study 1270619, Table 2.6.7.7B-Study 1470225, Table 2.6.7.13A-Study 1470272, Table 2.6.7.17A-1870206, Table 2.6.7.13B-Study
1470271, Table 2.6.7.5-Study 1270174, Table 2.6.7.6-Study 1270561, Table 2.6.7.7C-Study 1270620, Table 2.6.7.6-Study 1470175, Table 2.6.7.7D-Study 1470095, Table 2.6.7.7E-Study

1470799, Table 2.6.7.17B-Study 1270766, Table 2.6.7.17C-Study 1370559, Table 2.6.7.17C-Study 1770677
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Table 11-3 BMRUE FTROHONET Y I ZITRUZTOREMOLLERE
Compound Structure Biotransformation MW  Mass
difference to
asciminib
Asciminib H - \T_I,F - 450 -
~N O
o
M
-
M8 M Jr: - Hydrolysis of amide bond 274 -175
OH
eyt
o N N
M10 N ,_n - oH Hydrolysis of 365 -84
(LMP271) w /@, chlorodifluoromethoxy group
M
-
o __CT M
P20 +122  Oxidation, pyrrolidine ring- 590 +141
_ opening, and conjugation
N o /@’ t
(,,J\f_],t :
0 «C o
M21 H <l Oxidation 463  +14
< e 7T
N F
[ &
o
M27.5 HGHC' o glucuronidation 625  +176
(CQY643) ;
HOH & o
Rt . /@/c} \I/ F
|
% = " F
| H
=
HG—CJN N
M28.5 Cl N-dealkylation of pyrrolidine 379  -70

ring
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Compound Structure Biotransformation MW  Mass
difference to
asciminib
M29.5 _ o, e F Oxidation, pyrrolidine ring- 467  +18
== o = - X
(CRES850) HH :L J_L J r f' opening
~H-’ f\“ "N - =
H
H‘N' e
L"‘"\
PC.—""H
OH
M30.5 N 0.9 Glucuronidation 625  +176
(SW0996) y \H 0 Q/ T
o AOH
NTN
Ho' N ° D_O
HO™ “OH
OH
M31 -l Hydroxylation 465 +16
Mty s & "“~|v"
4 _,-'I e '\-\.H’], F
= [kl
LK
NN
HQ |
oH
M32 R a =0, Oxidation, pyrrolidine ring- 467  +18
(LNQ491) - | /_E :'_r }(‘-F opening
"'\-\.I_-___.-'\-\.ﬂf HH = F
g “:.‘h.-'
OH CH
M33A Bl o Glucuronidation 625  +176
N-H o O\|/F
QYTL F
N
H
- <:N N
M34 - Cl Hydroxylation 465  +16
N~ - /@,H+F ydroxy
F N F
| H
H:_Qq N
OH
M36 Glucuronidation 625  +176

(CQY644)
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Compound Structure Biotransformation MW  Mass
difference to
asciminib
M36.5 :| Oxidation, pyrrolidine ring- 497  +48
% opening
O CH
M37 h Oxidation, pyrrolidine ring- 481 432
(LML750) “H ,Jk r\ j IT-'"““F opening
SONeE
I H
M39 (J F Oxidation, pyrrolidine ring- 481 432
” “MH j ‘T‘ opening
I%A -
HO -e" L
| 1DLO
M40 o _Q Oxidation, pyrrolidine ring- 463  +14
Nty O /O' ”\|-fF opening
F
s s
HI\/‘ H M
|
o
M4l e o Glucuronidation 625  +176
N"‘H o O\|,/F
QTTLi F
N
H
N° N
M42 a Oxidation, pyrrolidine ring- 465 +16
N-f] Q D“I’ F opening
(’II'TL“ F
quﬁ N
OH
M43.3 Oxidation, pyrrolidine ring- 451 +2
(CQM279) I\/r T opening and decarboxylation
“1 N HH
] V’*“vf “U/’L‘"-“D
-|C"u‘“v"'”“ f\.
M44 ’ 0% e Oxidation 447 -2
M i N
(LMN773) Pl o & T \|/
S s F
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Compound Structure Biotransformation MW  Mass
difference to
asciminib

M45 Oxidation 463 +14

" .zl -
M- A -
i M n Q, N‘I/
= F
el | M
. H
k:—@(f“‘ N

Source: Table 2.6.5.10A-DMPK R1300172-01, Table 2.6.5.10B-DMPK R2000114, Table 2.6.5.9A-DMPK R1300136-02,
Table 2.6.5.9B-DMPK R1500815, 5.3.3.1-1-A2102 7k
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Table 11-4 BMRUE MIBTE7 I TREY
Metabolite In vitro In vivo
Hepatocyte incubations Systemic exposure » 99 Exposure ratio © Amount excreted (% of dose) V9D
ms ra b do mk hu (% radioactivity / % asciminib) ratohu  mktohu ra mk hu

ra mk hu m m ur fe ur fe ur fe
M8 + + + + + + - - - - - 0.84 0.62 - - 0.4 -
M10 (LMP271) ; + - + + + - ; : - - - 031 020 08 01 07
P20 - + - + + + - - - - - - - 0.05 - - -
M21 - + - + + + - - - - - - - - - - -
M27.5 (CQY643) - - - - + + - 0.14/0.16 - - - - - 0.10 1.93 0.4 1.6
M28.5 - + - + + + - - - - - - 0.16 - - - -
M29.5 (CRE850) - + - + + + 2.8/3.2 1.3/14 0.39/0.42 8.01 29.4 0.03 1.51 - - 0.1 1.9
M30.5 (SW0996) - - + + + + - 0.85/0.96 49/54 - 1.54 - - 0.30 - 7.0 -
M31 - - + + + - - 3.7/4.1 - - - - - 1.60 8.89 - -
M32 (LNQ491) - + - - - + 1.0/1.2 0.60/0.68 - - - 0.01 1.02 - - - -
M33A - - + + + - - - - - - - - - - -
M34 - - - - - - - 0.62/0.71 - - - - - 0.19 1.61 - -
M36 (CQY644) - - + + + - - - - - - - - - - -
M36.5 - - - - - - - - - - - - - - 0.54 - -
M37 (LML750) - + + + + + - - - - - 0.04 1.94 0.13 9.02 0.1 2.2
M39 - + + + + - - - - - 0.18 4.36 0.07 8.78 0.1 7.8
M40 - + - + + + - - - - - 0.06 0.40 - - - -
M4l - . + - - - - - - - - - - - - - .
M42 - + - + - - - - - - - - - - - - -
M43.3 (CQM279) - + - + + + 1.6/1.9 0.41/0.46 - - - 0.25 7.50 0.04 4.18 0.1 4.6
M44 (LMN773) - + - + + + 4.1/4.7 14/1.6 1.9/2.0 2.39 6.88 0.01 2.73 - 1.29 - 0.8
M45 - - - - - - - - - - - - - - 2.49 - 2.2
asciminib 68 46 619 41 64 73 86/100 88.4/100 92.7/100 1.04 8.62 0.24 70.8 0.16 37.1 2.5 56.7
sum 86.2 - 86.0 - - 96.8 100/ na 100/ na 100/ na na na 1.82 91.3 3.61 77.0 10.7 78.5
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Abbreviations: ms = mouse, ra = rat, rb = rabbit, do = dog, mk = monkey, hu = human, m = male, ur = urine, fe = feces, + = detected, - = not detected, na = not applicable

a) Asciminib in hepatocyte incubations (2.5 pM asciminib, 8 h incubation) expressed as % of total radioactivity (Table 2.6.5.10A-DMPK R1300172-01, Table 2.6.5.10B-DMPK
R2000114)

b) Exposure and excretion data of rat and monkey after oral administration of 30 mg/kg asciminib

¢) Metabolites and asciminib in plasma pools after oral administration expressed as % of total radioactivity / % of asciminib (Table 2.6.5.9A-DMPK R1300136-02, Table 2.6.5.9B-DMPK
R1500815, 5.3.3.1-1-A2102 #&5%)

d) Where co-elution exists and where it is unclear which is the major component, the exposure is divided by the number of co-eluting metabolites.

¢) Exposure ratio between rat (male: single dose 30 mg/kg, Table 2.6.5.9A-DMPK R1300136-02), and human (single dose of 80 mg, 5.3.3.1-1-A2102 #&#%). Exposure ratio between
monkey (male: single dose 30 mg/kg, Table 2.6.5.9B-DMPK R1500815) and human (single dose of 80 mg, 5.3.3.1-1-A2102 #5#)

f) Metabolites and asciminib in excreta pools after oral administration expressed as% of dose (Table 2.6.5.9A-DMPK R1300136-02, Table 2.6.5.9B-DMPK R1500815, 5.3.3.1-1-A2102 &
5)
g) co-eluded with 33A
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B X
R ettt 2
B T i e 4
2.6.5.1  FEMIENAEGRIR & T o 6

2.6.5.2A
2.6.5.2B
2.6.5.2C
2.6.5.2D
2.6.5.2E
2.6.5.2F
2.6.5.2G
2.6.5.2H
2.6.53A
2.6.5.3B
2.6.5.3C
2.6.53D
2.6.53E
2.6.5.3F
2.6.5.3G
2.6.53H

B RERBR -
SHBIRERBR -
SEABIER -
YT
SHBEAR -
SHBIRERR -
B RERA -
B RERB -
MBI RERR -
SHBIRERBR -
Y BIRERBR -
B RERR -
B RER -
MBI RER -
YT
B RERB -

ST E (> R)
SRTITE (A4 X)
I (v U )
ST (L)
NI (DY)
SiTE (v )
oSBT e (REasiA)
SIHTTE (NEIEEEYE)
B3 5-4% ORI (F)1)
HA[A] % 54 ORI (A X)
HE G- ORI (F > B)
iR 5% ORI (=7 R)
HA[a 5% ORI (7> R)
HA[A % 54 ORI (A X)
HA[A] 8 515 DI (A X)
B[R 5-4% ORI (F1)

2.6.5.4 FBEHRETRER © BCAGTEGAZ DWEUL oot 37

2.6.5.5A

2.6.5.6B

FEh R

s (T B)
2.6.5.6A FWBIERER : ZABRE (VR Ty b, AX, Y, B
SRR -

-AAMEE (B B)

2.6.5.7 FYENREFER « AEIRENIIZISIT DRRER oo 50
2.6.5.8 FEWIENEEIRER © Z DML O AT TR IR oo 51

2.6.5.9A
2.6.5.9B

2.6.5.11

S EhRERAER

Cinvivo (BT HRE (7 v )
BN AR
2.6.5.10A FMENREFRBR : invitro IZB T HMH (T b, A X, P, B F)
2.6.5.10B HMENREEAER : invitro IZBIT A (U X, oY F)
2.6.5.10C W ENRERRER : in vitro [ZBITF D (T b, 41X, B b)
FEENBEFRIR © HETEARHIIRIE oot se e e e e ee s ereseeens 72

in vivo \ZF T B8 ()

2.6.5.12 FEMENREGRER « FEWREHEESR DT THE oo 73

2.6.5.13A FWEHREER . BRI (7 v b)
2.6.5.13B  FEppEhReaER - B (L)
2.6.5.14 HpEhReikER - BHFEEE (7> )

P

2.6.5.15 FDENRETRER © BEIIFE BB oottt 80
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i

W& 7 B L TOARWERE () HIE L THRWEREL (A)

AUCinf area under the drug plasma (blood) 0 B2 SR R £ com#E (k)
concentration-time curve from time zero to S e BE R gl R A
infinity

AUClast area under the drug plasma (blood) 0 R 20> & et Jie FE T E T RERF AR T D If.
concentration-time curve from time zero to the B (LK) Hp SR R R R T
time of the last quantifiable concentration

Cmax maximum drug plasma (blood) concentration e e (MR FEDIRE

CL clearance 7T T A

CLy hepatic clearance HFr7UV7ro A

CLint intrinsic clearance EEZ VT T A

DPBS Dulbecco’s phosphate buffered saline Ny 3 R E BRI K

ESI electrospray ionization L7 huaRATL—AF 4k

F absolute bioavailability XIS, FT XA T T 4

fac fraction in red blood cells ARIMMERIZ A3 L= =R

FDA Food and Drug Administration K A R R

fu fraction unbound FEFEBI R

GLP Good Laboratory Practice = 3K i O 22 MR B 2 FRRE IR AR 0 FE il

D FEHE

HPLC high performance liquid chromatography ERRE s o~ NTT T 4 —

HPLC-RA high performance liquid chromatography e A B L - SRk 7 e~
coupled to radiodetection 757 4 —

HPLC-UV high performance liquid chromatography AN E R A A B LT mRiRik 7 v
coupled to ultraviolet absorbance detection <~ TS5 T7 44—

iv. intravenous FHIRN

LC-MS liquid chromatography-mass spectrometry Wik v~ ~7 o7 4 —EaE5HT

LC-MS/MS liquid chromatography-tandem mass Wik a~ N5 7 4 —% 2T NERSHT
spectrometry

LLOQ lower limit of quantification E& TR

LOQ limit of quantification E RS

LSC liquid scintillation counter Wik v FL—vavhori—

MRM multiple reaction monitoring LZENINE=HZ U T

MS mass spectroscopy B &

NA not applicable ML

NC not calculated HEINT

NMR nuclear magnetic resonance R R LS

NR not reported W

Qu hepatic blood flow JHF i it i

QWBA quantitative whole body autoradiography ERNRHEA— T UF T T T 4 —

PK pharmacokinetic(s) EyEhe (%)

p-o. oral(ly) »n

SD standard deviation 1R UE AR 7=

SDD spray-dried dispersion or solid dispersion -
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s 7 A L TORVWEREL (35 A L THRWEREL (H)

T1/2 elimination half life RS REE!

Tlast time of last quantifiable concentration Bt T B AT B IR AR

Tmax time to reach the maximum drug plasma (blood) f &I fE (MLK) ) 2R
concentration following drug administration

ULOQ upper limit of quantification E& EIR

Vss distribution volume at steady state EFIRTEIZ BT 55 A5
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2.6.5.1 EPEESRAR:  —8

Type of study Test system(s). Administration, Duration of  Analyte(s), Dose(s), GLP Testing Study Number Location in
Species, Strain, Sample(s), dosing Concentrations Compliance Facility CTD
Sex, Feeding Batch(es)

Analytical Methods and Validation 2.6.5.2

Analytical Methods Rat plasma spiked samples NA ABL001 yes Novartis [DMPK R1300134a- 4.2.2.1-1

and validation 01]

2.6.52A

Analytical Methods Dog plasma spiked samples NA ABL001 yes Novartis [DMPK R1300134b-  4.2.2.1-2

and validation 01]

2.6.5.2B

Analytical Methods Mouse plasma spiked samples NA ABL001 yes Novartis [DMPK R1300134¢c-  4.2.2.1-3

and validation 01]

2.6.5.2C

Analytical Methods Monkey plasma spiked samples NA ABL001 not required Novartis [DMPK R1400910] 422.1-4

and validation

2.6.5.2D

Analytical Methods Rabbit plasma spiked samples NA ABL001 yes [DMPK R1701368] 42.2.1-5

and validation

2.6.5.2E ana

Analytical Methods Rat plasma spiked samples NA ABL001 not required [DMPK R1800401] 42.2.1-6

and validation [DMPK R1800401-

2.6.5.2F adl]

Analytical Methods Synthesis and RSU6164-2013- NA 14C-ABL001 not required Novartis [DMPK R1200556- 42217

and validation Release Analysis 8819-01 02]

2.6.5.2G

Analytical Methods Synthesis and SSU6181-2013- NA ABLO01(M+5) not required Novartis [DMPK R2000174] 422.1-8

and validation Release Analysis 8438-01

2.6.5.2H

Pharmacokinetics: Absorption after a Single Dose 2.6.5.3

Absorption after a Monkey. 1.v. and p.o. single ABLOO01 free base, i.v.: not required Novartis [DMPK R1200909] 4222-1

Single Dose Cynomolgus, 3 mg/kg; p.o.: 60 mg/kg

2.6.5.3A male, fed
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Type of study Test system(s), Administration, Duration of ~ Analyte(s), Dose(s), GLP Testing Study Number Location in
Species, Strain, Sample(s), dosing Concentrations Compliance Facility CTD
Sex, Feeding Batch(es)

Absorption after a Dog, Beagle, i.v. and p.o. single ABLOO1 free base, i.v.: not required Novartis [RD-2013-50081] 4.22.2-2

Single Dose male, fasted 1 mg/kg; p.o.: 3 mg/kg

2.6.5.3B

Absorption after a Rat, Sprague i.v. and p.o. single ABLOO1 free base, i.v.: not required Novartis [RD-2013-50096] 4.2.2.2-3

Single Dose Dawley, male, fed 2 mg/kg; p.o.: 3 mg/kg

2.6.5.3C (i.v.), fasted (p.o0.)

Absorption after a Mouse, C57BL/6,  i.v. and p.o. single ABLOO1 free base, i.v.: not required Novartis [RD-2013-50097] 422.2-4

Single Dose male, fed 1 mg/kg; p.o.: 3 mg/kg

2.6.5.3D

Absorption after a Rat, Hanover i.v. and p.o. single 14C-ABLOO01 free base, not required Novartis [DMPK R1300136- 4.2.2.2-5

Single Dose Wistar, male, fed i.v.: 5 mg/kg; p.o.: 02]

2.6.5.3E 30 mg/kg

Absorption after a Dog, Beagle, p.o. single ABLO01 free base, p.o.:  not required Novartis [DMPK R1300349] 4.2.2.2-6

Single Dose male, fasted/fed 150 mg/dog

2.6.5.3F

Absorption after a Dog, Beagle, p-o. single ABLO0O01 hydrochloride not required Novartis [DMPK R1300822] 4.2.2.2-7

Single Dose male, fasted salt and esylate salt, p.o.:

2.6.5.3G 150 mg/dog

Absorption after a Monkey, i.v. and p.o. single 14C-ABL001 not required Novartis [DMPK R1500815] 4.2.2.2-8

Single Dose Cynomolgus, hydrochloride salt, i.v.:

2.6.5.3H male, fed 10 mg/kg; p.o.: 30 mg/kg

Pharmacokinetics: Absorption after Repeated Doses 2.6.5.4
No studies under this section

Pharmacokinetics: Organ Distribution 2.6.5.5

Organ distribution Rat, Long Evans/ p.o. single 14C-ABL001 not required Novartis [DMPK R1500105- 4.2.2.3-1
2.6.5.5A HanWistar, hydrochloride salt, p.o. 01]
male/female, fed 30 mg/kg

Plasma Protein Binding 2.6.5.6
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Type of study Test system(s), Administration, Duration of ~ Analyte(s), Dose(s), GLP Testing Study Number Location in
Species, Strain, Sample(s), dosing Concentrations Compliance Facility CTD
Sex, Feeding Batch(es)
Plasma protein Blood and plasma  Spiked samples in NA 14C-ABLO001 free base not required Novartis [DMPK R1300135] 4.2.2.3-2
binding from male mouse vitro (0.02,0.05,0.5, 5, and
2.6.5.6A (CD1), rat 50 pg/mL)
(Hanover Wistar),
dog (Beagle),
Cynomolgus
monkey and,
human
Plasma protein Fresh and frozen Spiked samples in NA 14C-ABLOO1 free base, not required Novartis [DMPK R1600670] 4.2.23-3
binding human plasma vitro 1000 ng/mL
2.6.5.6B
Study in Pregnant or Nursing Animals 2.6.5.7
see Table 2.6.7.13
Other Distribution Study 2.6.5.8
No studies under this section
Metabolism /n vivo 2.6.5.9
Metabolism in vivo Rat, Hanover i.v. and p.o. single 14C-ABLO01 free base, not required Novartis [DMPK R1300136- 4.2.2.2-5
2.6.5.9A Wistar, male, fed i.v.: 5 mg/kg; p.o.: 02]
30 mg/kg
Metabolism in vivo Monkey, i.v. and p.o. single 4C-ABL001 not required Novartis [DMPK R1500815] 4.2.2.2-8
2.6.5.9B Cynomolgus, hydrochloride salt, i.v.:
male, fed 10 mg/kg; p.o.: 30 mg/kg
Metabolism In vitro 2.6.5.10
Metabolism in vitro Hepatocytes from  In vitro NA 14C-ABLO0O1 free base, not required Novartis [DMPK R1300172- 4.2.2.4-1
2.6.5.10A rat, dog, monkey 2.5 uM and 12.5 uyM 01]
and human.
Metabolism in vitro Hepatocytes from  In vitro NA 14C-ABL001 not required Novartis [DMPK R2000114] 4.2.2.4-2
2.6.5.10B mouse and rabbit. hydrochloride salt,
2.5 uM
Metabolism in vitro Rat, dog, human Ex vivo NA 153 uM SWO0996 not required Novartis [DMPK R2000268] 4.2.2.4-3

2.6.5.10C

feces

(asciminib glucuronide)
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Type of study Test system(s), Administration, Duration of ~ Analyte(s), Dose(s), GLP Testing Study Number Location in
Species, Strain, Sample(s), dosing Concentrations Compliance Facility CTD
Sex, Feeding Batch(es)
Possible Metabolic Pathways 2.6.5.11
No studies under this section
Induction / Inhibition of Drug-Metabolizing Enzymes 2.6.5.12
No studies under this section
Excretion 2.6.5.13
Excretion Rat, Hanover i.v. and p.o. single 14C-ABLOOI free base, not required Novartis [DMPK R1300136- 4.2.2.2-5
2.6.5.13A Wistar, male, fed i.v.: 5 mg/kg; p.o.: 02]
30 mg/kg
Excretion Monkey, i.v. and p.o. single 14C-ABL001 not required Novartis [DMPK R1500815] 4.2.2.2-8
2.6.5.13B Cynomolgus, hydrochloride salt, i.v.:
male, fed 10 mg/kg; p.o.: 30 mg/kg
Excretion into Bile 2.6.5.14
Excretion into bile Rat, Hanover i.v. and p.o. single 4C-ABLOO01 free base, not required Novartis [DMPK R1300136- 4.2.2.2-5
2.6.5.14 Wistar, male, fed i.v.: 5 mg/kg; p.o.: 02]

Drug-Drug Interactions 2.6.5.15
No studies under this section
Other 2.6.5.16

No studies under this section

30 mg/kg
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2.6.5.2A EVBREHE : o HEE (SY )

Study title:

Quantitative determination of ABLOO1 in rat plasma by LC-MS/MS. Method validation report DMPK R1300134a-01

Amendment no. 1

Location in CTD:
GLP compliance:
Method:

Instrument:

Substances analyzed:

Reference compounds:

Internal standards:

4.2.2.1-1
yes

The method consists of protein precipitation, evaporation of the organic phase to dryness, and analysis of the reconstituted sample residue by LC-MS/MS
in MRM mode using ESI positive as the ionization technique

LC-MS/MS
ABLO01 (asciminib)
ABLO001
ABLO01(M+5)

Results:
Selectivity

Stability

Intra-day accuracy
and precision

Inter-day accuracy
and precision

LOQ
Relative recovery

Matrix effect

Validation in rat plasma
Interference of ABLO0O1 < 20% of analytical response at LLOQ
Interference of ABL0O01(M+5) < 5% of analytical response at the working concentration

ABLO001 was stable in stock solutions for 364 days at <-15°C
ABLO01 was stable in working solutions for 24h at room temperature
ABLOO1 was stable in post-preparative extracts for 7 days at ca. 10°C
ABLO001 was stable for 3 freeze-thaw cycles with storage at < -60°C
ABLO001 was stable in spiked plasma for 27.5h at room temperature

ABLO001 was stable in spiked plasma for 289 days at <-60°C
ABL001(M+5) was stable in stock solutions for 6h at room temperature

ABLO001(M+5) was stable in working solutions for 24h at room temperature
ABLO001: Mean bias within £15% (£20% at LLOQ) of the nominal values. Precision of < 15% (<20% at LLOQ)

ABLO001: Mean bias within £15% (£20% at LLOQ) of the nominal values. Precision of < 15% (< 20% at LLOQ)

ABLO001: LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 50 pL rat plasma

Mean recovery of ABL001: 92.9% (range 85.3-97.7%). Precision < 15%

Mean recovery of ABLOO1(M+5) : 92.4%. Precision of < 15%

ABLO001: Mean matrix factor at 3 concentration levels: 0.917. Precision of < 15% not fulfilled, but likely no issue
ABL001(M+5) : Mean matrix factor at the working concentration: 0.934. Precision of < 15%
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Study title: Quantitative determination of ABL0O1 in rat plasma by LC-MS/MS. Method validation report DMPK R1300134a-01
Amendment no. 1
Carryover ABLO001: Response after injection of 1 blank sample following injection of the ULOQ < 20% of the response observed for the LLOQ not fulfilled, but
likely no issue
ABLO001(M+5) : Response after injection of 1 blank sample following injection of the ABL001(M+5) at the working concentration < 5% of the
ABLO001(M+5) response observed at the working concentration
Calibration ABLO01: Deviation within £15% (£20% at the LLOQ) for 75% of the calibration standards and 50% at each calibration standard level from the nominal

Incurred sample reanalysis
Dilutions

values at a minimum of 6 different levels
ABLO0O01: Normalized difference between first and repeat assay result within +20% for at least 2/3 of samples analyzed
ABLO0O01: Bias within +15% of the nominal concentration for samples diluted up to 20-fold. Precision < 15%

D5-Asciminib, position of label

I=
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Study title:

Quantitative determination of ABL001 in dog plasma by LC-MS/MS. Method validation report

Amendment no. 1

Location in CTD:
GLP compliance:
Method:

Instrument:

Substances analyzed:

Reference compounds:

Internal standards:

4.2.2.1-2

yes

The method for a 25 pL plasma sample consists of protein precipitation, centrifugation, evaporation to drynesss, analysis of the reconstituted sample

residue by LC-MS/MS in MRM mode using ESI positive as the ionization technique
LC-MS/MS

ABLO01 (asciminib)

ABLO001

ABLO01(M+5)

Results:
Selectivity

Stability

Intra-day accuracy
and precision

Inter-day accuracy
and precision

LOQ
Relative recovery

Matrix effect

Validation in dog plasma
Interference of ABLO0O1 < 20% of analytical response at LLOQ
Interference of ABLO01(M+5) < 5% of analytical response at the working concentration

Stable in stock solutions for 364 days at < -15°C, and 6h at room temperature
Stable in working solutions for 355 days at < -15°C, and 24h at room temperature
Stable in post-preparative extracts for 7 days at 10°C

Stable for 3 freeze-thaw cycles with storage at < -60°C

Stable in spiked dog plasma for 25h at room temperature, for 62 days at < -60°C
ABLO001(M+5) was stable in stock solutions for 6h at room temperature
ABL001(M+5) was stable in working solution for 24h at room temperature
Mean bias within +15% (+20% at LLOQ) of the nominal values

Precision of < 15% (< 20% at LLOQ)

Mean bias within +15% (£20% at LLOQ) of the nominal values

Precision of < 15% (< 20% at LLOQ)

LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 25 pL of dog plasma
Mean recovery: 89.2% (range 85.8-93.9%). Precision < 15%
ABLO001(M+5) mean recovery: 93.1%. Precision < 15%

Mean matrix factor: 0.992. Precision < 15%

ABLO001(M+5) mean matrix factor: 0.976. Precision < 15%

ABLO01/ 7L 2=T

DMPK R1300134b-01
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Study title: Quantitative determination of ABL001 in dog plasma by LC-MS/MS. Method validation report DMPK R1300134b-01
Amendment no. 1
Carryover Response after injection of 1 blank sample following injection of the ULOQ < 20% of the response observed for the LLOQ not fulfilled, but likely no
issue
ABLO001(M+5) : Response after injection of 1 blank sample following injection of the ABL001(M+5) at the working concentration < 5% of the
ABLO001(M+5) response observed at the working concentration
Calibration Deviation within +15% (+20% at the LLOQ) for 75% of the calibration standards and 50% at each calibration standard level from the nominal values at a

Incurred sample reanalysis
Dilutions

minimum of 6 different levels
Normalized difference between first and repeat assay result within +20% for at least 2/3 of samples analyzed
Bias within £15% of the nominal concentration for samples diluted up to 20-fold. Precision < 15%




Novartis Confidential Page 14
CTD 2.6.5 EYFEHBRBMER ABLO01/ 7L =2=7

2.6.5.2C EYBREHE : s HE (¥DX)

Study title: Quantitative determination of ABL0OO1 in mouse plasma by LC-MS/MS. Method validation report DMPK R1300134c-01
Amendment no. 1

Location in CTD: 4.2.2.1-3

GLP compliance: yes

Method: The method for a 25 pL plasma sample consists of protein precipitation, evaporation of the supernatant to dryness, and analysis of the reconstituted
sample residue by LC-MS/MS in MRM mode using ESI positive as the ionization technique

Instrument: LC-MS/MS

Substances analyzed: ABLO001 (asciminib)

Reference compounds: ABLO001

Internal standards: ABLOO1(M+5)

Results: Validation in mouse plasma

Selectivity Interference of ABLO0O1 < 20% of analytical response at LLOQ

Interference of ABLO01(M+5) < 5% of analytical response at the working concentration

Stability Stable in stock solutions for 6h at room temperature and for 364 days at <-15°C
Stable in working solutions for 24h at room temperature and for 355 days at <-15°C
Stable in post-preparative extracts for 7 day at 10°C
Stable for 3 freeze-thaw cycles with storage at < -60°C
Stable in spiked mouse plasma for 25.75h at room temperature and for 629 day at < -60°C
ABLO001(M+5) was stable in stock solutions for 6h at room temperature
ABL001(M+5) was stable in working solution for 24h at room temperature

Intra-day accuracy Mean bias within +15% (+20% at LLOQ) of the nominal values

and precision Precision of < 15% (< 20% at LLOQ)

Inter-day accuracy Mean bias within +15% (£20% at LLOQ) of the nominal values

and precision Precision of < 15% (< 20% at LLOQ)

LOQ LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 25 pL of mouse plasma

Relative recovery Mean recovery: 94.7% (range 92.7-97.4%). Precision < 15%
ABLO001(M+5) mean recovery: 104%. Precision < 15%

Matrix effect Mean matrix factor at 3 concentration levels: 0.994. Precision < 15%

ABLO001(M+5) mean matrix factor at the working concentration: 0.999. Precision < 15%
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Study title: Quantitative determination of ABL001 in mouse plasma by LC-MS/MS. Method validation report DMPK R1300134c-01
Amendment no. 1
Carryover Response after injection of 1 blank sample following injection of the ULOQ < 20% of the response observed for the LLOQ not fulfilled, but likely no
issue

ABLO001(M+5) : Response after injection of 1 blank sample following injection of the ABL001(M+5) at the working concentration < 5% of the
ABLO001(M+5) response observed at the working concentration

Calibration Deviation within < £15% (£20% at the LLOQ) for 75% of the calibration standards and 50% at each calibration standard level from the nominal values
at a minimum of 6 different levels

Incurred sample reanalysis Normalized difference between first and repeat assay result within +20% for at least 2/3 of samples analyzed
Dilutions Bias within £15% of the nominal concentration for samples diluted up to 20-fold. Precision < 15%
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2.6.5.2D EYBREHER : 2WAE (L)

Study title: Quantitative determination of ABL001 in monkey plasma by LC-MS/MS. Method validation report DMPK R1400910

Location in CTD: 4.2.2.1-4

GLP compliance: not required

Method: The method for a 25 pL plasma sample consists of protein precipitation, evaporation of the supernatant to dryness, and analysis of the reconstituted
sample residue by LC-MS/MS in MRM mode using ESI positive as the ionization technique

Instrument: LC-MS/MS

Substances analyzed: ABLOO1 (asciminib)

Reference compounds: ABLO001

Internal standards: ABLO01(M+5)

Results: Validation in monkey plasma

Selectivity Interference of ABL0O01 < 20% of analytical response at LLOQ

Interference of ABLO01(M+5) < 5% of analytical response at the working concentration

Stability Stable in stock solutions for 6h at room temperature and for 364 days at -15°C
Stable in working solutions for 24h at room temperature and 355 days at -15°C
Stable in post-preparative extracts for 7 days at 10°C

Stable for 3 freeze-thaw cycles with storage at -60°C
Stable in spiked monkey plasma for 30h at room temperature and for 470 days at -60°C

ABLO001(M+5) stable in stock solutions for 6h at room temperature
ABLO001(M+5) stable in working solutions for 24h at room temperature

Intra-day accuracy Mean bias within +15% (+20% at LLOQ) of the nominal values
and precision Precision of < 15% (< 20% at LLOQ)
Inter-day accuracy Mean bias within +15% (+20% at LLOQ) of the nominal values
and precision Precision of < 15% (< 20% at LLOQ)
LOQ LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 25 pL of monkey plasma
Relative recovery Mean recovery ABL0O01: 91.9% (range: 88.5% to 96.9%)
Mean recovery ABLO01(M+5): 95.2%
Matrix effect ABLO001 mean matrix factor: 1.02

ABLO001(M+5) mean matrix factor: 1.01
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Study title: Quantitative determination of ABL001 in monkey plasma by LC-MS/MS. Method validation report DMPK R1400910
Carryover Response after injection of 1 blank sample following injection of the ULOQ < 20% of the response observed for the LLOQ not fulfilled, but likely no
issue
ABLO001(M+5) : Response after injection of 1 blank sample following injection of the ABLO01(M+5) at the working concentration < 5% of the
ABLO001(M+5) response observed at the working concentration
Calibration Deviation within +15% (+£20% at the LLOQ) for 75% of the calibration standards and 50% at each calibration standard level from the nominal values at a

Incurred sample reanalysis

Dilutions

minimum of 6 different levels
Normalized difference between first and repeat assay result within £20% for at least 2/3 of samples analyzed
Bias within +15% of the nominal concentration for samples diluted up to 20-fold. Precision < 15%
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2.6.5.2E EPEIRERER : 9FAE (DHX)

Study title: Validation of a method for the determination of ABL001 in rabbit plasma (K,EDTA) by liquid DMPK R1701368
chromatography-tandem mass spectrometry (LC-MS/MS)

Location in CTD: 4.2.2.1-5

GLP compliance: yes

Method:

Instrument:

Substances analyzed:
Reference compounds:

Internal standards:

The method for a 10 pL plasma sample consists of solid phase extraction, injection into a LC-MS/MS system and measurement in MRM mode using ESI

positive as the ionization method
LC-MS/MS

ABLOO01 (asciminib)

ABLO001

ABLO01(M+5)

Results:
Selectivity

Stability

Intra-day accuracy
and precision

Inter-day accuracy
and precision

LOQ
Relative recovery

Matrix effect
Carryover

Calibration

Dilutions

Validation in rabbit plasma

Interference of ABLO01 <20% of analytical response at LLOQ
Interference of ABL0O01(M+5) < 5% of analytical response at the working concentration

Stable in stock solutions for 26h at room temperature and for 40 days at -20°C
Stable in injection medium for 5 days at 4°C

Stable for 4 freeze-thaw cycles with storage at -80°C

Stable in spiked rabbit plasma for 23h at room temperature and for 46 days at -80°C

Mean bias within +15% (+20% at LLOQ) of the nominal values
Precision of < 15% (< 20% at LLOQ)

Mean bias within +15% (£20% at LLOQ) of the nominal values
Precision of < 15% (< 20% at LLOQ)

LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 10 uL of rabbit plasma

Recoveries for 30, 400 and 8000 ng/mL samples: 69.3%, 66.1%, 69.0%.

Mean recovery ABLO01(M+5): 68.9% at 4000 ng/mL

Mean matrix factor at low and high concentration levels: 0.924 and 0.941.
ABLO001(M+5) mean matrix factor at low and high concentration levels: 0.926 and 0.950.
No significant interference at the retention time of the analyte or internal standard

Deviation within +15% (+20% at the LLOQ) for 75% of the calibration standards from the nominal values at a minimum of 8 different levels

Bias within £15% of the nominal concentration for samples diluted up to 20-fold. Precision < 15%

ABLO01/ 7L 2=T
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2.6.5.2F EWMBREHE : 2 HEE (SY M)

Study title: Validation of a Method for the Determination of ABL0O1 in Rat Plasma by HPLC with MS/MS DMPK R1800401, DMPK R1800401-ad1
Detection
Location in CTD: 4.2.2.1-6

GLP compliance:
Method:

Instrument:

Substances analyzed:
Reference compounds:

Internal standards:

not required

The method for a 25 pL plasma sample consists of protein precipitation, evaporation of the supernatant to dryness, and analysis of the reconstituted
sample residue by LC-MS/MS in MRM mode using ESI positive as the ionization technique

LC-MS/MS
ABLO001 (asciminib)
ABLO001
ABLOO1(M+5)

Results:
Selectivity

Stability

Intra-day accuracy
and precision

Inter-day accuracy
and precision

LOQ

Relative recovery

Matrix effect
Carryover

Calibration

Validation in rat plasma

Interference of ABL0O01 <20% of analytical response at LLOQ
Interference of ABLOO1(M+5) < 5% of analytical response in the control zero sample

Stable in stock solutions for 6h at room temperature and 43 days at 2-8°C

Stable in working solutions for 6h at room temperature and 42 days at 2-8°C
Stable in processed samples for 163h at 2-8°C

Stable for 5 freeze-thaw cycles with storage at -10 to -30°C and at -60 to -80°C
Stable in spiked rat plasma for 24h at room temperature and for 99 days at -10 to -30°C and 285 days at -60 to -80°C

ABLO001(M+5) stable in working solutions for 6h at room temperature

Mean bias within +15% (+20% at LLOQ) of the nominal values
Precision of < 15% (< 20% at LLOQ)

Mean bias within +15% (+20% at LLOQ) of the nominal values
Precision of < 15% (<20% at LLOQ)

LLOQ: 10.0 ng/mL; ULOQ: 10,000 ng/mL using 25 pL of rat plasma

Mean recovery ABL0O01 (run 5): 72.5% (range: 68.0% to 75.0%)

Mean recovery ABLO01(M+5) (run 5): 73.2% (range: 71.6% to 74.7%)

ISTD-normalized ABLOO1 mean matrix factor: 0.983

Response after injection of 2 blank samples following injection of the ULOQ < 20% of the response observed for the LLOQ for ABL001

ABLO001(M+5) : Response after injection of 2 blank samples following injection of the ABL001(M+5) at the working concentration < 5% of the
ABLO01(M+5) response observed in the control zero sample

Deviation within +15% (+20% at the LLOQ) for 75% of the calibration standards from the nominal values at a minimum of 6 different levels
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Study title: Validation of a Method for the Determination of ABL0O1 in Rat Plasma by HPLC with MS/MS DMPK R1800401, DMPK R1800401-ad1
Detection

Dilutions Bias within £15% of the nominal concentration for samples diluted up to 100-fold. Precision < 15%
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2.6.5.2G EWBRIEHEE : /WA E (REHE)

Study title: [“CJABLO01 (CME911) Synthesis and Analysis DMPK R1200556-02
Location in CTD: 4.2.2.1-7

GLP compliance: not required

Test article: 14C-ABLO001 free base (asciminib free base)

Radioisotope label: 14C

Radioisotope batch no.: ~ RSU6164
Preparation batch no.: RSU6164-2013-8819-01
Methods: Identity: by HPLC and comparison with reference substance, by photo-diode array, by '"H-NMR and '*C-NMR spectroscopy and by MS
Position of the labeling: 'H- and *C-NMR spectroscopy
Radiochemical purity: HPLC with radiodetection
Chemical purity: HPLC with UV detection
Specific activity: LSC and MS

Radioisotope batch no.: RSU6164

Molecular formula Molecular Specific activity Amount Purity [%] ®
(labeled) weight -radiochemical
(labeled) .
-chemical
Cio "CH5CIF,Ns05  451.83 g/mol 1.90 GBg/mmol 4.20 MBg/mg 139 mg 583.8 MBq HPLC-RA: 99%

HPLC-UV: 102%

Preparation batch no.: RSU6164-2013-8819-01

Formulation Concentration  Specific Packaging Content / Package No. Pack Expiry date ® Storage conditions
activity

solid NA 113.6 uCi/mg  Glass bottle 15 mg 1704 nuCi/ 63.0 MBq 1 25-May-2013 -30°C
4.20 MBg/mg 5mg 568 uCi/ 21.0 MBq 1 25-May-2013 -30°C

a; at time of analysis; b: see release restrictions

Additional information: NA

Release Batch RSU6164-2013-8819-01 is released for technical studies until 23 May 2013
restrictions:
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Study title: ['*CJABLO01 (CME911) Synthesis and Analysis DMPK R1200556-02
Analytical results
Test Method Requirements Results
Identity HPLC Elution time corresponds to reference substance Elution time corresponds
Identity Photo-Diode Corresponds to reference substance Corresponds to reference substance
Array
Identity "H/BC-NMR Corresponds to reference substance Corresponds to reference substance
spectrum
Identity MS Corresponds to reference substance Corresponds to reference substance
Position of the 'H- and 3C- Label position(s) correspond(s) with the protons of the reference Label at the right position
labeling NMR spectrum  substance
Radiochemical purity = HPLC-RA - 99%
Chemical purity HPLC-UV 98-102% 102.2%
Most prominent HPLC-RA <3% <2%
radiochemical
impurity

Specific activity LSC/MS -

51.34 mCi/mmol/ 53.22 mCi/mmol
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Study title: ['*CJABLO01 (CME911) Synthesis and Analysis

DMPK R1200556-02

Radiosynthesis scheme 14C-ABL001 (RSU6164)

5-Bromo-6-chloronicotinic acid in toluene was
reacted with thionyl chloride to generate the acid
chloride. After removal of the toluene under
reduced pressure and dissolving the residue in
anhydrous THF the acid chloride was reacted
with a THF solution of 4-(chlorodifluoro-
methoxy)aniline yielding CLY315. CLY315 was
reacted with (R)-pyrrolidin-3-ol to generate
CLYS562. 1-(Tetrahydro-2H-pyran-2-yl)-1H-
pyrazole-5-boronic acid pinacol ester was
coupled with CLY 562 to yield CNJ725. The de-
protection of CNJ725 was carried out with
TFA/DCM to yield 139 mg (15.79 mCi).
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2.6.5.2H EVBREHR : HiTAE (RFEREDEH)

Study title: [M+5]ABLO001 Synthesis and Analysis DMPK R2000174
Location in CTD: 4.2.2.1-8

GLP compliance: not required

Test article: ABLO0O01(M+5) free base (asciminib free base)

Radioisotope label:
Isotope batch no.:
Methods:

’H

SSU6181-2013-8438-01
Identity: by HPLC and comparison with reference substance, by "H-NMR spectroscopy, photo diode array and by MS

Position of the labeling: 'H-NMR spectroscopy

Isotope purity: LC-MS

Radioisotope batch no.:

SSU6181-2013-8438-01

Molecular formula
(labeled)

Molecular
weight
(labeled)

Amount

Isotope
purity [%]

CyH 3[?H]sNsO3F,Cl

454.87 g/mol 355 mg

>99.5%

Additional information: NA

Release restrictions:

Batch SSU6181-2013-8438-0 is released for technical studies until 25 January 2016

Analytical results

Test Method Requirements Results
Identity HPLC Elution time corresponds to reference substance Elution time corresponds
Identity 'TH-NMR No additional peaks compared to reference substance Corresponds to reference substance, with peaks missing in
spectrum sample due to 2H-label as expected
Identity Photo-Diode Corresponds to reference Corresponds to reference
Array
Identity MS Corresponds to reference (except isotope shift) Corresponds to reference:

Standard: MH+ = 450
Sample: MH+ = 455
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Study title: [M+5]ABLO001 Synthesis and Analysis DMPK R2000174
Isotope purity LC-MS Unlabeled parent < 0.5% <0.1%

Radiosynthesis scheme ABLO01(M+5)
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Study title: [M+5]ABLO001 Synthesis and Analysis DMPK R2000174
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2.6.5.3A EWERERE  BESE5E£OIRIN (Y)L)

Study title Pharmacokinetics of CME911 (ABL001) following an intravenous (3 mg/kg) or oral (60 mg/kg) dose in the monkey DMPK R1200909
Location in CTD: 4.2.2.2-1

GLP compliance: not required

Test article: ABLOO1 free base (asciminib free base)

Species / Strain: Monkey / Cynomolgus

Gender(M/F) / Number of M /n =2 (intravenous), n = 3 (oral)

animals:

Feeding condition: Monkeys were not fasted prior to dosing

Vehicle / Formulation: i.v.: 3 mg/mL in 10% 1IN HCI, 30% PEG300, 30% (20%) Solutol HS15, pH 4 acetate buffer, pH adjusted with NaOH

p.o.: Solid dispersion. Added 1.224 grams of CME911 (ABL001) solid dispersion to 25 mL of PBS. Added a stir bar. Stirred by magnetic stirring
for 2-3 hours until a uniform suspension was created.

Method of Administration: single dose; i.v.: injection; p.o.: gavage
Dose (mg base/kg): i.v.: 3; p.o.: 60
Radionucleotide: none
Sample: plasma
Sampling schedule: Predose (p.o. only), 0.083 (i.v. group only), 0.25, 0.5, 1, 2, 4, 8, 24 and 48 h (p.o. only) post-dose
Assay: LC-MS/MS
PK parameters N p-0-

Mean (n=2) Mean + SD (n = 3)
Apparent terminal T1/2 (h) 2.36 5.11 +0.90
Tmax (h) 0.083 4.0+0.0
Cmax (ng/mL) 6470 7880 + 2130
AUClast (ng-h/mL) 7750 120000 + 5450
AUCinf (ng-h/mL) 7900 120000 + 5760
CL (mL/min/kg) 6.46 NA
Vss (L/kg) 0.973 NA
F% (Bioavailability) NA 76.1 £3.65

NA: nonapplicable
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2.6.5.3B EWERERE  BESEZOIRIN (1 X)

Study title Pharmacokinetics of ABL001 in dog RD-2013-50081
Location in CTD: 42222

GLP compliance: not required

Test article: ABLOO1 free base (asciminib free base)

Species / Strain: Dog / Beagle

Gender(M/F) / Number of M /n =2 (intravenous), n = 3 (oral)

animals:

Feeding condition:

Vehicle / Formulation:

fasted

1.v.: 10% 1IN HCI, 30% PEG300, 30% (20%) Solutol HS15, pH 4 citrate buffer, pH adjust with NaOH
p.o.: spray-dried dispersion in 100% PBS. The composition of the amorphous SDD was 25% ABL001 (CME911), 37.5% Pharmacoat 603, 37.5%

PVP VA 64
Method of Administration: single dose; i.v.: injection; p.o.: gavage
Dose (mg base/kg): iv.:1;p.0.:3
Radionucleotide: none
Sample: plasma
Sampling schedule: Pre-dose, 0.083 (i.v. group only), 0.25, 0.5, 1, 2, 4, 7 and 24 h post-dose
Assay: LC-MS/MS
PK parameters: 1.v., Mean (n =2) p.o., Mean + SD (n = 3)
Analyte: Asciminib (ABL001) Asciminib (ABL001)
Tmax (h) not applicable 0.8+£0.3
Tlast (h) 24.0 24.0+0.0
Cmax (nM) not applicable 2796 + 760
AUClast (nM-h) 6251 12343 + 4546
AUCinf (nM-h) 6285 12387 + 4578
T1/2 (h) 3.7 not applicable
CL (mL/(min-kg)) 6 not applicable
Vss (L/kg) 1 not applicable
Bioavailability (%) not applicable 66 +37
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2.6.5.3C EYHRERE : HEBRS5SH2ORIN (Sv )

Study title Pharmacokinetics of ber-abl allosteric inhibitor NVP-ABL001(CME911) following a single intravenous or oral RD-2013-50096
administration in male Sprague-Dawley rats

Location in CTD: 4.2.2.2-3

GLP compliance: not required

Test article: ABLO0O01 free base (asciminib free base)

Species / Strain: Rat / Sprague Dawley

Gender(M/F) / Number of M/iv.:n=2;p.0o.:n=2

animals:

Feeding condition:
Vehicle / Formulation:

Method of Administration:

Dose (mg base/kg):
Radionucleotide:
Sample:

Sampling schedule:
Assay:

i.v.: fed, p.o.: fasted

i.v. and p.o.: 10% 1IN HCIl, 10% PG, 50% (20%) Solutol HS15 in PBS

single dose; i.v.: injection; p.o.: gavage

iv.:2;p.0.:3

none

plasma

Pre-dose, 0.083 (i.v. group only), 0.25, 0.5, 1, 2, 4, 7 and 24 h (i.v. only) post-dose
LC-MS/MS

PK parameters:
Analyte:
Cmax (nM)
Tmax (h)
Tlast (h)
AUClast (nM-h)
AUCinf (nM-h)
T1/2 (h)
CL (mL/(min‘kg))
Vss (L/kg)
Bioavailability (%)

i.v., Mean (n = 2) p.o., Mean (n =2)

ABLO01/ 7L 2=T

Asciminib (ABL001) Asciminib (ABL001)
not applicable 134

not applicable 4

7 7

4198 595

4587 747

2.7 not applicable

16.3 not applicable

2.2 not applicable

not applicable 9
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2.6.5.3D EYHRERE : HEBRS5SHRORIL (THXR)

Study title Pharmacokinetics of ber-abl allosteric inhibitor NVP-ABLO001 following a single intravenous or oral administration in ~ RD-2013-50097
male C57BL/6 mice

Location in CTD: 42224

GLP compliance: not required

Test article: ABLOO1 free base (asciminib)

Species / Strain: Mouse, C57BL/6

Gender(M/F) / Number of M/n=2(iv.);n=2 (p.o.)

animals:

Feeding condition: fed

Vehicle / Formulation: i.v. and p.o.: 2 eq IN HCI, 10%PG, 50(20%)Solutol, PBS

Method of Administration: single dose; i.v.: injection; p.o.: gavage

Dose (mg base/kg): iv.:.1;p.0.:3

Radionucleotide: none

Sample: plasma

Sampling schedule: Predose (p.o. group only), 0.083 (i.v. group only), 0.25 (p.o. group only), 0.5, 1, 2, 4 and 7 h post-dose

Assay: Asciminib: LC-MS/MS

PK parameters: i.v., Mean (n =2) p.o., Mean (n=2)

Analyte: Asciminib (ABL001) Asciminib (ABL001)
Cmax (nM) not applicable 656
Tmax (h) not applicable 2
Tlast (h) 7.0 7.0
AUClast (nM-h) 3122 1887
AUCinf (nM-h) 3162 2009
T1/2 (h) 1.1 not applicable
CL (mL/(min-kg)) 11.7 not applicable
Vss (L/kg) 0.5 not applicable

Bioavailability (%) not applicable 21
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2.6.5.3E EPBEIRERAR : BEEEBEE£OBRIN (S5v k)

Study title Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single intravenous (5 mg/kg) or DMPK R1300136-02
oral (30 mg/kg) dose of ['*C]JABL001
Amendment no. 2

Location in CTD: 4.2.2.2-5

GLP compliance: not required

Test article:
Species / Strain:

Gender(M/F) / Number of
animals:

Feeding condition:
Vehicle / Formulation:

Method of Administration:

Dose (mg base/kg):
Radionuclide:
Specific radioactivity:
Sample matrix:
Sampling schedule:

Assay:

14C-ABLO001 free base (asciminib)
Rat / Hanover Wistar
M / 3 per route of administration

Fed

i.v.: 10% of 1 M hydrochloric acid, 30% PEG300, 30% of 20% Solutol 15 solution, 10% of 1 N sodium hydroxide, 20% of 50 mM pH 4.7 acetate
buffer;

p-o.: 0.5% methyl cellulose/0.5% Tween 80 suspension

single dose; i.v.: injection; p.o.: gavage

iv.: 5;p.0.: 30

14C

i.v.: 21.9 nCi/mg base; p.o.: 6.85 pCi/mg base

blood and plasma

PK: serial collection at 0.083 (only after i.v.), 0.25, 0.5, 1, 2, 4, 8, 12, 24, 48, 72, 96, and 168 h post-dose
Biotransformation: serial collection at 0.083 (only after i.v.), 0.25, 0.5, 1, 2, 4, 8, 24 and 48 h post-dose
14C: LSC, Asciminib (ABL001): LC-MS/MS

Route and formulation:

Intravenous solution
Mean £+ SD (n = 3)

Oral suspension
Mean = SD (n =3)

Plasma ABL001:
Cmax (ng/mL):
Tmax(h) 2

T1/2 (h):

AUCinf (ng-h/mL):

4810+ 204 1820 + 294
0.083+0 5.33+£2.31
2.85+0.465 3.57 £0.0445
6130+ 107 18200 + 6440
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Study title Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single intravenous (5 mg/kg) or DMPK R1300136-02
oral (30 mg/kg) dose of ['*C]ABLO01

Amendment no. 2

CL (L/h/kg): 0.816 +0.0142 -
Vss(L/kg): 2.22+0.299 -
Plasma [*C]radioactivity:

Cmax (ngEq/mL): 7010 =218 3270 +£215
Tmax (h): 0.083+0 5.33+2.31
AUCinf (ngEq-h/mL): 10700 + 480 32000 + 9730
T1/2 (h): 6.05+1.16 42440382
Blood ['*C]radioactivity:

Cmax (ngEq/mL): 7280+ 174 4370 + 422
Tmax (h): 0.083+0 5.33+£2.31
AUCinf (ngEq-h/mL): 14600 + 859 48900 + 15900
T1/2 (h): 124+5.43 16.5+7.8
Absorption (%)° - 50.2+15.2
Bioavailability (%) - 493+17.5

2 Observed value and first sampling time is 0.083 h
b Absorption calculated based on radioactivity data in plasma (p.o. vs i.v.) in intact rats
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2.6.5.3F EYBREHE : BEKZEROBIN (1 X)

Study title Pharmacokinetics of ABLOO1 after oral administration of 150 mg/dog in the dog with pentagastrin pre-treatment at DMPK R1300349
fasted and fed states

Location in CTD: 4.2.2.2-6

GLP compliance: not required

Test article: ABLOO1 free base (asciminib)

Species / Strain: Dog, Beagle

Gender(M/F) / Number of M/3

animals:

Feeding condition: Fasted and fed

Vehicle / Formulation: Spray Dried solid dispersion formulation and crystalline formulation

Method of Administration: sequential p.o. administration

Dose (mg base/dog): p.o.: 150

Radionucleotide: none

Sample: plasma

Sampling schedule: 0 (pre-dose), 0.25, 0.5, 1, 2, 4, 8, 24, 30 and 48 h post-dose

Assay: LC-MS/MS

Study design Oral administration/ fasted overnight before dose and for 2h post-dose**

Formlado Trsmen o el i i Sy Drelldiomnen Coslloclomion Cosallne forbion i A

PK parameters Mean + SD

Tmax (h) * 2.0 (2.0-2.0) 3.3(2.0-4.0) 2.0 (1.0-4.0) 3.3(2.0-4.0)

Cmax (ng/mL) 5600 + 2520 3880 = 764 2900 + 1690 3080 + 857

Apparent T1/2 (h) 3.29+0.135 3.68 £0.163 3.25+0.115 3.4+0.0791

AUCO0-48h (ng-h/mL) 41300 + 18200 32000 + 7920 10300 + 1520 26000 + 8450

AUCinf (ng-h/mL) 41400 + 18200 32100 + 7930 11200 + 2990 26100 + 8600

*Tmax given as mean and range

**all dogs were pre-treated with pentagastrin 30 min before dosing (6 pg/kg / 0.075 mL/kg)
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2.6.5.3G EPEIRESE  BEEBEROKRIT (4 X)

Study title Pharmacokinetics of ABLOO1 in two salt formulations after oral administration of 150 mg/dog in the dog with pentagastrin ~ DMPK R1300822
pre-treatment

Location in CTD: 4.222-7

GLP compliance: not required

Test article: ABLO0O01 hydrochloride and esylate salt (asciminib)

Species / Strain: Dog / Beagle

Gender(M/F) / Number of M/3

animals:

Feeding condition: fasted

Vehicle / Formulation:

Method of Administration:

Dose (mg base/dog):
Radionuclide:

Sample matrix:

hydrochloride salt in capsule / esylate salt in capsule
single dose; p.o.

150

none

plasma

Sampling schedule: serial collection at pre-dose, 0.25, 0.5, 1, 2, 4, 8, 24, 30 and 48 h post-dose
Assay: Asciminib (ABL001): LC-MS/MS
Formulation/Treatment Hydrochloride salt formulation** Esylate salt formulation**

PK parameters

Tmax (h) *

Cmax (ng/mL)
Apparent T1/2 (h)
AUCO0-48h (ng-h/mL)
AUCinf (ng-h/mL)

AUCinf/dose (ng-h/mL)/mg

Mean + SD
3.3(2.0-4.0) 1.0 (1.0-1.0)
6540 + 920 9190 + 959
50£14 3.43+0.161
51600 + 7060 60500 + 2160
51800 + 7180 60600 + 2210
3450 + 479 4040 + 147

*Tmax given as mean and range

**all dogs were pre-treated with pentagastrin 30 min before dosing (6 pg/kg / 0.075 mL/kg)
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2.6.5.3H ZEWERERE  BESE5E£OIIN (Y)L)

Study title Absorption, metabolism and excretion of ABL0OO1 in the monkey following an intravenous (10 mg/kg) or oral dose DMPK R1500815
(30 mg/kg) of [*C]ABL001
Location in CTD: 4.22.2-8
GLP compliance: not required
Test article: 14C-ABLO001 hydrochloride salt (asciminib)
Species / Strain: Monkey / Cynomolgus
Gender(M/F) / Number of M/n=2(i.v.);n=3 (p.0.)
animals:
Feeding condition: Fed
Vehicle / Formulation: i.v.: 10% 1IN HCI, 30% PEG300, 30% of 20% Solutol HS15 in citrate buffer, pH 4, pH adjusted with NaOH
p.o.: suspension in 0.5% methyl cellulose/0.5%Tween 80
Method of Administration: single dose i.v. and p.o.
Dose (mg base/kg): i.v.: 10 mg/kg, p.o.: 30 mg/kg
Radionuclide: 14C
Specific radioactivity: 1.v.:4.44 pCi/mg base; p.o.:1.88 nCi/mg base
Sample matrix: Blood and plasma
Sampling schedule: predose, 5 min (i.v. group only), 15, 30 min, 1, 2, 4, 7, 10, 24, 48, 72, 96 and 168 h post-dose
Assay: 14C: LSC, Asciminib (ABL001): LC-MS/MS
Parameters Oral (mean + SD) Intravenous (mean)
Radioactivity in blood
Tmax (h) 2.8+2.0 0.0832
Cmax (ngEg/mL) 14800 + 5890 28300
AUClast (h*ngEq/mL) 166000 + 48600 94500
AUCinf (h*ngEq/mL) 171000 = 49900 98200
Radioactivity in plasma
Tmax (h) 4+0 0.0832
Cmax (ngEq/mL) 13600 + 1420 35800

AUClast (h*ngEq/mL) 152000 + 47500 98500
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Study title Absorption, metabolism and excretion of ABLOO1 in the monkey following an intravenous (10 mg/kg) or oral dose DMPK R1500815
(30 mg/kg) of ['*C]ABL001
AUCinf (h*ngEq/mL) 154000 + 48300 99700
ABLO001 in plasma (LC-MS/MS)
Tmax (h) 440 0.17
Cmax (ng/mL) 11200+ 1110 25500
AUClast (h*ng/mL) 83700 + 18800 108000
AUCinf (h*ng/mL) 84800 + 17500 108000
T1/2 (h) 6.0+0.78 2.5
CL (mL/min/kg) NA 1.59
Vss (L/kg) NA 0.548
ABLO001 in plasma (HPLC-RA)
AUClast (h*ngEq/mL) 119000°
Bioavailability (%)° 36.7
(via metabolite profile AUClast)
Absorption (%) 51.5

2 First sampling time point, ® Radio-profile ABL001 AUClast, © Bioavailability was calculated using radio-profile ABLO01 AUClast after oral administration and LC-MS/MS AUClast

after i.v. administration. NA: Not available



Novartis Confidential Page 37
CTD 2.6.5 EYFEHBRBMER ABLO01/ 7L =2=7

2.6.5.4 EYHEFER RERSRORIN

No studies under this section
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2.6.5.5A EPBREHER : 2% (Sv )

Study title: Tissue distribution of radioactivity following an oral dose of ['*CJABL001 in male and female rats DMPK R1500105-01
Amendment no. 1

Location in CTD: 4223-1

GLP compliance: not required

Test article: 14C-ABLO001 hydrochloride salt (asciminib)

Species / Strain: Rat / Long Evans & HanWistar

Gender(M/F) / Number of M, F/9,8

animals:

Feeding condition: Fed

Vehicle / Formulation: 3 mg/mL suspension in 0.5% methyl cellulose/0.5% Tween 80

Method of administration: Single dose, p.o. (gavage)

Dose (mg base/kg): 30

Radionuclide: 14C

Specific activity: 7.3 nCi/mg base

Analyte/Assay (unit): Tissues and blood: radioactivity measured by QWBA, calibrated using “C-glucose-spiked blood samples added in the blocks and measured by LSC

Sampling time: 0.5,1,2,4, 8,24, 48 and 168 h post-dose

Tissue radioactivity concentrations following a single 30 mg/kg oral dose of ['*CJABL001 in male rats ¥

Region (ngEq/g) 0.5h 1h 2h 4h 8h 24 h 48 h 168 h 168 h (HW)®

adrenal cortex 6390 6770 14600 30000 7380 792 NM NM NM

adrenal medulla 6970 2790 6470 12200 4640 532 NM NM NM

blood 1520 1010 2610 5070 1050 120 NM NM NM

bone marrow 815 1360 2780 7130 1370 NM NM NM NM

bone mineral BLQ BLQ 309 559 113 NM NM NM NM

brain BLQ BLQ BLQ 75.6 BLQ BLQ NM NM NM

colon contents BLQ 195 616 30800 30600 66000 1930 NM NM

colon wall 808 1330 6590 6220 4150 24900 585 NM NM

epididymis 242 101 739 1860 844 914 NM NM NM

esophagus 452 2440 3110 7220 1730 NM NM NM NM



Novartis Confidential Page 39

CTD2.6.5 EMBEABRMER ABL001/7 =7
Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1

eye BLQ BLQ BLQ 109 95.5 BLQ NM NM NM
fat brown 1210 1630 4940 12800 3340 NM NM NM NM
fat white 90.7 143 432 1150 462 NM NM NM NM
harderian gland 724 1310 5550 11000 2160 NM NM NM NM
heart 3160 3190 8360 16600 3630 360 NM NM NM
kidney cortex 22100 14900 32400 78400 22200 1210 202 NM NM
kidney medulla 6020 18700 46200 47800 20500 1640 NM NM NM
kidney pelvis 2500 5060 3990 9590 3020 401 NM NM NM
liver 25600 13900 28900 59700 13800 993 478 118 77.9
lung 2370 1690 5010 10600 3360 213 NM NM NM
muscle 495 661 2900 6330 2230 122 NM NM NM
pancreas 5840 5550 13300 27300 10400 1240 NM NM NM
pituitary gland 2270 2620 6620 13700 2030 NM NM NM NM
salivary gland 3010 3670 8660 20100 3930 547 NM NM NM
seminal vesicles BLQ BLQ 269 410 616 NM NM NM NM
skin 558 571 2250 6700 1920 245 299 156 NM
small intestines contents 6090 509000 475000 559000 59800 4220 NM NM NM
small intestines wall 1310 152000 19100 52300 8280 5080 NM NM NM
spinal cord BLQ BLQ 259 250 BLQ 95.0 NM NM NM
spleen 3760 6530 5950 11400 2760 222 NM NM NM
stomach contents 570000 897000 869000 211000 53100 BLQ NM NM NM
stomach cutaneous 1130000 1530 9200 5920 5670 501 NM NM NM
stomach glandular 1240000 806 24600 17200 4540 669 NM NM NM
testis 85.2 81.5 338 1160 906 404 NM NM NM
thymus 466 578 2420 5850 2830 190 NM NM NM
thyroid gland 2360 1760 6590 6810 1350 NM NM NM NM
uveal tract 1000 1030 2230 4500 2290 1000 1130 407 NM

NM: Not measured due to target tissue indistinguishable from surrounding areas and similar to background.
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Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1

BLQ: Below lower limit of quantification of 62 ng-Eq/g.
3 if not otherwise stated data are based on Long Evans rats, ® HW: Han Wistar

Tissue radioactivity concentrations following a single 30 mg/kg oral dose of ['*C]ABL001 in female rats ®

Region (ngEq/g) 0.5h 1h 2h 4h 8h 24h 48 h 168 h
adrenal cortex 8890 21400 21300 21900 14400 1280 NM NM
adrenal medulla 8070 9950 14700 21300 8770 998 NM NM
blood 1790 2820 3490 2960 2480 135 NM NM
bone marrow 1260 4910 4770 4940 3170 98.2 NM NM
bone mineral 97.9 417 435 160 485 BLQ NM NM
brain BLQ BLQ BLQ 70.2 71.5 BLQ NM NM
breast 415 2600 3400 3800 4310 BLQ NM NM
colon contents 267 1780 280 633000 916000 74300 1900 346
colon wall 2240 3230 8230 12400 64100 3220 448 NM
esophagus 2230 2290 15700 4670 4070 NM NM NM
eye BLQ BLQ BLQ BLQ 80.0 BLQ NM NM
fat brown 2220 6830 8000 8890 5810 NM NM NM
fat white BLQ 295 379 654 392 NM NM NM
harderian gland 1760 5620 10200 15700 11800 1330 NM NM
heart 3690 11000 12900 10800 8750 424 NM NM
kidney cortex 18300 61900 51700 44200 37600 1960 NM 242
kidney medulla 6950 58100 55100 12200 8090 368 NM NM
kidney pelvis NM 3890 6350 4430 3090 174 NM NM
lachrymal gland 3300 7850 9340 10900 12000 NM NM NM
liver 25100 31500 35600 20200 16400 905 87.5 159
lung 2250 5190 5940 5300 4760 313 NM NM
muscle 883 2550 4170 6570 4820 202 NM NM
ovary 3970 5040 4430 2350 4210 207 NM NM

pancreas 9020 18300 21400 19400 13500 1020 NM NM
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Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1

pituitary gland 2570 8350 9620 7910 6510 370 NM NM
salivary gland 4040 12600 12700 11900 8500 424 NM NM
skin 522 1670 2490 4450 3360 288 1290 1440
small intestines contents 565000 448000 814000 65700 253000 875 1470 NM
small intestines wall 8250 18600 58600 17500 14900 453 851 NM
spinal cord BLQ 75.3 84.8 298 74.0 BLQ NM NM
spleen 4030 7810 9800 3710 5560 260 NM NM
stomach contents 322000 889000 375000 10500 84600 438 BLQ NM
stomach cutaneous 37800 2030 4720 19500 2420 99.4 552 NM
stomach glandular NM 16300 11400 8510 5840 482 921 NM
thymus 411 1910 3630 6610 5820 342 NM NM
thyroid gland 4060 7500 4590 4720 4840 255 NM NM
uterus 1950 3250 7740 3920 2700 968 NM NM
uveal tract 601 1620 1920 5300 4130 1420 241 647
NM: Not measured due to target tissue indistinguishable from surrounding areas and similar to background.
BLQ: Below limit of quantification of 62 ng-Eq/g
3 if not otherwise stated data are based on Long Evans rats
Pharmacokinetics of tissue radioactivity following a single 30 mg/kg oral dose of [“*C]ABL001 in male rats

. Cmax Cmax AUClast AUClast

. Half-life (h) Tmax (h) . .

Tissue ngEq/g tissue/blood h-ngEq/g tissue/blood
adrenal cortex 4.20 4 30000 5.92 197000 6.13
adrenal medulla 4.60 4 12200 241 103000 3.19
blood 4.02 4 5070 1.00 32100 1.00
bone marrow NR? 4 7130 1.41 29700 0.926
bone mineral NR # 4 559 0.110 2520 0.0785
brain NR 2 4 75.6 0.0149 NR*® NA
colon contents NR? 24 66000 13.0 1740000 543
colon wall NR @ 24 24900 491 576000 18.0
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Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1
epididymis NR ? 4 1860 0.367 22600 0.705
esophagus NR? 4 7220 1.42 31800 0.992
eye NR 2 4 109 0.0215 627 0.0195
fat brown NR? 4 12800 2.52 54300 1.69
fat white NR 2 4 1150 0.227 5170 0.161
heart 3.89 4 16600 3.27 105000 3.29
kidney cortex 6.07 4 78400 15.5 555000 17.3
kidney medulla 4.19 4 47800 9.43 448000 14.0
kidney pelvis 4.64 4 9590 1.89 73200 2.28
liver 50.3 4 59700 11.8 445000 13.9
lung 3.67 4 10600 2.09 77100 2.40
muscle 3.59 4 6330 1.25 47400 1.48
pancreas 4.67 4 27300 5.38 223000 6.94
salivary gland 4.23 4 20100 3.96 121000 3.78
skin NR? 4 6700 1.32 79200 2.47
small intestine contents 3.12 4 559000 110 3410000 106
small intestine wall NR ? 1 152000 30.0 424000 13.2
spleen 3.73 4 11400 2.25 79300 2.47
stomach contents 1.69 1 897000 177 3430000 107
stomach cutaneous 5.27 0.5 1130000 223 658000 20.5
stomach glandular 4.62 0.5 1240000 245 760000 23.7
testis 13.3 4 1160 0.229 16400 0.510
thymus 4.06 4 5850 1.15 51700 1.61
thyroid gland 2.44 4 6810 1.34 35500 1.11
uveal tract 99.4 4 4500 0.888 167000 5.20

NR: Not reported
NA: Not applicable
a: Insufficient tissue radioactivity concentration in the elimination phase. R?adjusted smaller than 0.75
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Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1

b: Limited tissue radioactivity concentration (single concentration value)

Pharmacokinetics of tissue radioactivity following a single 30 mg/kg oral dose of [“*C]ABLO001 in female rats

. . Cmax Cmax AUClast AUClast
Tissue Half-life (h) Tmax (h) . .
ngEq/g tissue/blood h-ngEq/g tissue/blood

adrenal cortex 4.79 4 21900 6.28 272000 6.33
adrenal medulla 4.68 4 21300 6.10 193000 4.49
blood 4.27 2 3490 1.00 43000 1.00
bone marrow 3.43 4 4940 1.42 58800 1.37
bone mineral NR 2 8 485 0.139 2460 0.0573
brain NR? 8 71.5 0.0205 424 0.00985
breast 3.11 8 4310 1.23 62300 1.45
colon contents NR 2 8 916000 262 12700000 295
colon wall 5.74 8 64100 18.4 764000 17.8
esophagus NR? 2 15700 4.50 48500 1.13
eye NR 2 8 80.0 0.0229 NR P NA
fat brown NR @ 4 8890 2.55 56500 1.31
fat white NR @ 4 654 0.187 3610 0.0839
harderian gland 5.45 4 15700 4.50 196000 4.56
heart 4.08 2 12900 3.70 153000 3.55
kidney cortex 4.23 1 61900 17.7 657000 15.3
kidney medulla 3.85 1 58100 16.6 250000 5.82
kidney pelvis 4.15 2 6350 1.82 59000 1.37
lachrymal gland 2.49 8 12000 344 175000 4.06
liver NR @ 2 35600 10.2 348000 8.09
lung 4.63 2 5940 1.70 79900 1.86
muscle 3.83 4 6570 1.88 78100 1.82
ovary 5.07 1 5040 1.44 63200 1.47
pancreas 4.58 2 21400 6.13 252000 5.85
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Study title: Tissue distribution of radioactivity following an oral dose of ['*C]JABLO001 in male and female rats DMPK R1500105-01
Amendment no. 1
pituitary gland 432 2 9620 2.76 114000 2.65
salivary gland 4.02 2 12700 3.64 155000 3.60
skin NR @ 4 4450 1.28 237000 5.52
small intestine contents 5.90 2 814000 233 7630000 177
small intestine walls NR? 2 58600 16.8 327000 7.60
spinal cord NR 2 4 298 0.0854 1240 0.0289
spleen 4.63 2 9800 2.81 91400 2.12
stomach contents NR? 1 889000 255 2270000 52.8
stomach cutaneous NR? 0.5 37800 10.8 119000 2.76
stomach glandular NR? 1 16300 4.67 138000 3.21
thymus 443 4 6610 1.89 87800 2.04
thyroid gland 4.42 1 7500 2.15 79100 1.84
uterus 10.2 2 7740 222 61500 1.43
uveal tract NR 2 4 5300 1.52 222000 5.16

NR: Not reported

NA: Not applicable

2 Insufficient tissue radioactivity concentration in the elimination phase. R%adjusted smaller than 0.75
b Limited tissue radioactivity concentration (single concentration value)
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2.6.5.6A EYBEHR : ABKES (XVA, Sy bk A4X, HI, EF)

Study title: In vitro blood distribution and protein binding of ['*C]ABL001 in mouse, rat, dog, monkey and DMPK R1300135
human

Location in CTD 42232

GLP compliance: not required

Test article(s): 14C-ABLO0O1 free base (asciminib)

Species, Strain, Sex:
Study system:

Radionuclide:
Specific activity:

Mouse (CD1, male), rat (Hanover Wistar, male), dog (Beagle, male), Cynomolgus monkey (male), human (male)

Whole blood, serum (human only), defrosted plasma; pools of n > 3 (for human blood: pool with n=3). Anticoagulant for
stability was heparin for blood and plasma.

140
113.6 pCi/mg base

Method: In vitro blood distribution: Incubation in blood at 37°C for 0.5 h; cell separation by centrifugation
In vitro plasma/serum protein binding: Bound/unbound fraction (fu) investigated by ultracentrifugation

Analyte / Assay: 14C: LSC

In vitro ["*C]ABL001 blood-to-plasma concentration ratios in mouse, rat, dog, monkey and human at 37°C
[“C]ABLO001 C,,/C, (mean £ SD)
(ug/mL) Mice? Rat? Dog? Monkey? Human #1 Human #2 Human #3 Human Average®
0.02 1.05+0.11 0.77 £ 0.06 0.85 +0.04 0.81+0.04 1.09 1.17 1.01 1.09 +£0.08
0.05 1.03 £0.02 0.88 +£0.03 0.97 £ 0.06 0.84+0.06 0.81 0.82 0.81 0.82+0.01
0.5 0.96 + NA 1.01 £0.06 0.98 +£0.03 0.92+0.03 0.80 0.72 0.56 0.69+0.12
5 0.96 +0.03 0.98+0.12 0.84 +£0.22 092+0.22 0.73 0.70 0.63 0.69 +0.05
50 1.08 £0.07 1.08 £ 0.08 0.99 +£0.03 0.90+0.03 NA 0.80 0.60 0.70 £+ NA
Average® 1.02+£0.08 0.94+0.13 0.93+0.11 0.88 +£0.07 0.80+0.18

2 Pooled blood (n > 3) and data were obtained from triplicate analyses

b Mean data were obtained from the three individual human subjects

© Average values were calculated since there was no evidence to show the concentration dependent if one considers the variability

NA: nonapplicable
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Study title: In vitro blood distribution and protein binding of ['*C]JABLO001 in mouse, rat, dog, monkey and DMPK R1300135
human

In vitro ["*C]ABLO001 distribution into blood cells (fzc) in mouse, rat, dog, monkey and human at 37°C

[“C]ABLO001 Mice? Rat Dog? Monkey? Human®

(ng/mL) Mean + SD Mean + SD Mean + SD Mean + SD Mean + SD

0.02 0.387 + 0.059 0.231 + 0.056 0.309 + 0.030 0.263 + 0.009 0.489 + 0.024

0.05 0.349 + 0.048 0.332 + 0.025 0.395 + 0.038 0.291 + 0.052 0.319 + 0.012

0.5 0.329 + NA 0.416 + 0.035 0.401 + 0.018 0.348 + 0.051 0.182 + 0.137

5 0.324 + 0.020 0.392 + 0.071 0.264 + 0.225 0.351 + 0.021 0.188 + 0.056

50 0.402 + 0.029 0.450 + 0.043  0.409 + 0.015 0.338 + 0.048 0.192 + NA

Average® 0.368 + 0.050 0.364 + 0.090 0.356 + 0.106 0.318 + 0.050 0.280 + 0.143

2 Pooled blood (n > 3), data was obtained from triplicate analyses

b Mean data were obtained from the three individual subjects

¢ Average values were calculated since there was no evidence to show the concentration dependence if one considers the variability

NA: nonapplicable

In vitro plasma protein binding of ['*C]ABL001 (bound fraction) in the mouse, rat, dog, monkey and human at 37°C

[“C]ABLO001 Mice? Rat? Dog? Monkey? Human®

(ng/mL) Mean + SD Mean + SD Mean + SD Mean + SD Mean + SD

0.02 0.960 + 0.013 0.924 +  0.006 1.000 + 0.000 0.947 + 0.007 0.972 + 0.025

0.05 0.967 + 0.009 0.939 + 0.007 0.990 + 0.004 0.954 + 0.007 0.976 + 0.002

0.5 0.963 + 0.002 0.950 +  0.003 0.964 + 0.011 0.965 + 0.003 0.976 + 0.005

5 0.957 + 0.005 0.956 +  0.002 0.973 + 0.005 0.963 + 0.004 0.968 + 0.008

50 0.965 + 0.001 0.956 +  0.004 0.971 + 0.003 0.964 + 0.004 0.973 + 0.004

Average® 0.962 + 0.007 0.945 + 0.013 0.980 + 0.015 0.959 + 0.009 0.973 + 0.011

2 Pooled plasma (n > 3), data was obtained from triplicate analyses
b Mean data were obtained from the three individual subjects
¢ Average values were calculated since there was no evidence to show the concentration dependence if one considers the variability
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Study title: In vitro blood distribution and protein binding of ['*C]JABLO001 in mouse, rat, dog, monkey and DMPK R1300135
human
In vitro serum protein binding of ['*C]ABL001 in human at 37°C
[*C]ABLO001 concentration (pg/mL) Subj. Serum Supernatant Bound fraction
DPM/0.05 mL DPM/0.05 mL Individual values Mean + SD
0.02 #1 317 2.00 0.994 0.989 0.013
#2 320 0 1.00
#3 313 8.00 0.974
50 #1 685000 10800 0.984 0.974 + 0.009
#2 592000 17800 0.970
#3 695000 22600 0.967
Overall average 0.978 + 0.011
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2.6.5.6B EYBRERER . ~ABRES (BEF)

Study title: Evaluation of methodology for determination of plasma protein binding of ['#*C]JABL001 in human plasma, stability =~ DMPK R1600670
assessment of ['*C]JABL001 and human plasma

Location in CTD 4.2.2.3-3

GLP compliance: not required

Test article(s): 14C-ABLO0O1 free base (asciminib)

Species, Strain, Sex:
Study system:
Radionuclide:
Specific activity:
Method:

Analyte / Assay:

Human, male

Plasma (fresh and defrosted, pooled (n > 3, and EDTA-containing)

140

4.62 MBg/mg base

Incubation in Dulbecco's phosphate-buffered saline (DPBS) and plasma at 37°C for 6 hour
14C: LSC, Asciminib (ABL001): HPLC-RA

Suitability of the PPB method

Ultrafiltration

Equilibrium dialysis

considered not suitable (not meeting acceptance criteria): free permeation ratio was 0.817 + 0.0362 and the recovery (%) was 65.5 + 1.23 (mean +
SD)

considered as a suitable method. The equilibrium time was reached after 6 h of incubation: free permeation ratio was 0.931 £ 0.0349 and the
recovery (%) was 67.0 = 1.71 (mean £ SD)

Stability assessment of human plasma by equilibrium dialysis

Sample Sample description Mean fu (%) n SD (%)

Percentage of difference

to TO (%)
TO Freshly prepared 0.793 20 NC NA
ToM@-65 2 Stored for 8.9 months 0.740 4 0.0262 -6.69
T1I2M@-65 2 Stored for 13.6 months 0.836 2b NC 5.39
T18M@-65 2 Stored for 20.1 months 1.03 3 0.0638 29.2
T24M@-65 * Stored for 22.2 months 0.823 3 0.0422 3.70

3F/T 3 Freeze-Thaw cycles 0.820 4 0.0200 3.37
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Study title: Evaluation of methodology for determination of plasma protein binding of ['*C]JABL001 in human plasma, stability =~ DMPK R1600670
assessment of ['*C]JABL001 and human plasma

2; since no plasma batches exactly matching the storage durations of interest were available, plasma batches of similar as possible storage duration were used instead; ®: only duplicates
were considered due to one result was considered as outlier; NA: not applicable; NC: not calculated, n = 2.

Test item stability in plasma and DPBS

Matrix Oh 2h 6h

Plasma 99.3% 100% 99.4%

DPBS 99.7% 97.5% 94.3%
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2.6.5.7 EYEBHER : HIREMICH 1T HHER

See Table 2.6.7.13
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2.6.5.8 EVBEEE : TOMHDOIHHER

No studies under this section
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2.6.5.9A ZEWMERERER : invivo ITBITARE (Sv )

Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABLO001
Amendment no. 2

Location in CTD: 4.222-5

GLP compliance: not required

Test article:

Species / Strain:

Gender(M/F) / Number of animals:

Feeding condition:

Vehicle / Formulation:

Method of dosing:
Dose (mg/kg):
Radionuclide:
Specific activity:

Sample matrix:

Time points used for metabolite profiling:

14C-ABLO001 free base (asciminib)
Rat / Hanover Wistar

M / 3 per route of administration
Fed

i.v.: 10% of 1 M hydrochloric acid, 30% PEG300, 30% of 20% Solutol 15 solution, 10% of 1 N sodium hydroxide, 20% of 50 mM pH
4.7 acetate buffer;

p.o.: 0.5% methyl cellulose/0.5% Tween 80 suspension

single dose; i.v.: injection; p.o.: gavage

i.v.: 5;p.0.: 30

14C

.v.: 21.9/20.6 pCi/mg base; p.o.: 6.85/6.23 nCi/mg base

Plasma, urine, feces, bile

Plasma: biotransformation: serial collection at 0.083 (only after i.v.), 0.25, 0.5, 1, 2, 4, 8, 24 and 48 h post-dose
Urine and feces: 0-48 h or 0-72 h (urine only) post-dose

Bile: 0-48 h post-dose

Analyte/assay: 14C: LSC, Asciminib (ABL001) and metabolites: LC-MS/MS, HPLC-RA

ABLO001 and metabolites in rat plasma (metabolism group) after a single S mg/kg intravenous dose
AUCO0-8h

Plasma component Percent of total
(ng Eq x h/mL) 2P

M29.5 203 1.7

M32 107 0.9

M43.3 123 1.0
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Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001

Amendment no. 2

DMPK R1300136-02

M44 334 2.7
ABLO001 11200 91
Total 12300

2 Pooled samples from 3 rats were analyzed by HPLC with off-line radioactivity detection to obtain metabolite concentrations
b Exposure based on AUC values calculated by linear trapezoidal rule

ABLO001 and metabolites in rat plasma (metabolism group) after a single 30 mg/kg oral dose

Plasma component AUCO-8h Percent of total
(ng Eq x h/mL) b

M29.5 464 2.8

M32 172 1.0

M43.3 269 1.6

M44 673 4.1

ABL001 14300 86

Total 16600

2 Pooled samples from 3 rats were analyzed by HPLC with off-line radioactivity detection to obtain metabolite concentrations
b Exposure based on AUC values calculated by linear trapezoidal rule

ABLO001 and metabolites in rat excreta and bile following a single intravenous 5 mg/kg administration of ['*C]ABLO001 to intact or bile duct-cannulated rats

Metabolites Excretion (% of dose) ?
Intact rats Bile duct-cannulated rats
Urine (0-72 h) Feces (0-48 h) Urine (0-48 h) Bile (0-48 h) Feces (0-48 h)
M8 0.99 1.05 1.77 - 0.28
M10 -b - - - 0.24
P20 - - - 0.80 -
M28.5 - 0.29 - - -
M29.5 0.04 3.76 0.34 3.19 1.64
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Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001

Amendment no. 2

M32 0.02 1.87 0.34 1.83 0.65
M37 0.09 3.25 0.55 7.66 0.56
M39 0.30 7.21 1.40 12.7 0.43
M40 0.05 0.51 0.34 - -

M43.3 0.32 9.69 2.21 18.7 1.04
M44 0.03 4.29 0.39 1.14 3.83
ABLO001 0.36 57.5 1.73 13.1 22.7
Total radioactivity 2.38 89.4 9.78 62.8 31.6

2Relative proportions of metabolites were based on metabolite profiles from pooled excreta samples (0-48 h or 0-72 h post dose) or bile sample (0-48 h post dose). These time intervals
represented > 92% of the total radioactivity excretion. All values have been rounded to three significant figures or to the nearest 0.01 percent.

b not detected

ABLO001 and metabolites in rat excreta and bile following a single oral 30 mg/kg administration of ['*C]JABLO001 to intact or bile duct-cannulated rats
Metabolites Excretion (% of dose) ?

Intact rats Bile duct-cannulated rats

Urine (0-72 h) Feces (0-48 h) Urine (0-48 h) Bile (0-48 h) Feces (0-48 h)
M8 0.84 0.62 2.18 0.22 0.61
M10 -b 0.31 - - 0.46
P20 - - - 0.75 -
M28.5 - 0.16 - - -
M29.5 0.03 1.51 0.08 2.40 2.04
M32 0.01 1.02 0.09 1.38 1.14
M37 0.04 1.94 0.17 6.28 0.67
M39 0.18 436 0.68 9.40 0.49
M40 0.06 0.40 0.26 - -
M43.3 0.25 7.50 0.58 11.9 0.80
M44 0.01 2.73 0.18 1.25 3.05

ABLO001 0.24 70.8 0.31 12.0 37.1



Novartis Confidential Page 55
CTD 2.6.5 EYFEHBRBMER ABLO01/ 7L =2=7

Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001

Amendment no. 2

Total radioactivity 1.82 91.3 4.79 47.8 46.4

aRelative proportions of metabolites were based on metabolite profiles from pooled excreta samples (0-48 h or 0-72 h post dose) or bile sample (0-48 h post dose). These time intervals
represented >96% of the total radioactivity excretion. All values have been rounded to three significant figures or to the nearest 0.01 percent.

bnot detected

Proposed ABLO01 metabolic pathways in rats
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Study title:

Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001

Amendment no. 2
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Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001

Amendment no. 2

Conclusions:

The major metabolic pathways identified were: (1) oxidation of the pyrrolidine ring and ring-opening forming M37 (LML750); (2) oxidation of the pyrrolidine ring and ring-opening
forming M39; (3) oxidation of the pyrrolidine ring, ring-opening and decarboxylation forming M43.3 (CQM279).

Minor metabolite pathways identified included: (1) cleavage of the amide forming M8; (2) O-dealkylation forming M10 (LMP271); (3) oxidation of the pyrrolidine ring and ring-opening
and conjugation with 123 Da unit forming P20; (4) cleavage of the pyrrolidine ring forming M28.5; (5) oxidation of the pyrrolidine ring and ring-opening forming M29.5 (CRE850) and
M32 (LNQ491); (6) oxidation and ring-opening of the pyrrolidine ring forming M40; (7) oxidation of the pyrrolidine hydroxy group forming M44.
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2.6.5.9B EWMENREHER - invivo ITBITAKE (HIL)

Study title Absorption, metabolism and excretion of ABL0OO1 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]JABL001 R1500815

Location in CTD: 4.2.2.2-8

GLP compliance: not required

Test article: 14C-ABLO001 hydrochloride salt (asciminib)

Species / Strain:
Gender (M/F) / Number of animals:
Feeding condition:

Vehicle / Formulation:

Method of Administration:
Dose (mg base/kg):
Radionuclide:

Specific radioactivity:

Sample:

Time points used for metabolite profiling:

Assay:

Monkey / Cynomolgus

M/n=2(@{.v.);n=3 (p.0.)

Fed

i.v.: 10% 1IN HCI, 30% PEG300, 30% of 20% Solutol HS15 in citrate buffer, pH 4, pH adjusted with NaOH
p.o.: suspension in 0.5% methyl cellulose/0.5%Tween 80

single dose i.v. and p.o.

i.v.: 10 mg/kg, p.o.: 30 mg/kg

14C

1.v.:4.44 pCi/mg base; p.o.:1.88 nCi/mg base

Plasma, urine, feces

Plasma: 5 min (i.v. group only), 30 min, 1, 2, 4, 10 and 24 h post-dose
Urine: 0-48 h, Feces: 0-72 h

14C: LSC, Asciminib (ABL001) and metabolites: LC-MS/MS, HPLC-RA

Summary of results:

ABLO001 metabolites in monkey plasma after a single 10 mg/kg intravenous dose

Metabolites Plasma concentration (ng or ngEq/mL)? Plasma exposure®
Time (h) 0.083 0.5 1 2 4 10 24 AUClast AUC%
(ngEq-h/mL)
M27.5 - 49.6 40.6 48.5 19.9 6.56 - 271 0.30
M29.5 - 923 76.2 66.7 39.8 10.3 3.96 489 0.54
M30.5 - 140 142 133 59.1 7.79 - 685 0.75
M31 - - 97.6 226 301 112 20.7 2880 3.15
M32 - 166 115 109 39.8 - - 483 0.53

Page 58
ABLO01/ 7L =2=7
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Study title Absorption, metabolism and excretion of ABLOO1 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]ABL001 R1500815
M34 - - 214 47.5 55.1 21.5 134 617 0.68
M43.3 - - - 36.4 76.4 26.0 - 620 0.68
M44 412 171 133 108 352 28.7 22.5 1030 1.13
ABLO001 35400 16500 11300 9320 5920 1800 177 83200 91.1
Totald 35800 17100 11900 10100 6640 2050 275 91300

2 Values are rounded to three significant figures or to the nearest 0.1; pooled samples from 2 animals were analyzed by HPLC with off-line radioactivity detection to obtain metabolite
concentrations. Initially, the plasma samples were profiled using a different mobile phase system: 10 mM ammonium acetate containing 0.1% formic acid (no pH adjustment) as
solvent A and acetonitrile as solvent B. At this condition, although separation of ABL001 metabolites from each other was observed, ABL001 was not baseline separated from some
metabolites. Few plasma samples were then reacquired using the mobile phase conditions so that their profiles can be compared to those from excreta. The concentrations of ABL001
and metabolites herein were obtained from those that were profiled using the 10 mM NH4OAC +0.1% formic acid (no pH adjustment) as solvent A. ® Exposure based on AUC values,
calculated by linear trapezoidal rule. © not detected. 4 Total radioactivity values used for calculations.

ABLO001 metabolites in monkey plasma after a single 30 mg/kg oral dose

Metabolites Plasma concentration (ng or ngEq/mL)? Plasma exposure®
Time (h) 0.5 1 2 4 10 24 AUClast AUC%
(ngEq-h/mL)
M27.5 -c - 35.6 35.4 - - 195 0.14
M29.5 7.45 66.2 115 242 50.4 - 1700 1.26
M30.5 - 80.6 144 128 35.5 - 1140 0.85
M31 - 49.7 137 303 293 77.1 4920 3.66
M32 - 37.0 61.6 173 - - 811 0.60
M34 - - 38.7 74.8 48.2 - 839 0.62
M43.3 - - - - 54.8 - 548 0.41
M44 43.5 99.1 116 207 54.8 41.9 1940 1.44
ABL001 1860 3780 7180 12300 4830 986 119000 88.4
Totald 1910 4110 7900 13600 5540 1240 134000

2Values are rounded to three significant figures or to the nearest 0.1; pooled samples from 3 animals were analyzed by HPLC with off-line radioactivity detection to obtain metabolite
concentrations. Initially, the plasma samples were profiled using a different mobile phase system: 10 mM ammonium acetate containing 0.1% formic acid (no pH adjustment) as
solvent A and acetonitrile as solvent B. At this condition, although separation of ABL001 metabolites from each other was observed, ABL001 was not baseline separated from some
metabolites. Selected plasma samples were then reacquired using the mobile phase conditions so that their profiles can be compared to those from excreta. The concentrations of
ABLO001 and metabolites herein were obtained from those that were profiled using the 10 mM NH40OAC +0.1% formic acid (no pH adjustment) as solvent A. ® Exposure based on
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Study title Absorption, metabolism and excretion of ABLOO1 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]ABL001 R1500815

AUC values, calculated by linear trapezoidal rule. ¢ not detected. 4 Total radioactivity values used for calculations. ¢ Calculated bioavailability is 47.6% using intravenous data.

Amount of ABL001 and its metabolites in monkey excreta following a 10 mg/kg intravenous or a 30 mg/kg oral dose of [“C]ABL001

Metabolite Excretion (% of dose)?
v PO
Matrix Urine ](:(f_c;zs Total Urine f(:_c;; Total
(0-48 h) ) (0-48 h) )

M10 0.12 0.59 0.71 0.20 0.89 1.09
P20 b - - 0.05 - 0.05
M27.5 0.24 1.58 1.81 0.10 1.93 2.03
M30.5 0.62 - 0.62 0.30 - 0.30
M31 2.65 12.3 14.9 1.60 8.89 10.5
M34 0.36 2.80 3.15 0.19 1.61 1.80
ABL001 0.30 21.4 21.7 0.16 371 37.2
M36.5 - 0.57 0.57 - 0.54 0.54
M37 0.17 9.91 10.1 0.13 9.02 9.14
M39 0.18 8.65 8.83 0.07 8.78 8.85
M43.3 0.08 4.39 4.47 0.04 4.18 423
M44 - 1.30 1.30 - 1.29 1.29
M45 - 3.77 3.77 - 2.49 2.49
Total 5.78 68.2 74.0 3.61 77.0 80.6

2Relative proportions of metabolites were based on metabolite profiles from pooled excreta samples (0-72 h post dose). These time intervals represented > 95% of the total radioactivity
excretion. All values have been rounded to three significant figures or to the nearest 0.01 percent. ® not detected

Proposed biotransformation pathways of ABL001 in monkeys
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Study title Absorption, metabolism and excretion of ABL001 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]JABL001 R1500815
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Absorption, metabolism and excretion of ABLOO1 in the monkey following an intravenous (10 mg/kg) or DMPK

Study title
oral dose (30 mg/kg) of ['*C]ABL001 R1500815

Conclusions:

The major metabolic pathways identified were: (1) oxygenation of the hydroxy-pyrrolidine ring forming M31; (2) oxidation of the pyrrolidine ring and ring-opening forming M37
(LML750) and M39 ; (3) oxidation of the pyrrolidine ring, ring-opening followed by decarboxylation forming M43.3 (CQM279).

Other metabolite pathways identified included: (1) de-chlordifluormethylation forming M10 (LMP271); (2) oxidation of the pyrrolidine ring and ring-opening and conjugation with 123
Da unit forming P20; (3) glucuronidation forming M27.5 (CQY643) and M30.5 (SW0996); (4) oxidation of the pyrrolidine ring and ring-opening forming M29.5 and M32 (LNQ491),
followed by one more hydroxylation of the ring opened pyrrolidine forming M36.5; (5) oxidation of the pyrrolidine ring forming M34, followed by oxidation of one hydroxy-group at
the pyrrolidine ring to a keto group forming M45; (6) oxidation of the pyrrolidine hydroxy group forming M44.
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2.6.5.10A EVMENREHE : invitro ITHITARE| (Sv b, 41X, YL, EF)

Study title: In vitro metabolism of ['*C]ABLO001 in rat, dog, monkey, and human hepatocytes DMPK R1300172-01
Amendment no. 1
Location in CTD: 4.2.24-1
GLP compliance: not required
Test article: 14C-ABLO001 free base (asciminib)
Study system: Fresh hepatocytes from rat, dog, monkey and cryopreserved human hepatocytes
Analytical methods: Metabolite profiles by HPLC with offline radiodetection. Metabolite structural characterization by LC-MS
Initial concentration: 2.5 and 12.5 uM for clearance assessment and metabolic profiles (nominal)
Radionucleotide: 14C
Specific activity: 53.2 mCi/mmol. Synthesis batch RSU6164-2013-8819-01
Analyte: 14C-ABL001, metabolites
Intrinsic clearance of ABL001 following incubations of ['*C]ABL001 with rat, dog, monkey and human hepatocytes
Species Concentration CLjn CLy? Extraction
(M) (uL/h/10° cells) (mL/h/kg) Ratio ®
Rat 2.5 106 405 0.12
12.5 40.8 169
Dog 2.5 83.7 477 0.26
12.5 27.4 189
Monkey 2.5 53.6 180 0.07
12.5 25.4 88.2
Human 2.5 37.4 88.4 0.07
12.5 22.8 55.5

2 Scaled to the estimated in vivo hepatic clearance using parameters listed in report R1300172-01, Table 2-2

b Extraction ratio (CLy/Qp) was calculated only at the lower substrate concentration to minimize saturation effect

Formation of prominent ABL001 metabolites in incubations with human hepatocytes *

Time (h)
Metabolites 0.25% 0.5 1 2 4 8 18 24
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Study title: In vitro metabolism of ['*C]ABLO001 in rat, dog, monkey, and human hepatocytes

Amendment no. 1

DMPK R1300172-01

2.5 uM nominal substrate concentration

P20 - - - - d 0.75 1.3 1.7
M27.5 - - 0.27 0.50 - 35 5.7 5.1
M29.5 - - 0.12 0.32 - 1.3 1.5 1.8
M30.5 - - 0.37 0.86 - 6.4 9.9 8.3

M36 - - - 0.52 - 3.4 4.9 4.4

M37 - - - 0.29 - 1 1.5 2.5

M39 - - 0.28 0.79 - 35 42 52

M44 3.0 2.1 2.1 32 - 39 3.0 4.5

ABL001 97 97 96 92 - 73 62 60
12.5 uM nominal substrate concentration

P20 - - - - 0.17 0.67 1.6 2.7
M27.5 - - - 0.57 1.2 3.1 5.5 4.7
M29.5 - - 0.15 0.39 1.0 1.6 1.8 2.7
M30.5 - 0.10 0.23 0.82 1.8 4.7 7.9 7.7

M36 - - 0.63 1.4 3.1 4.9 5.0

M37 - - 0.18 0.43 0.77 1.5 2.6

M39 - - 0.49 1.2 2.7 39 6.0

M44 - 2.3 1.9 1.9 2.3 1.9 2.5 2.6

ABLO001¢ - 97 96 94 89 79 65 57

3 results expressed as % of radioactivity in the sample

(.25 h sample was available for the 2.5 uM concentration only

¢ not detected

4 The 4 hour time point sample was found to be contaminated so the data was not used in calculations
¢ Glucuronide metabolite M33A coeluted with ABL0OO1. Assuming that M33A and ABLO0O1 have similar ionization efficiency, M33A accounted for < 3% of ABL001 mass spectral

area response in the 24 h sample.

In vitro metabolic scheme of ABL001 in rat, dog, monkey, and human hepatocyte
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Study title: In vitro metabolism of [1#C]ABLO001 in rat, dog, monkey, and human hepatocytes
Amendment no. 1
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Study title: In vitro metabolism of ['*C]ABLO001 in rat, dog, monkey, and human hepatocytes DMPK R1300172-01
Amendment no. 1

Additional information:
*  After scaling to hepatic clearance, the highest hepatic extraction was observed in dog. The lowest hepatic extraction was observed for monkey and human, which were equal

* An important pathway in human hepatocytes was glucuronidation of ABL001, forming metabolite M30.5. Phase I oxidative metabolites and ring-opening of the pyrrolidine
were found in addition.
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2.6.5.10B EMEIRERER : invitro [CEITARE (THX, HHX)

Study title: In vitro metabolism of ['*C]-ABL001 in mouse and rabbit hepatocytes at 2.5 uM DMPK R2000114
Location in CTD: 4.2.2.4-2
GLP compliance: not required
Test article: 14C-ABLO001 hydrochloride salt (asciminib)
Study system: Cryopreserved hepatocytes from mouse and rabbit
Analytical methods: Metabolite profiles by HPLC with offline radiodetection. Metabolite structural characterization by LC-MS and LC-MS/MS
Initial concentration: 2.5 uM for metabolic profiles assessment (nominal)
Radionucleotide: l4C
Specific activity: 58.6 mCi/mmol. Lot number TJBIOS-NB83-28
Analyte: 14C-ABL001, metabolites
Formation of prominent ABL001 metabolites in incubations with mouse and rabbit hepatocytes ?
Metabolites Mouse 0 h Mouse 8 h Rabbit 0 h Rabbit 8 h
(%) (%) (%) (%)
M8 0.0 13.7 0.0 3.11
M30.5 0.0 0.0 0.0 1.19
M31 0.0 0.0 0.0 0.267
ABLO001°® 97.5 68.4 96.5 60.8°
M36 0.0 0.0 0.0 9.63
M37 0.0 0.0 0.0 242
M39 0.0 0.0 0.0 0.912
M41 0.0 0.0 0.0 3.97
P46.5 1.02 1.93 1.45 0.817
P46.8 0.465 1.07 0.0 2.36
Sum of additional components 0 1.04 0 0.525
Total detected by HPLC 99.0 86.2 98.0 86.0
Pellet 1.00 13.8 2.00 14.0
Total in incubation 100 100 100 100

a results expressed as % of radioactivity in the sample
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Study title: In vitro metabolism of ['*C]-ABL001 in mouse and rabbit hepatocytes at 2.5 uM DMPK R2000114

 Co-eluted with M33A

Additional information:
direct glucuronidation of ABL0O1 was observed for rabbit hepatocytes, this biotransformation was not observed for mouse hepatocytes.
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2.6.5.10C ZEWMENRESRER : invitro ICBITHRE (Svy bk, 414X, EF)

Study title: Ex vivo stability of the ABL0O01 glucuronide metabolite SW0996 in rat, dog and human feces DMPK R2000268
Location in CTD: 42243

GLP compliance: not required

Test article: ABLO0O01 (asciminib) glucuronide SW0996

Study system: Feces of rat, dog and human

Analytical methods: Quantification of SW0996 in fecal incubations at 20h by LC-MS

Initial concentration: 0.096 mg/mL (nominal)

Radionucleotide: -

Specific activity: -
Analyte: SW0996 and ABL001 (asciminib)

Mass spectral response of SW0996 and reference compounds in rat, dog and human fecal incubations at 20 hours

Matrix Compound Conc Compound Total
(mg/mL) Retention time (min) Area

m/z

SW0996 Isomer ABL001 SA SA: Product LHW090 LIH496

11.3 SWO0996 122 1037 2 14.74 10.93

626 11.45 450 399 S8 443 415

626 250

Human feces 0.096 4.1% 5.0% 90.9% 2.1E+08
Rat feces SWO0996 (Metabolite 0.096 3.2% 5.1% 91.8% 0.9 E+08
Dog feces M30.5) 0.096 2.3% 5.3% 92.4% 2.4 E+08
Buffer 0.096 100% - - 1.2 E+08
Human feces 0.096 40.9%  59.1% 4.4 E+08
Rat feces Salicylazosulfapyridine 0.096 40.4%  59.6% 4.0 E+08
Dog feces (SA, positive control) 0.096 43.1%  56.9% 4.1 E+08
Buffer 0.096 100% - 4.2 E+08
Human feces 0.096 82.6% 17.4% 1.1 E+08

Rat feces LHWO090 (positive control)  0.096 100% - 1.4 E+08
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Study title: Ex vivo stability of the ABLOO1 glucuronide metabolite SW0996 in rat, dog and human feces DMPK R2000268
Dog feces 0.096 97.1% 2.9% 1.7 E+08
Buffer 0.096 100% - 1.9 E+08

Additional information:
SW0996 was almost completely converted to ABLOO1 (asciminib) within 20 h.

Metabolic transformation of test and reference compounds
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Study title:

Ex vivo stability of the ABLOO1 glucuronide metabolite SW0996 in rat, dog and human feces
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2.6.5.11 EPBREEE - HEAHER

Potential metabolic pathways in vitro in rat, dog, monkey and human: see (Table 2.6.5.10A)

£

Potential metabolic pathways in vitro and in vivo in mouse, rat, rabbit, dog, monkey and human: see (2.6.4 ¥ B HEFKER O E SC-Figure 5-1)
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2.6.5.12 EYEIERER . EMREABFZOSTE HE

No studies under this section
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2.6.5.13A EVBRESER : ERHH# (Sv )

Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['“C]JABL001
Amendment no. 2

Location in CTD: 4.2.2.2-5

GLP compliance: not required

Test article:

Species / Strain:

Gender(M/F) / Number of animals:

Feeding condition:

Vehicle / Formulation:

Method of dosing:
Dose (mg/kg):
Radionuclide:
Specific activity:
Sample matrix:
Sampling schedule:
Analyte/assay:

14C-ABLO0O1 free base (asciminib)
Rat / Hanover Wistar

M / 3 per route of administration
Fed

i.v.: 10% of 1 M hydrochloric acid, 30% PEG300, 30% of 20% Solutol 15 solution, 10% of 1 N sodium hydroxide, 20% of 50 mM pH
4.7 acetate buffer;

p-o.: 0.5% methyl cellulose/0.5% Tween 80 suspension

single dose; i.v.: injection; p.o.: gavage

iv.: 5;p.0.: 30

140

i.v.: 21.9 pCi/mg base; p.o.: 6.85 nCi/mg base

Urine, feces

Urine and feces: 0-24, 24-48, 48-72, 72-96 and 96-168 h post-dose

14C: LSC. Asciminib (ABL001) and metabolites: LC-MS/MS, HPLC-RA

ABLO001 and total radioactivity excretion to urine and feces after a single S mg/kg intravenous dose or a single oral dose of 30 mg/kg

Route and formulation:

Intravenous solution
Mean + SD (n = 3)

Oral suspension
Mean + SD (n = 3)

Excretion in urine (% dose):

Radioactivity 0-24 h:
24-48h:
0-168 h:

ABLO001® 0-72 h:

2.01 £0.255 1.57+£0.348
0.166 = 0.0747 0.202 + 0.0501
2.48 £0.285 1.92+£0.415
0.36 0.24

Excretion in feces (% dose):
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Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single DMPK R1300136-02
intravenous (5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001
Amendment no. 2
Radioactivity 0-24 h: 76.7+9.35 74.4+14.8
24-48 h: 12.7+£10.2 169+ 12.7
0-168 h: 90.9 +1.77 94.9 +£2.99
ABLO01 0-48 h: 57.5 70.8
Cage wash 48 h: - -
(% dose) 168 h: 0.227 +0.146 0.216+0.164
Total recovery (% dose) 93.7+1.87 97.0 +£3.54
Absorption (%)? - 50.2+15.2
Bioavailability (%)° - 493+175

2 Absorption calculated based on radioactivity data in plasma (p.o. vs i.v.) in intact rats (Table 2.6.5.3E)

b Based on metabolite profiles from pooled excreta samples

¢ Bioavailability calculated based on ABLOO1 data in plasma (p.o. vs i.v.) in intact rats (Table 2.6.5.3E)
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2.6.5.13B  EMBRESE - ERHH# (L)

Study title Absorption, metabolism and excretion of ABL0O1 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]JABL001 R1500815

Location in CTD: 4.2.2.2-8

GLP compliance: not required

Test article: 14C-ABLO001 hydrochloride salt (asciminib)

Species / Strain: Monkey / Cynomolgus

Gender (M/F) / Number of animals: M/n=2(iv.);n=3 (p.o.)

Feeding condition: Fed

Vehicle / Formulation: i.v.: 10% 1IN HCI, 30% PEG300, 30% of 20% Solutol HS15 in citrate buffer, pH 4, pH adjusted with NaOH
p.o.: suspension in 0.5% methyl cellulose/0.5%Tween 80

Method of dosing: single dose i.v. and p.o.

Dose (mg base/kg): i.v.: 10 mg/kg, p.o.: 30 mg/kg

Radionucleotide: 14C

Specific activity: i.v.: 4.44 nCi/mg base, p.o.: 1.88 uCi/mg base

Samples: Urine, feces

Sampling schedule: Urine and feces: 0-24, 24-48, 48-72, 72-96 and 96-168 h post-dose

Assay: 14C: LSC, Asciminib and metabolites: HPLC-RA

Excretion

Parameter Oral (mean + SD) Intravenous (mean)

Excretion in urine

Radioactivity, 0-24h (% dose) 2.97 £1.90 5.92

Radioactivity, 0-168 h (% dose) 4.16 £2.09 7.06

ABLO01, 0-48h (% dose) 0.16 0.30
Excretion in feces

Radioactivity, 0-24h (% dose) 32.5+£2.87 25.5

Radioactivity, 0-168 h (% dose) 79.5+7.99 73.1

ABLO001, 0-72h (% dose) 37.1 21.4

Total recovery of radioactivity in excreta and cage wash, 85.7+5.58 84.5
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Study title Absorption, metabolism and excretion of ABLOO1 in the monkey following an intravenous (10 mg/kg) or DMPK
oral dose (30 mg/kg) of ['*C]ABLO001 R1500815

0-168 h (% dose)
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2.6.5.14 EWYEIERER : BBit+dgit (5v k)

Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single intravenous DMPK R1300136-02
(5 mg/kg) or oral (30 mg/kg) dose of ['*C]JABL001
Amendment no. 2

Location in CTD: 4222-5

GLP compliance: not required

Test article:
Species / Strain:

Gender(M/F) / Number of
animals:

Feeding condition:
Vehicle / Formulation:

14C-ABLO001 free base (asciminib)
Rat / Hanover Wistar
M / 3 per route of administration

Fed
i.v.: 10% of 1 M hydrochloric acid, 30% PEG300, 30% of 20% Solutol 15 solution, 10% of 1 N NaOH, 20% of 50 mM pH 4.7 acetate buffer;
p-0.: 0.5% methyl cellulose/0.5% Tween 80 suspension

Method of dosing: single dose; i.v.: injection; p.o.: gavage
Dose (mg/kg): iv.:5;p.o.: 30
Radionuclide: 14C

Specific activity:

Sample matrix:

i.v.: 20.6 pCi/mg base; p.o.: 6.23 nCi/mg base
Urine, feces and bile

Sampling schedule: Urine and feces: 0-24 and 24-48 h post-dose
Bile: 0-4, 4-8, 8-24 and 24-48 h post-dose
Analyte/assay: 14C: LSC, Asciminib (ABL001) and metabolites: LC-MS/MS, HPLC-RA

ABLO001 and total radioactivity excretion to urine, feces and bile after a single 5 mg/kg intravenous dose or a single oral dose of 30 mg/kg

Route and formulation:

Intravenous solution
Mean + SD (n = 3)

Oral suspension
Mean + SD (n = 3)

Excretion in urine (% dose):

Radioactivity 0-24 h: 8.78 £3.29 4.00 +1.46
24-48 h: 1.00 £ 0.73 0.79+0.18
0-48 h: 9.78 £4.01 479 +1.53

ABLO001* 0-48 h: 1.73 0.31
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Study title: Absorption, metabolism, and excretion in intact and bile duct cannulated rats following a single intravenous

(5 mg/kg) or oral (30 mg/kg) dose of ['*C]ABL001
Amendment no. 2

DMPK R1300136-02

Excretion in feces (% dose):

Radioactivity 0-24 h: 20.8+1.85 352+3.11
24-48 h: 10.8 £2.13 11.2+3.31
0-48 h: 31.6 +3.66 46.4+£2.95
ABLO0O1 # 0-48 h: 22.7 37.1
Excretion in bile (% dose):
Radioactivity 0-24 h: 61.6+1.84 453+5.99
24-48 h: 1.77 £0.02 2.49 +0.89
0-48 h: 62.8+2.73 47.8+6.01
ABLO001* 0-48 h 13.1 12.0
Cage wash 48 h: 1.22 £0.81 1.50 +£0.51
(% dose)
Total recovery (% dose) 105+ 1.20 100 +5.52

2 Based on metabolite profiles from pooled excreta samples
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2.6.5.15 EPEHE : EVHEEER
See (2.7.2 FGARIKIRFER)
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2.6.5.16 FPEIEHE : TDMh

No studies under this section.
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