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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":;? gl‘eafﬁ‘;e;?sz‘g'x;‘{manuo't‘se;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 pmoteocmlerisrmitmgreotc
Any Tl’eatment-re|ated Event (N = 324) (N = 324) denotes cc;ronavirusdisease 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 Pheumonia 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(¥. AHEDEERZXIRE UIZHIRIEERTI(S. 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

TEASZEPL, Z2UHBNTEETALTO FE 13
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(ARQ 531) BTKPE = 5 SRR "0 (ArQule) =
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B3RETHBEHBESNTVS s Lk 28.9%

Mato AR, et al., Haematologica. 2018;103(5):874-879h\i5> 5| Fi
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91 —22 CSUTHIRS 3Tt
= - POCER/SAETAE ! '
SADEER e IS T TRRZ (CSU) S |
oA i Nt ‘ |
. f5 8 : = o INRAEERS .
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DBTKIAE R L DZERNLICEERIEERRER (IF - IR RESMHAER) Z=REL.
ZACERY SRIBORELHREINTBATULUL

o [ - lRIRRESMHAERICH VW TESRIED RO SNED DI

o BIHIFFIEFTRFZ (CSVU) BERD_—XZimic I HimafEZE UT,
SEBEEHNORF/ONICRFEZIEENZUXT

BEFDBTKPEERIDZ < (F. (EFHIEH RO SND IO ENDIERH
BEC\_*ICE 9
sofnobrutinib (AS-0871) (&. DHF - YOXRE - BBIBRESHEHER(CHU)
T. BERNORBIRICEMEREODEE N RS, ESHENZEHSN TR

W EMNS, KDILVEERH OD%%(ZW@'ZD‘}E{%ODETRHBE&:@ZDZc‘:h“,ﬁﬂﬁ
C\_ncﬁg

MERRE - BRPICRAZRALEBSICREICHREECITHER
19
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RERIONARAT, 10 HU LT SEME (BEZMH O IT—BMEDOB L2 hisaii DRI E&R
B) ZERHERFEMESHEZE SIS, TEADENANSHERS, BEDQOLZAEHELD

2R R IE S IMZ DRE

e BIFMaEFETI> bO—ILTERVEBENUD

o EERFRIBRNAETV, FITERZREHEOEWVEETA BIRBEBEDT O AY hZ—XH
([CHNT. = - FBFNICKRSTREIB LD TLD* =L A NBETHENGEETS

o EEHNZLL\. AOD1%HMERL TL\D*

* BrJ Dermatol 2021;184:226-36.
Teeyy) BRStt BATEEL RS
remibrutinib (LOU064) \ Novartis \ P3

> bO— LR TDRNEEEREESMRZOEEEWRE UISEIIERER (CHNT, TSAYYU—T> RiR1> MER L. 2025
F(CHAGRERHBNFESNTCLD®

EHKAFv >R

« Novartis(d, IRTEHSGFRESMHEDBEMSZIBIEIL IR EHNTERDHEATWND
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/—I—:XQ_Q,]/ I\) L AACR2025 : 77 AU HiEFFER#= (American Association for Cancer Research Annual Meeting 2025)

Triplet combination of monzosertib, a potent CDC7 inhibitor, with DNMT and BCL2 inhibitors is
highly active in human AML xenograft mouse models
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niEEE

AJIWF=T : ibrutinib
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iEEE M
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Journal of

Medicinal
Chemistry

pubs.acs.org/jme Drug Annotation

Discovery of AS-1763: A Potent, Selective, Noncovalent, and Orally
Available Inhibitor of Bruton’s Tyrosine Kinase

Wataru Kawahata,™ Tokiko Asami, Takao Kiyoi, Takayuki Irie, Shigeki Kashimoto, Hatsuo Furuichi,
and Masaaki Sawa

Cite This: J. Med. Chem. 2021, 64, 14129-14141 I: I Read Online

¢ FERBSLUERBBTKICH T SEEREEEME

IC., (NM)

BTK[A] BTKC481S

AS-1763 0.85 0.99

J Med Chem. 2021 Oct 14;64(19):14129-14141.
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¢ ez A=A EES S & Fr—UEREOOIFAVUD
ICs (NM)
docirbrutinib . .
(AS-1763) ibrutinib
S Fs

BTKEC U > BE(E » . BTKBSHC6FF—t

(Ramos:Hllfifd) DHEEE

CD69ETEAL

(£ ~21m) 11 8.1

M AFHRRIEYE

OCl-Ly10%AA3 18 0.75
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OCI-Ly10 [BTK C481S]#HAZ 20 1030 s L \ETE
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Ramos: Eb/N\—F k) o/ Rl #E <inM @
OCI-Ly10: & +B#EREIEHOdgkin!) >/ \FE A AR #K 1-10nM @
OCI-Ly10 [BTK C481S]: BTK[C481S]./ v 4 > OCI-Ly10#l fa ik 10-100nM @
HEL299: £ A R EmHREE & 100-300nM «

J Med Chem. 2021 Oct 14;64(19):14129-14141. 39
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— BRI
‘“:E 6004 mE 1500 A
E £
1 I’U/ ibrutinib¥% 58
jg 400- 1 1000 -
S By S
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e i docirbrutinib (AS-1763)
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docirbrutinib (AS-1763) *okok
%58F
*%%
0 T T T T 0 T T T T 1
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[ TOlSE EREERORS
ibrutinib$%52% : 25 mg/kg QD ibrutinib3%5%% : 25 mg/kg QD
docirbrutinib (AS-1763) #%5%% : 60 mg/kg BID docirbrutinib (AS-1763) #%5%% : 60 mg/kg BID
**: p<0.01 *%*: p<0.001
*%%: n<0.001
J Med Chem. 2021 Oct 14;64(19):14129-14141.
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BT Y1 >
Step 1 Step 2
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EX53 _ s AR—kA 5 mg 100 mg 600 mg =
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JStkn =2 TS5tk n =2 JS5tikn =2
_ 25 mg 300 mg* 500 mg* =
> :'(7:‘_ I;)B XEn=6 XHEn=6 EHEn=>5 (nE=T7)
- JStRkn =2 JStkn=1 TStk n =2

* 300 mg #&5C. TSRNESFED 1 QORBRETI L — R 2OBEERMNBERINZLH. EROHIICKDRSZHRIE
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docirbrutinib (AS-1763) 600 mg (&EEAE) HEGS5F TORECTAETEMNMERSINFEL
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<docirbrutinib (AS-1763) DOHEl%5EDMNPERYNIRE DI RHERS >
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1000
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100

10

Plasma conc. of AS-1763 (ng/mL)

——o—— Single oral dose of 5 mg of AS-1763 (n=6)
——@—— Single oral dose of 25 mg of AS-1763 (n=6)
——=a—— Single oral dose of 100 mg of AS-1763 (n=6)
———— Single oral dose of 300 mg of AS-1763 (n=6)
——8— Single oral dose of 500 mg of AS-1763 (n=5)
——&—— Single oral dose of 600 mg of AS-1763 (n=6)

L/ 7—'_ 0 12 24 36 48 60 72
Time (h)
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0.1

Time (h)
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