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0000000000000 O0D0000O0DO0D0D0ODN0O0ODO0OONOO0ODO0ODOONOoOnaGO
0,00,00000000000000000000000000000000000
0000000000 000000000GO™ NMR (400MHz, DMSO-dg) & 8.76 (d, J =
7.6 Hz, 1H), 8.32 (s, 1H), 7.22 (d, J = 2.4 Hz, 1H), 6.84 (dd, J = 7.6 Hz, 1H),

3.89 (s, 3H).
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Ox 000000000 00000000000000000000000000000
0000000000000 000000000000000 NMR (400MHz, DMSO-dg)

(o]

10.87 (s, 1H), 8.70 (dd, J = 7.4 Hz, 1H), 8.24 (s, 1H), 6.89 (dd, J = 2.8 Hz
1H), 6.75-72 (m, 1H).
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&) & 7.52 (d, J = 12.4 Hz, 2H), 7.10-7.04 (m, 1H), 6.50 (d, J = 8.0 Hz , 2H), 6
.33-6.28 (m, 1H), 6.16 (s, 2H).0 000000, 0000000000000 000
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0000000000000 000000000000000000000O02H NMR (40
OMHz, DMSO-dg) & 12.28 (s, 1H), 8.08 (s, 1H), 7.81-7.75 (m, 1H), 7.48 (d, J = 8
.0 Hz, 1H), 7.29-7.24 (m, 1H).0 000, 0000000000000 0000000
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0000000000000 0D000000000O00O0 NMR (400MHz, CDClZ) & 9.23 (
s, 1H), 8.49 (d, J = 8.4, 1H), 8.15-8.21 (m, 1H), 7.62-7.66 (m, 1H).
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0 TH NMR (400MHz, 00O O O -dy) & 9.13-9.10 (m, 2H), 8.84 (s, 1H), 8.20-8.15 (
m, 1H), 7.78-7.77 (m, 2H), 7.73-7.68 (m, 2H), 7.50 (dd, J,= 2.4 Hz, J, = 7.6 Hz,

1H), 7.40 (d, J = 8.4 Hz, 1H), 7.26 (d, J = 2.0 Hz, 1H), 2.32 (s, 3H).
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0000000000000 000Y 0% NMR (400MHz, 0O OO O -dy) & 8.74 (d, J
= 7.6 Hz, 1H), 8.53 (s, 1H), 8.28 (s, 1H), 7.85 (m, 2H), 7.78 (t, J = 8.4 Hz, 1

H), 7.45 (d, J = 8.4 Hz, 1H), 7.32 (d, J = 8.4 Hz, 1H), 7.18 (d, J = 8.8 Hz, 1H)
, 7.07 (dd, J,= 2.4 Hz, J, = 8.4 Hz, 1H), 6.81 (d, J = 2.4 Hz, 1H), 5.17-5.08 (m
, 1H), 3.27 (m, 1H), 2.98-2.95 (m, 1H), 2.68-2.58 (m, 1H), 2.48-2.41 (m, 2H), 2.
41 (s, 3H), 2.12 (s, 3H), 2.10-2.03 (m, 1H).
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000000x0000000000000000x00000000000000, O
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0000000000000 0000000O00000D00000000000DO0o0G0an
0000000000000 000D000,00000000000000000000A0
ooooooooob o
1H NMR (400MHz, CDCl3) & 8.22 (br d, J=8.80 Hz, 1 H), 7.24 - 7.33 (m, 1 H), 4.0
9 (s, 3 H).
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ooooooooooooOo0O0" OYH NMR (400MHz, CDCl3) & 7.06 (t, J=9.00 Hz, 1
H), 6.46 (dd, J=9.00, 1.76 Hz, 1 H), 4.21 (br s, 2 H), 3.71 - 3.91 (m, 3 H).
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0000000000000 00000000000Y 0 NMR (400MHz, OO OO 0O -d
) & 7.73 (s, 1 H), 7.27 (t, J=9.26 Hz, 1 H), 6.82 (dd, J=9.04, 1.76 Hz, 1 H),
3.72 - 3.98 (m, 3 H), 3.01 - 3.14 (m, 6 H).
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ooooooooooooo0Y O0YH NMR (400MHz, OO O OO -dy,) & 8.71 - 8.77 (m,
1 H), 8.44 (s, 1 H), 8.27 - 8.31 (m, 1 H), 7.79 - 7.88 (m, 1 H), 7.70 - 7.77 (m
, 2 H), 7.66 (dd, J=9.26, 1.76 Hz, 1 H), 7.19 (d, J=8.60 Hz, 1 H), 7.05 - 7.11 (
m, 1 H), 6.85 (d, J=2.43 Hz, 1 H), 4.05 (s, 3 H), 2.25 (s, 3 H).
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0000x00000000000000,00000000000000000000
000000000 0% NMR (400MHz, 00000 -dy) 8 8.74 (d, J = 7.2 Hz, 1
H), 8.40 (s, 1H), 8.28 (s, 1H), 7.84 (s, 1H), 7.84-7.81 (m, 1H), 7.76 (d, J = 9.
2 Hz, 1H), 7.61 (d, J = 9.2 Hz, 1H), 7.15 (d, J = 8.8 Hz, 1H), 7.06 (dd, J = 2.4
HzO O O 7.6 Hz, 1H), 6.81 (d, J = 2.4 Hz, 1H), 5.20-5.07 (m, 1H), 4.98-4.89 (m,
1H), 4.04 (s, 3H), 3.25-3.23 (m, 1H), 2.91 (d, J = 8.0 Hz, 1H), 2.28 (s, 3H), 2
.24 (s, 3H), 2.49-2.15 (m, 3H).
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1 H), 9.04 (s, 1 H), 8.71 (s, 1 H), 8.07 (d, J = 9.2 Hz, 1 H), 7.91-7.88 (m, 2

H), 7.76 (d, J = 9.2 Hz, 1 H), 7.45 (dd, J, = 7.6 Hz, J, = 2.4 Hz, 1 H), 7.36 (d
,J=8.8Hz, 1 H), 7.21 (d, J = 2.4 Hz, 1 H), 4.87 (m, 1 H), 4.58-4.55 (m, 1 H)
, 4.17 (s, 3 H), 4.09-4.05 (m, 1 H), 3.77 (m, 1 H), 3.51-3.48 (m, 1 H), 3.26 (s,
3 H), 2.86-2.69 (m, 3 H), 2.47-2.44 (m, 1 H), 2.30 (s, 3H).
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31 (d, J =6.0 Hz, 1H), 7.06 (dd, J,=2.8 Hz, J, =7.6 Hz, 1H), 6.83 (s, 1H), 5.56-
4.88 (m, 1H), 4.27-4.23 (m, 6H), 4.12 (brs, 1H), 3.31 (brs, 3H), 2.91 (s, 3H), 2
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.89 (d, J = 7.6 Hz, 1H), 8.77 (s, 1H), 8.58 (s, 1H), 7.82 (d, J = 2.4 Hz, 1H),
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13.6 Hz, J, = 2.0 Hz, 2H), 6.95 (d, J = 2.0 Hz, 1H), 6.92 (s, 1H), 5.67-5.59 (m

, 1H), 4.28 (brs, 1H), 4.08 (s, 3H), 3.91-3.76 (m, 2H), 3.53-3.47 (m, 1H), 3.07
(s, 3H), 2.88 (d, J = 13.2 Hz, 1H), 2.43-2.40 (m, 1H), 2.29 (s, 3H).
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0000000000000 0000000°Y 0% NMR (400 MHz, 00000 -d,) & 8
.49 (s, 1H), 8.10 (s, 1 H), 7.85-7.79 (m, 1H), 7.61 (d, J = 8.4 Hz, 2H), 7.55-7.
48 (m, 2H), 7.35 (dd, J,= 8.0 Hz, J, = 12.8 Hz, 1H), 7.15 (d, J = 2.0 Hz, 1 H),
7.08 (dd, J;= 2.4 Hz, J, = 8.8 Hz, 1H), 6.88 (d, J = 8.8 Hz, 1 H), 3.90 (s, 3H),
2.30 (s, 3H).
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, 1H), 8.83 (s, 1 H), 8.10 (t, J = 8.4 Hz, 1 H), 7.95 (d, J = 9.2 Hz, 1 H), 7.7
7-7.73 (m, 2 H), 7.56 (d, J = 8.4 Hz, 1 H), 7.40 (dd, J, = 2.0 Hz, J, = 8.8 Hz,
1 H), 7.30 (d, J = 2.0 Hz, 1 H), 7.10 (d, J = 8.8 Hz, 1 H), 5.81-5.73 (m, 1 H),
4.32-4.27 (m, 1 H), 4.17 (s, 3H), 4.06-3.95 (m, 1 H), 3.81 (d, J = 12.8 Hz, 1 H)
, 3.69-3.62 (m, 1H), 3.10 (s, 3 H), 2.92-2.88 (m, 1 H), 2.51-2.47 (m, 1 H), 2.32

(s, 3 H).
ogoooao
ogoooan
gogooano
0O00o00o0oDoooooooao
gooooao
gogooano

Ho NH,
. ¥¢Y

b EN I s

i =M N~
OQN#\N FHN {\/\) UO:]
LE— L Ny 1i

AROH o 1/2 N¢] BUOK

1 ar RUVTSFCHR

ooooOooao
gooooooooooOoodoao
Oooo0oooooobooooooboOoao
gooooobooooooooog 00
goooo0ooooooooooOoodn
Oo0oo0oo0ooooobooooonox oo
Oo0ooo0ooooooooooooOoodd

> OU m»iirmo

i o

gogoobbooooooooobbooooobooooobobbooooooboooooan
gogouobboooobobooouobbooooboooobobbooooooboooooaon

[+
"N\
Bener

"“Z ,@ 10

|\ i
OMN/J
|
feams

ooocoboObooooooooobbooood
goooooobboogoobooooboboboo
goooooobbooooobooobxDod
ooocoobbooo,oo0,00000000
goooooobboogooboooboboo

10

20

30

40

50



(60) JP 2021-523159 A 2021.9.2

0000000000000 00000000O0O0O00000000000000000
0 TH NMR (400MHz, DMSO-dg) & 8.28 (d, J = 2.4 Hz, 1H), 8.13 (dd, J, = 8.8 Hz, J
> = 2.4 Hz, 1H), 7.87 (d, J = 6.0 Hz, 1H), 7.21 (d, J = 8.8 Hz, 1H), 6.19 (dd, J
= 6.0 Hz, J, = 2.0 Hz, 1H), 6.04 (s, 2H), 5.89 (d, J = 2.4 Hz, 1H), 2.27 (s, 3

=y

H) .
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000D000000000000000Y 0 NMR (400MHz, CDCl) & 8.21 (d, J = 2
.4 Hz, 1H), 8.17 (d, J = 7.6 Hz, 1H), 8.09 (dd, J, = 8.4 Hz, J, = 2.4 Hz, 1H), 7

.62 (s, 1H), 7.57 (s, 1H), 7.10 (s, 1H), 7.04 (d, J = 8.8 Hz, 1H), 6.75 (dd, J,
= 7.6 Hz, J, = 2.4 Hz, 1H), 2.37 (s, 3H).
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0000000000000 0000000000000000°Y O0%H NVMR (400MHz, O

0o0o0Od-d,) & 8.77 (d, J = 7.6 Hz, 1H), 8.68 (s, 1H), 8.09 (s, 1H), 7.88 (d, J
= 2.0 Hz, 1H), 7.69 (s, 1H), 7.63 (d, J = 2.4 Hz, 1H), 7.36-7.28 (m, 3H), 7.08

(s, 1H), 7.04 (s, 1H), 4.06 (s, 3H), 2.29 (s, 3H).

Ooo0O0O00O0O0O000000

0000000000000 0000000C0O0O000000000000000000

0000000000000 00000000O0D000000000000000000

0000000000000 0000O000000O0000000DDOooOoOoOoOoO0On

0000000000000 00000000000000000x00000x 000

0000000000000 0000000OC0O0O000000000000000000

0000000000000 0000000O0O0D000000000000000000

000000000000 0000000000000

Oooo0QooO

0000000000000 00000000O0D000000000000000000

00000x 0000000000, 00000000000000000000000

DO000C0Y O NMR (400MHz, 00O O 0O -d4) & 8.79 (d, J = 7.2 Hz, 1H), 8.77 (
s, 1H), 8.10 (d, J = 2.0 Hz, 1H), 7.89-7.79 (m, 3H), 7.35-7.31 (m, 3H), 7.02 (d,

J = 2.4 Hz, 1H), 6.98 (s, 1H), 5.73 (brs, 1H), 4.29-4.26 (m, 1H), 4.08 (s, 3H),
4.01-3.89 (m, 1H), 3.79 (d, J = 12.8 Hz, 1H), 3.63-3.57 (m, 1H), 3.09 (s, 3H),
2.87 (s, 1H), 2.49-2.46 (m, 1H), 2.29 (s, 3H).
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.2 Hz, J, = 2.4 Hz, 1H),

, 1H), 8.02-7.99 (m, 1H), 7.98 (d, J = 2.4 Hz, 1H), 7.61 (dd, J, = 4.8 Hz, J, =
9.6 Hz, 1H), 6.96 (dd, J, = 2.0 Hz, J, = 9.6 Hz, 1H), 6.82 (d, J = 9.2 Hz, 1H),
6.61 (dd, J; = 0.8 Hz, J, = 2.4 Hz, 1H), 2.46 (s, 3H).
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00-dy) & 1.19 (3H, d, J = 6.8 Hz), 2.11-2.16 (1H, m), 2.26 (3H, s), 2.31-2.38

(4H, m), 2.82 (1H, s), 2.91-2.97 (1H, m), 3.20-3.22 (1H, m), 5.22-5.24 (1H, m),
6.81 (1H, d, J = 2.4 Hz), 7.06 (1H, dd, J = 4.8, 7.2 Hz), 7.20 (1H, d, J = 8.4
Hz), 7.29 (1H, d, J = 8.0 Hz), 7.45 (1H, d, J = 7.6 Hz), 7.77-7.82 (3H, m), 8.29
(1H, s), 8.52 (1H, s), 8.74 (1H, d, J = 7.6 Hz).0 0O O O0O0O0O0O0OOOOOOO
0000000000000 0000000000000000,0000000000
000000000000000000Y 0% NMR (400MHz, 0000 O -dy) & 1.18 (
3H, d, J = 6.4 Hz), 2.08-2.13 (1H, m), 2.23 (3H, s), 2.29-2.37 (4H, m), 2.80 (1H
, S), 2.89-2.92 (1H, m), 3.18-3.20 (1H, m), 5.17-5.24 (1H, m), 6.80 (1H, d, J =
2.4 Hz), 7.03 (H, d, J = 7.6 Hz), 7.16 (1H, d, J = 8.8 Hz), 7.27 (1H, d, J = 8.
4 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.74-7.79 (3H, m), 8.27 (1H, s), 8.49 (1H, s),

8.71 (1H, d, J = 7.2 Hz).
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#2. FIEEAILEMIC DN T ORI I E R 5.
L&ty HER2 WT EGFR HER2 WT
g wT S
BT474 NCI-H838 BT474
1Cs0 (nM) ICs0 (nM) Glso (nM)
L& 1 6.86 >3000 24.21 4 23.96
bt 2 6.17 n/a 19.02 + 1.4
L&Y 3 26.03 >3000 4472+ 4.2
L& 4 7.96 >3000 4.33 = 0.63
{59 5 6.83 >3000 15.07+8.19
L&t 6 19.64£8.76 | 3291.77: 1346.12 18.69+9.16
Us=E K 5.57 >3000 836 +0.15
&4 8 6.92 1800.80 7.47 £ 2.99
HEE R 16.19 1033.21 2734+ 14.53
&4 10 7.86 >3000 18.98 * 2.46
&4 11 13.14 >3000 24.59 + 4.85
&4 12 7.56 >3000 9.02
L& 13 21.75 >3000 49.78 + 6.87
&Y 14 19.74 1388.33 26.84 = 11.49
&M 15 2.55 >10000 -
L& 16 10.58 £ 2.4 3060.46 + 80.25 1427+ 13.64
&4 17 43.99 >3000 126.04 £ 9.01
&4 18 12.58 514.80 8.58 % 3.55
{b&t19 9.56 £3.13 >10000 11.52
&4 20 12.59 >10000 41.05 + 1.55
&% 21 613 11.2 - 15.87 £ 6.57
L& 22 11.58+1044 | 2917.74+2321.81 18.59 + 6.51
{bE 4 23 6.17 >10000 11.7
L& 24 9.38 >10000 50.77
&%) 25 16.79 >10000 4724
&4 26 5.84 >10000 14.06
k& 27 10.28 5132.19 22.06
{&rd 28 22.39 522221 35.82
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SNF_T 23.13 3.07 12.1£2.78
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ﬁ 3. WJEEH‘JT;{E‘%%{:DLVCGD Kp,uubrain j%ck(ﬁ Kp,uuCSF 0)?""’&

’fb’%% Kp,uu Brain Kp,uu CSF

L& 1 0.23 1.44

&6 0.18 0.36

&4 14 0.04 0.24

&4 16 0.03 0.11

L& 17 0.07 1.02

L& 19 0.10 0.40

L5420 0.08 0.07

L& 24 0.23 1.44

{b&8 25 0.11 1.92

L& 27 0.10 0.52

& 28 0.11 0.52

X 5F= A M R SR A o D At HA BR SR SR 35 D

B AUC(li4) AUC(CSF)
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CO7D 405/12(2006.01)i; AG1K 31/505(2006.01)i; A61P 35/00(2006.01)

According to International Patent Classification (TPC) or to both national classification and TPC
B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
CO7D

Diocumentation searched other than minirmim documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the intemnational search (name of data base and, where practicable, search terms used)

REGISTRY.CAPLUS MARPAT CNABS, DWPLCNKI:substructure  search according to formmla (I),dizal, Her2 HER-Z,
EGFR,ErbB

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A WO 03040109 A2 (ASTRAZENECA AB) 15 May 2003 (2003-05-13) 1-31
see the whole document

A WO 2006092573 Al (ASTRAZENECA AB) 08 September 2006 (2006-09-08) 1-31
see the whole document

A WO 2007034144 Al (ASTRAZENECA AB) 28 March 2007 (2007-03-29) 1-31
see the whole document

A Bernard Barlaam et al. "Neutral 3-substimied 4-indazolylaminoquinazolines as potent, orally 1-31

active inhibitors of erbB2 receptor tyrosine kinase"

Bivorganic & Medicinal Chemistry Letters, No. 18, 16 February 2008 (2008-02-16),
1799-1803

D Further documents are listed in the continnation of Box C. See patent family annex.

%  Special categories of cited documents: “T* later document published after the internaticnal filing date or pricrity

. L . date and not in conflict with the applicaticn but cited to understand the
wpr ?:cb:nggrg ai‘igﬂﬂlrg ;E]l: fﬁgﬁl state of the art which is not considered principle or theory underlying ﬂnggnvantiun

— . L . . . «%" document of particular relevance; the claimed invention cannot be
E eﬁ]‘."ﬁ“ dapphca.tmn or patent but published on or after the international considered novel or cannot be considered o involve an inventive step
g date when the document is taken zlone

“L” document which may throw doubts on priarity claim(s) o1 which is  wy»  gacument of i . i i i
: v oty ] particular relevance; the claimed invention cannot be
cited to establish the publication date of another citation or other considered to involve an inventive step when the document is

special reason (as specificd) combined with one or more other such documents, such combinztion
«Q" document referring to an oral disclosure, use, exhibiton or other being ohvious to a person skilled in the art
means “&> document member of the same patent family
«“p  document published prier to the international filing date but later than
the priority date claimed
Date of the actual completion of the international search Trate of mailing of the international search teport
06 August 2019 22 August 2019
Name and mailing address of the ISA/CN Authorized officer

National Intellectual Property Administration, PRC
6, Xitucheng Rd., Jimen Bridge, Haidian District, Beijing

100088 ZHAQ,Zhenzhen
China
Facsimile No. (86-10)62019451 Telephone No. 62086358
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1 Claims Nos.: 23-29
becanse they relate to subject matter not required to be searched by this Authority, namely:

[1] Claims 23-29 are directed to a method of treatment of the human/animal body (PCT Rule 39.1(iv)).

Nonetheless, the search has been carried ont based on the corresponding use of the compounds/
composition in the manufacture of medicaments.

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (continmation of first sheet) (Jammary 2015)
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