wo 20207147798 A1 | ON 0 TR 0000 O

(12) E=RE R SRR LT A i E PR 1E

19) tH SR N0 F=F 4R 2R
fr BJ

«3) Elfr 2 H
2020 & 7 A 23 H (23.07.2020)

’

WIPOIPCT

0 000 0t
10) EfR 2 HS
WO 2020/147798 A1

G EFREFHES:

CO7D 487/04 2006.01)  AGIK 31/519 (2006.01)
CO7D 401/04 2006.01)  AGIP 19/02 (2006.01)
(D EFRRIES: PCT/CN2020/072551
(22) EIFRERIEA 2020 £ 1 A 16 H (16.01.2020)
(25) BiFES: 3
(26) A HiER: T3

(30) £

201910049183.9 20191 H18H (18.01.2019) CN

) BHiEAN:BEEY (L£H FR4. S MINGHUI
PHARMACEUTICAL (SHANGHAI) LIMITED) [CN/
CN; WHE ElWH AP E (R BH
A 5 ik 56 DX Al 1) I % 338 5 6% 6305 2, Shanghai

201203 (CN). FREEZH WM BHRRL
Al (MINGHUI PHARMACEUTICAL (HANGZHOU)
LIMITED) [CN/CN]; = B #7 VT 48 B M i b
FrHAR KX T4 mm K201 5 ik a
rH-514'F, Zhejiang 310018 (CN).

(72) %88 \: £ B El (WANG, Zhaoyin); H & L&
WRBXFE (R BHERSREXMA
1% % 338 5 6 i 6305 =, Shanghai 201203 (CN).
Bk £ (YAO, Bing); ' [E b iyl R #r X &
(E¥) B HER SRR X F 33856
186305 %, Shanghai 201203 (CN). @k FTIli(YAO,
Yuanshan); HE BT AT XA E (R
B R 5 R % X 0 F B 2 338 5 61 6305 =,
Shanghai 201203 (CN).  ZEf(LI, Ao); HE Liff
MR AFHE P E (R BHRESREXM

(54) Title: CYCLIC MOLECULES AS BRUTON'S TYROSINE KINASE INHIBITOR
(54) REABTR: {F A0S s 2 BB B IR 2

AA
A TRIRETVOSK T REGEREIERE

2009
—— RN DD
i FESEP 30MEKE, PO, DXL EE Lz@
i REL 100 5mghe Do, WOR2L FFE

]
B

=

@

¥

EMVXA

£ 2

& Y

& \ X

s Wy
A(A)

o
@

I
co ERMBERR

A 1

AA  Drug efficacy test of subcutaneous xenograft model for human lymphoma cell TMD8
BB  Tumor volume (mm3) (MeantSEM)

CC Number of days after initial administration

DD Solvent control

EE Embodiment 1 30 mg/kg, p.o., QDX21

FF  Embodiment 1 10— 5 mg/kg, p.o., BEDX21

GG Ibrutinib 30 mg/kg, p.o., QDX21

HH Formula (A)

(57) Abstract: The present invention describes novel molecules having protein tyrosine kinase inhibitory activity, and methods of
synthesizing and using the compound. Specifically, the present invention describes a compound of formula (A) or a pharmaceutically
acceptable salt, a hydrate or a solvate thereof, and methods of synthesizing and using the compound.
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