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BTKICg: 7.3 uM BTK ICs0: 0.44 uM BTK[A]ICso: 4.2 nM
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weak antitumor activity

Fig4 73/ v Y I YR BTK HEHRD b 0 &ERIC X 2 AS-1763 D AIH

i 3 — 5L

1. ‘Turn On/Off fluorescence probe for the screening of unactivated Burton’s tyrosine
kinase
Wataru Kawahata, Tokiko Asami, Ikuo Fujii and Masaaki Sawa
Bioorganic & Medicinal Chemistry Letters, 25, 2141-2145. (2015)

2. Design and synthesis of novel pyrimidine analogs as highly selective, non-covalent BTK
inhibitors
Wataru Kawahata, Tokiko Asami, Takayuki Irie, Masaaki Sawa
Bioorganic & Medicinal Chemistry Letters, 28, 145-151. (2018)

3. Design and Synthesis of Novel Amino-triazine Analogues as Selective Bruton’s Tyrosine
Kinase Inhibitors for Treatment of Rheumatoid Arthritis
Wataru Kawahata, Tokiko Asami, Takao Kiyoi, Takayuki Irie, Haruka Taniguchi, Yuko
Asamitsu, Tomoko Inoue, Takahiro Miyake, Masaaki Sawa
Journal of Medicinal Chemistry, 61, 19, 8917-8933. (2018)

4. 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, Masaaki Sawa

Journal of Medicinal Chemistry, 64, 19, 14129-14141. (2021)



U

R AR R T

FAL

p=1{{

SF 44 3 A 1H

PG SRR E KA I '
EAERSCEREEE C T b VAT OY Y X —t (BTK) (CxET A IR E A O BESR & R R
BAZEAL &4 O ANl

Tk HF Oy v & F—+ (Bruton's Tyrosine Kinase: BTK) & , B il FAY 7 F MRZELC &
WTHEHELSHFEZRIZLTEY |, BMRDSME 4858 EE 5 Th 5, F12 BTK & FeyRIIITF
TRICHE WTRIEFMETA b hA VOFEALCEELTWE, ChsD I Ems BTKBHEAIC 1T,
MBYEY > SPER MR X H CARERE S EDIRFEDR NI TE 5. BIfEE TIC 441D BTK FLESE
MEMfanTWwadn, CholdBTK & ARG ZIAM L BTK ZREMEAL & € 2 Rl EH T
b, SFIFLERKDELIEFBEVIHEALTLESLLY , #7827 v b X+ —t HAE
95, 2T, AW TIEE—Ty bXF—tTH 3B BTK [CxF L GREIRMEDE C, ARG IC BTK
HERHET AR D BTK LER OERERGF LU ic, Z DR, BLk O BTK BLEAI OFEE % TR U
12 AS-0871 & AS-1763 @ 2 Al Z=FRRBHFALEM & U TRINT C & ICEIL TWw 4,

FHA1ETE , MR L BTKILEROAIRE B E L, RIEHES BTK OLERZRKET 5129
DEEFERT v £ A IEDOHEEE =T % 5 12, BTK BAFEAI CGI746 & ARTEMERL BTK & ) S db s h
5, CGN746 & #3¢M] NBD(nitrobenzoxadiazole)#: % A 3 2405t 7 0 —7 &% & ARk L |, 306
JIC £ B BTIKILERDZ 2 ) == INARETH A C L HFFEL . HFH2ETIH , HEMEIKRE
DiRPEEE AR L BIKILER OB ERF LI, 73 /Y IV U bamEREEE LT, BTK
BRPPFHEAIAN DEsE R AT & T A, BTK (CkF T 2 PHETEME D RIE (S 1) | U o /b B9 D55 (2
Lo, &5, BYEES K UMBMLFEMN N 5 X —2 —IC L 3 &HIZITV, BRRBRILS
MTHHT7 I/ b)TOAEEWAS-0871 =R U Ic. 53 B TIE , BYEEBENE A fp DR SE
EHEL L BIKESOBEERTILIZ, 73/ MU TV LA E BTK D fEimtEEs LU R
v &2 OERD oG UL SR EARE ) 2 N EE IR (OCI-Ly10) (2 %t 9 2 HEFE NIz R T
229 —==> 7 UIckER , ) % iEMER BTK ( BTK[A] ) FLE(LAY AS-1763 D 02 L 1.

PLEDESIC, HEEHR , EN 2 > N OB Th 5 BTK ICxF U TEIRMED R C |, AIERYIC BTK &
FHE 9 2D BTK HERZHRRE L, BRO BTKEEA| (41 TNV F =T % &) OFFEZwR L
2 AS-0871 & AS-1763 @ 2 Al &EFEHREBBILAM E L TR T S & CRkEIL TWA, EEEIC , 4 7
VF = T ERMZEC TR U fo BTK FLEA| AS-0871 O&%fE+ +—+t (310 Ff ) (CxtT B/Y 17
A BB ULIZECA , ATV FZTN26EDF +—tEHET ZDICK L, AS-0871 [\
BIRMERL 2 X Tt DAEFL I, AR TREFTE NICRRN X 7 —EEFORET
BE, SESFLHEBMEEXF—CCIEHAT AEDNARET , SR DERMDAHBECRESCE
BT 2 CENBIFFTE B, ARPAGMICIC [, BEEE SFHME CMABIMEND & 1) |, HEEE Z L (#Y)
DEENLICAET DHESIZFEDH D Ll T 5.



