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Sample Activity Data ABL(ABLI) SESBILFTFE

ADP-Glo™ Kinase Assay RH&fF—ER Luminescence Produced ADP Conc.
35000
e Assay  ATPase N
Protein Kinase Substrate Buffer Activity Sample 30,000
Kinase Name — H High Activity = 2500 2
Tag Cama Product Name Cat. No. Cama Substrate Name  Cal. No. .. Cat No. M:Moderate Data X g
(uM) L:Low, g 20000 H
H .
ABL(ABL1) HIS ABL(ABL1) 08-001 Biotin-ABLtide BTSU16 10 ASBFO1 L ? 15000 =
= <
ABL(ABL1)[E255K] HIS ABL(ABL1)[E255K] 08-094  Biotin-ABLtide BTSU16 10  ASBFO1 L T e 3
Hl o
ABL(ABL1)[T315l] HIs ABL(ABL1)[T3151] 08-093  Biotin-ABLtide BTSU16 10  ASBFO1 L = 3
ACK(TNK2) GST ACK(TNK2) 08-196 | Biotin-WASP peptide BTSU39 50  ASBFO1 L i B
AKT1 GST AKT1 01-101 | Biotin-Crosstide BTSU19 10  ASBFO1 L 0 100 00 300 400 500 0 100 200 300 400 500
. Kinase Conc. {ng/mL) Kinase Cone. (ng/mL)
AKT2 GST AKT2 01-102 Biotin-Crosstide BTSU19 10 ASBFO1 L
AKT3 GsT AKT3 01-103 Biotin-Crosstide BTSU19 10 ASBFO1 L ==k--Substrate(-) —®— Substrate(+ —8— Total Activity --k=-- ATPase Activity =O—Specific Activity
ALK GST ALK 08-518 Biotin-Srctide BTSUO1 10 ASBFO1 L
. Kinase ABL(ABLI), 08-001
ALK[C1156Y] GST ALK[C1156Y] 08-530 Biotin-Srctide BTSUOD1 10 ASBFO1 L Substrate Biotin-ABLtide. BTSUL6
ALK[F1174L] GST ALK[F1174L] 08-519 Biotin-Srctide BTSUOD1 10 ASBFO1 L %%ﬁa# Substrate Cone. 10 pmol/L
IR e a i anan ro man | ciwn oot crerina |10 | noocns 1 ™ HAIAS i Cous 23 JnolE:
Metal Mg

Metal Cone. 5 mmol/L
Additives -
Reaction Time 1 hour

KERFADRENZEHE S O NIBHRDEAICKD
o SHMEDEWVWT Y1 DHEERBRREHEAIFESRD,
o RBRFHDIEIRFTADPARELRD LT,

BEORMBA (CHT D0/ \— RILDIERDfFENXT
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=Eiam AN1,578 1 21,551 +26 N2,133
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gz | A1,564 | 21,488 +76 | A2,216 |+ BREBETODS AAOEBHMNYE
R EEET AN1,579 | 21,590 A10 N2,137
LHRfE S AN1,588 ] 21,600 A1l N2,147
« docirbrutinib (AS-1763) 7 —X1bstERNVIER (CER
HERHERE 1,441 1,349 A92 2,059 | + docirbrutinib (AS-1763) & XUmonzosertib (AS-0141)DERAREERE A
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20254

20244

1AM g ;é)j:ﬁgﬂﬂ N ERAR TR

wOB B E 2,737 1,482 | A1,254 | RERUTESA1,183
RERUTES 2,108 924| 21,183 SEDESTE

| F 5 FE 34 >2 +18 L DRERT -V TH3
& E & & 2772 1,535] A1,236 docirbrutinib (AS-1763) M
m B 8 & 222 161 A61 | KihEA24 Be Rt ER A B S R GESH B =6
B OE & @& 73 509 +435 (C. BWEBILUTERIhZEZSE
a B & & 296 671 +374 MEL CTEULDE T, SAESSIEICD
& & &t 2,475 864 | A1,611 | mkipHE%RD FA1,600 WTlE, IREB L RFEZIAR
BE MEESST 2,772 1,535| A1,236 LTHELEIH. Z0F R TERE.
BH 2 & AKX =X 89.3% 56.3% %%@H;ﬁ%i;@%ﬁﬁbtb\<
“WEEOMARE | 129628 | 45.15M FIFCTY
PB R (1 46 & 2 15 %) 2.315 4.818
(B%) Y4t 300/ 267 | e s et

34



SEREDEIE o —

#%R6.75(RM DB/ HKFHEMILERITO OIS LAZHEITH
stTEIES D, 100 - F2EOFxFHREMTREDORITZST T

202578 11H 202598 12H 2025118118 (F7E)
v
- FILFIA A A T IR AH FILFINA AT+ TR A o o
HHROBM 1 DRI BRI T E SO BRI E RS T I SRR FHHEM T EFRIT T OIS ACDNT
HEDFA TR #AZES225 000,000 #AZB4225,000,000 ] B3R HOAHAE | ISASFEDREE
o el SR ([CREOIAEELE B A s =1mE 2025478118 20254%E7H28H 225,000,000
BEFEDLE #3%F 225,000,000 #3%F 225 000,000 =om 2025498 12H 20254E9H29H 225,000,000
HIAHRH 202578 28H 20254E9H29H e 2025118118 20254118270 225,000,000
e w30l FE) FE) (BAH)
SR Pyl 791 3891k 1,256,913%k | . |
TERERER (AOME|, EIEABILZH13.97%) (401E, SBIEARTE(LEZX16.16%) watg 675,000,000
: : g = ><
BRif{ihzE 315.9F 78 108#&ED0%, (EFEEEL)  198.9F9 (9811 B#&MEDI0%, ETFLIEE L) (FAH)
0% Bl X AFBEIDEINIC L DRITENBAFHTHEMHEDOS THZNEND
‘ SLMARE CERIR AN B T & [C &k DEATEN B Y ER DR '3, 700,000
{E1=EAIR 20284E7H28H 2028€E9H29H e LEISTIRNEK D [CHIARRADIRA F T2 (IAFFR T HIEMHEDFRITZ
—_— e ADRNSEEHTENETD.
Sy FE=—EHEH [BElA CNBDEREICED. ZATOTSALICE> TEL BFEBLDEERIRES
— : - BEEBIT, HIHOUKMN £ FHERE (S35 B8 (ERA675,000,000HDE
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docirbrutinib (As-1763) : T —X1bHERFTH A = = rmasoscences

HEEng/)\— bk BEiEX/)\— b
d/Rk—bk~1 CLL/SLLEEZ WS
BEEFET rb =F= 500 mg BID
FAFE 400 mg BID EhEh
CLL/SLL - B-cell NHL ~ Sl
EEETSR A= 300 mg BID
dR—b 2 B-cell NHLEE &5 -
- J T —R2ER
r =F= 500 mg BID WIBES
g fiF& 400 mg BID = g ﬁ ERROS B (RP2D)
3+3751> {EFI% 300 mg BID i LT
d/k—b 3 pirtobrutinibaiiaEBEDH S
CLL/SLL. B-cell NHLEEZ %R
~ =H& 500 mg BID
thFE 400 mg BID Ehe
CLL : 121> S s WwWFhodk—b6
SLL : NJJGERIELE « 254 VUL EOBAREN B S BEE NS
gige!'PEIH;@Bﬁﬂﬂ@lﬁ#ﬁ\v*‘/‘i‘/}\ﬂﬁ + ibrutinibZ#ERSEBTKIEEHC &3 AAREDSH 3 EEOEET
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jabRSEnuze (2025E9HFKIRTTE) « Clinical Research Alliance, Inc.

« UC Irvine Health * University of Texas MD Anderson Cancer
- Mount Sinai Comprehensive Cancer Center Center
« Moffitt Cancer Center » The Medical College of Wisconsin
 Northwestern Memorial Hospital » Taylor Cancer Research Center
« University of Maryland Medical Center- * Duke Cancer Institute

Greenebaum Comprehensive Cancer (GENNAEES)

Center * Oncology Consultants
« University of Massachusetts Memorial * American Oncology Network

Medical Center

v RE by T L ARIIVDKER1315EE% T R AR & 2tk
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C docirbrutinib Q454 : B3E (BTKEREFICH T BIHR) ™ r=nasoscences

aF -ﬁﬁﬁﬁw ASH2024RRA Y —FHERKL DI
T nm7u ASH2024 : 5566[077 X U HIRFASE RIS (American Society of

Hematology Annual Meeting & Exposition) - 20248128 7H~ 108 1&

BTKZEF{KIC 1Y SBTKIHERDEEIRE(IC50) X A I\JE (BTKZERE) ZHU\-EEREEER
= B docirbrutnib E%E?ﬁﬂ;ﬂgg“aj_@(&"\ *%0‘57b§EL\$3DE\ BTKODB E;E;\
2] e | RPBVNCEERULTVET
- |
5 . A \ R « ibrutinib¥®pirtobrutinib(&. % < DMEZEBTKICIT LT
e ... ;:: FULBEEIR UNRUEERATURE
& F PSSP PP @.\, S8 & S8 « docirbrutinib (AS-1763) (&, HERLIZINTD
CECEC PG F&F ZEBTK(CK U CEUVBAEMRERUELE
AN * [FEST VA TOME
BTKZER (B
° ° ° _ E I —

) BTKIEE A L BB TKOEE T dOCII‘b_I:EtInIb (AS 1763) (. _EET?BTKBH.:.ﬁJ&_
ibrutinibFDREFEASRBTKIHERIDIR S 2kt I 5L, BTKO481FBBHD7Z) i‘_" btﬁﬁ“ mi;'”‘i* &7&3 7::'%‘%(“&;". lJ-C E;ﬂ]ib ﬂﬂ
BB CH5SICRDZZR(CA81S) N D, ERIMME* (LR BTN MENTVET #Fnxd

FI. pirtobrutinib®&5ICHENTIE, 4748 B, 528BBD7I/EEOERICLDE

ERDI—TY NTHBII V) VBEICASHOER (RAMHEER) BEULITEIMSNTVET

14k \ER A= \
Rl ER RSN TNEY *ERRIME: SARPICEFDDHR S BRDIREZEVW. DFEHRCBNTIE, —DDABD=XALELT.
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7 1 —X1biiBk #IHAER S8%E5 —4 : ibrutinibd3 K U'zanubrutinib@Dsafety Profile

Safety Profile

— * The safety population consisted of all the patients
AS H 2 0 24%§T _9 1\;\?}10 refc;)i/v’;dpatlléast one dc}sg offaltlr}ZI d?'u:;. '
Table 2. Adverse Events that Occurred during Treatment (Safety Population).? tsh”eﬁ‘:vm"ea;? gl‘eafﬁ‘;eé?s:‘g'x;‘{manuo"‘ge;ofmm
da¥s after the Ias; dose of trial er;ggor’io the day
before initiation of a new therapy for chronic
Al Deserand P ) Zanubrutinib | torutinib pmotaocmlerisrmibmgreotc
Any Tl’eatment-re|ated Event (N = 324) (N = 324) denotes coronavirus disease 2019.
Treatment-Emergent Adverse Any number of patients (percent)
Event (TEAE >
( ) Grades Grade 23 Any Grades 1 adverse event 318 (98.1) 321 (99.1)
218 (67.3) 228 (70.4)
n (%) n (%) n (%)
[Grade 23 adverse events
215% Grade 23 adverse events reported in >2%
Dizziness 9 (60%) 0 2 (13%) 0 of the patients in either trial group
Neut i 52 (16.0 45 (13.9
Headache 6 (40%) 0 1(7%) 0 eutropenia 100 L)
Hypertension 48 (14.8) 36 (11.1)
Nausea 5 (33%) 0 2 (13%) 0 ] ,
Covid-19-related pneumonia 23 (7.1) 13 (4.0)
Neutrophil count decreased 5 (33%) 2 (13%) 4 (27%) 2 (13%) Covid-19 22 (6.8) 16 (4.9)
Blood creatinine increased 4 (27%) 0 0 0 Pneumonia 19 (5.9) 26 (8.0)
Fatigue 4 (27%) 0 1 (7%) 0 Decreased neutrophil count 17 (5.2) 14 (4.3)
Abdominal pain 3 (20%) 0 0 0 Syncope 9(2.8) 4(1.2)
Al 3 (20%) 0 1 (7%) 0 Thrombocytopenia 9(2.8) 12(3.7)
. . A i 7(2.2 8 (2.5
Constipation 3 (20%) 0 1(7%) 0 — — —
Atrial fibrillation 6 (1.9) 12 (3.7)
Cough 3 (20%) 0 0 0
Increased blood pressure 4(1.2) 10 (3.1)
Fever 3 (20%) 0 0 0 Serious adverse events
Myalgia 3 (20%) 0 0 0 All serious adverse events 136 (42.0) 162 (50.0)
TEAEs of Special Interest Events leading to dose reduction 40 (12.3) 55 (17.0)
. . . . 162 (50.0) 184 (56.8)
Brwsmga 2 (13%) 0 1 (7%) 0 Events leading to dose inter-
ruption
b o, 0,
50 (15.4 72 (22.2
Hemorrhage 1 (7A)) L 1 (7A)) g Events leading to treatment ( ) ¢ )
discontinuation
° e o = - ’
docirbrutinib(Z. AHDEEEMNISRE UILVIHAEERTI(E. Events leating to deat (102 Bty

Grade3ll LDEHEADDIRWC EDREBETNE. SEILK/IN\—F JR. Brown et al, N ENGL J MED 388:4 Jan 26, 2023
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EHA2025RRA Y —FHRL DR - B8Z EHA2025 : BN IMIRZF

¢ CLL/SLLEE
o SEFMFHIMRERADRIL (174)

:Br-lr% ;E'f,’, Treatment Duration and Response (n=17)
% (combo) ] ° ° P ST * ™ o Y
- == se=a——w=s0=—0 >
X X =
x(combo) | >
X X i YL o 1 o [ o i ]
X A A A A A9
X X = - S ey 2>
X X | A -
* X = A X
X X | - 100 mg BID ASD
X — 200 mg BID ®PR-L
% (combao) '——) B 300 mg BID o PR
X I 400 mg BID * PD
% X I E 500 mg BID -» Ongoing
X —_—— Off treatment Y Consent withdrawal
X X L= * BTK C481x detected centrally by next generation sequencing
2% A =2 # BTK C481x detected locally by Sanger sequencing

0 3 6 9 12 15 18 21 24

& NHLEHE
o EEMGHIRM N WNEBADKRIG (84)

Prior ;
CBTKi  Pts Treatment Duration and Response (n=8)
L | r— Tom— A A >
MCL I O i o O I -
WM e—
X MCL | - ASD
X WM - o MR
X FL I 5 PR
FL ) ¥ < PD
MZL | ' = Ongoing
0 3 6 9 12 15 18 21 24

Cycles (1 cycle = 28 days)

o fEFiEI\INR (13%)
(V) (EiDRE)

20
Dose levels at best tumor response are shown

= Ml

-80 | = Ongoing
1] Consent withdrawal
= Discontinued due to PD

]
(=]

Baseline in SPDY
@ b
o ©

Maximum % Change from

-100
cBTKi xx)cxxxxxxx2=xx2|
BCL2i 3 el s e ¥ X X
U SPD: Sum of products of diameters 2l In combination
* BTK C481x detected centrally by next generation sequencing
# BTK C481x detected locally by Sanger sequencing

o [EEiE/I\HR (8%)
(Y //\Elld)j(%é )

< Dose levels at best tumor
£ 40 response are shown
2
= 20 |
2 A = = o O
ga o iz @ == =
§ e i
o =
" E -20 -
: 2 -40
UL m— .
[
= .80 | = Ongoing ¥ 3
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