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Journal of
Medicjnal
Chemistry

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
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J Med Chem. 2021 Oct 14;64(19):14129-14141.
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1000 -~
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37 42 47 52 57 62
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**%: p<0.001
J Med Chem. 2021 Oct 14;64(19):14129-14141.
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ZEUFMEUTERBULEETONSA—4F (MERE. DER. NA4FIILB12F) CBVWTH.

FRILS CRIET BZMLER <. RMIHRENELE CAS-176300 I R S R (OB TS >

10000 ——e—— 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)
—_ ——a&—— Single oral dose of 300 mg of AS-1763 (n=6)
E 1000 T a— Singe oral dose of 600 mg of AS1763 (n-6)
PKEHMI(CH W T, EHFREORSE. AS-1763DMHRE (S § 100
<
O LR U, 2%, 4BHETETLELRE s
(tmax PIRAE : 0.5~1.565M, t,,Fi9ME : 8.4~12. 1K5f) :
8 1
F|ES(I. 500 mgF THIRASIKEFH (TIBIINEER SN E :
_ 0.1
Lj 7:— 0 12 24 36 48 60 72
Time (h)
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o EIRHY(CFHE L/ZENFDER T, AS-1763(D5 mgiwSHSHEMREFR (CBHRgDEMEL (CDE9%ZIER) MlFleNE LIz
o BififigDEMHALHIEIL. 100~600 mMgDAS-1763# 5181~ 285BI TRAISEL (80%LA LDHNFH])  ZDadUIHIXIR (.

100, 300, 500, 600 mgD¥E5#&, ENENZ, 6, 8, 8KEIF THtLFE LT

e PK-PDAHBIAEITDFER. BlifgEELHIHEIDICS0ME(F10.5 ng/mLEEHENE LI

<AS-17630DH [Ol#% 5% M Bl faE T/ LHIHIEE>

160 ——@—— Single oral dose of placebo (pooled) (n=11) ——#—— Single oral dose of 5 mg AS-1763 (n=6)
——a—— Single oral dose of 25 mg AS-1763 (n=6) ——@—— Single oral dose of 100 mg AS-1763 (n=6)
- #—— Single oral dose of 300 mg AS-1763 (n=6) ——a&—— Single oral dose of 500 mg AS-1763 (n=5)
140 ——&—— Single oral dose of 600 mg AS-1763 (n=6)

120

100

80

60

40

cells normalized to baseline (%)

20

Mean (+/- SD) CD69 upregulation on naive B

<PK-PD#HE>

o
=3
'

Induced CD69+ Naive B cells (%)

Conc. of AS-1763 (ng/mL) (semi-log)
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<AS-1763DHEESEOMPEYERE DI : ESEF vs T L v MEEID>
1000

100

BZEE (&%) 100 mg (n=6)

T AT w NEFEI 100 mg (n=8)

10

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

0.1

Time (h)
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Research paper
Discovery of novel furanone derivatives as potent Cdc7 kinase Discovery of AS-0141, a Potent and Selective Inhibitor of CDC7
inhibitors Kinase for the Treatment of Solid Cancers

Takayuk *, Tokik
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