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Oooaoao

Y = Y —

NH NaH/DMF N-

Riw P r . '

1N N OC R1\N*N/

H H
oooooao
OO0OODMFO20 mLOODO7H-000([3, 2-fl00000-1,3-000001.0 mmol
O000000ONaHO1.2 mmol0D0DO0DO0OO0OO0D0ODDDDDOOOOO0O0O0.50000
00000000000 0001.5mmol00DO00ODDODDODODD100000
0000000000000 0000000D0000000000000000000n0
01% EtgNO DO D 10:1 DCM:MeOHO OO DOOOOOOODODODDDOOOOOODODOD
0000000000000 000000000O0D0
oooooao
O0O0O000IRS-1700
ooaoao

Y /4
NH, =
N

NTX

M

H,N™ N

1H NMR (500 MHz, DMSO-dg) & 7.71 (d, J= 9.0 Hz, 1H), 7.62 (d, J = 3.0
Hz, 1H), 7.41 (d, J = 8.0 Hz, 2H), 7.15 (d, J = 8.0 Hz, 2H), 7.12 (d, J =
3.0 Hz, 1H), 7.03 (d, J = 9.0 Hz, 1H), 6.78 (s, 2H), 5.89 (s, 2H), 5.53 (s
, 2H), 4.14 (s, 1H). MS (ESI): [M+H*] 314.12.

ODooo0oo

oooooo

OoO0O

HOI

NH =

HzN/mN/ Q
)

1H NMR (400 MHz, DMSO-dg) & 7.92 (d, J= 9.0 Hz, 1H), 7.85 (d, J = 3.2
Hz, 1H), 7.65 - 7.56 (m, 5H), 7.47 - 7.40 (m, 2H), 7.37 - 7.31 (m, 1H),

7.29 - 7.24 (m, 2H), 7.22 - 7.11 (m, 2H), 6.74 (s, 2H), 5.60 (s, 2H), 3.8
4 - 3.66 (m, 4H).
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O00ooao
NH, =
65“1
N~
|
HZN)\N/ \

1H NMR (300 MHz, DMSO-dg) & 7.88 (d, J= 9.0 Hz, 1H), 7.58 (d, J = 3.3
Hz, 1H), 7.46 - 7.33 (m, 5H), 7.17 - 7.06 (m, 2H), 6.70 (s, 2H), 5.72 (s,
2H), 5.43 (s, 2H).

MS(ESI): [M+H+]314.12.

oooooo

Ooooo0oo

Doooo

NH, =
N
N AN
O§
H,N™ N

1H NMR (300 MHz, DMSO-dg) & 7.80 (d, J= 9.0 Hz, 1H), 7.52 (d, J = 3.0
Hz, 1H), 7.43 - 7.37 (m, 2H), 7.34 - 7.26 (m, 2H), 7.26 - 7.22 (m, 1H),

7.08 (d, J = 3.0 Hz, 1H), 7.05 (d, J= 9.0 Hz, 1H), 6.67 (s, 2H), 6.52 - 6.
46 (m, 2H), 5.67 (s, 2H), 5.09 - 5.01 (m, 2H).

MS(ESI): [M+H+]316.15.

Ooooo0oo

oooooo

ooo0oQo

NH, =

N
N

/“\/

H,N” N

1H NMR (300 MHz, DMSO-dg) & 7.71 (d, J= 9.0 Hz, 1H), 7.60 (d, J = 3.0
Hz, 1H), 7.39 - 7.25 (m, 3H), 7.13 (d, J= 7.2 Hz, 1H), 7.08 (d, J = 3.0 H
z, 1H), 7.02 (d, J = 9.0 Hz, 1H), 6.97 - 6.89 (m, 3H), 6.87 - 6.80 (m, 2H
), 6.68 (s, 2H), 5.69 (s, 2H), 5.50 (s, 2H).

MS(ESI): [M+H+] 382.12.
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H,N~ N

(15)

JP 2023-532128 A 2023.7.26

1H NMR (500 MHz, DMSO-dg) & 7.73 (d, J= 9.0 Hz, 1H), 7.59 (d, J = 3.0

Hz, 1H), 7.15 (d, J =
3.0 Hz, 1H), 7.01 (d, J =
, 2H), 2.80 (p, J= 7.0 Hz, 1H),
MS(ESI):[M+H+]332.42.
000000

Oooooo

1.12 (d, J

8.0 Hz, 2H), 7.11 (d, J =
8.9 Hz,

6.9 Hz, 6H).

8.0 Hz, 2H), 7.06 (d, J =
1H), 6.65 (s, 2H), 5.65 (s, 2H), 5.43 (s
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gooaoao

1H NMR (300 MHz, DMSO-dg) & 7.70 (d, J= 9.0 Hz, 1H), 7.62 (d, J = 3.0
Hz, 1H), 7.41 (d, J = 8.2 Hz, 2H), 7.14 (d, J = 8.2 Hz, 2H), 7.11 (d, J =
3.0 Hz, 1H), 7.09 (d, J = 9.0 Hz, 1H), 6.68 (s, 2H), 6.47 - 6.30 (m, 1H),
5.53 (s, 2H), 4.16 (s, 1H), 2.84 - 2.70 (m, 1H), 0.68 - 0.57 (m, 2H), 0.4
8 - 0.39 (m, 2H).

MS(ESI): [M+H+] 354.15.

000000

ooooooo

ooo0OoQO

1H NMR (500 MHz, DMSO-dg) 8 8.08 (d, J= 9.0 Hz, 1H), 7.91 (d, J = 3.0
Hz, 1H), 7.60 (s, 2H), 7.37 (d, J= 3.0 Hz, 1H), 7.31 - 7.24 (m, 2H), 7.21
(d, J = 9.0 Hz, 1H), 7.18 - 7.11 (m, 2H), 5.56 (s, 2H).

MS(ESI): [M+H+] 308.15.

oooooao

ooooooao

OoD0ooo

1H NMR (500 MHz, DMSO-dg) & 7.78 (d, J= 9.0 Hz, 1H), 7.47 (d, J = 3.0
Hz, 1H), 7.05 (d, J = 9.0 Hz, 1H), 7.00 (d, J = 3.0 Hz, 1H), 6.68 (s, 2H),
5.69 (s, 2H), 4.13 (d, J= 7.5 Hz, 2H), 2.42 - 2.29 (m, 1H), 1.66 - 1.58 (
m, 2H), 1.58 - 1.52 (m, 2H), 1.51 - 1.44 (m, 2H), 1.28 - 1.20 (m, 2H).
MS(ESI): [M+H+] 282.24.

oooo0oo

Ooo0o0ooo
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a7) JP 2023-532128 A 2023.7.26

gooaoao

1H NMR (400 MHz, DMSO-dg) & 7.92 - 7.82 (m, 1H), 7.80 - 7.72 (m, 1H

), 7.39 - 7.31 (m, 1H), 7.25 - 7.18 (m, 1H), 7.124 - 7.05 (m, 2H), 7.04 -
6.96 (m, 2H), 5.55 (s, 2H).

MS(ESI): [M+H+] 308.06.

oooooao

Ooooooao

Oo0ogdao

NH, =

1H NMR (400 MHz, DMSO-dg) 8 7.75 (d, J= 9.0 Hz, 1H), 7.63 (d, J = 3.
Hz, 1H), 7.41 - 7.34 (m, 1H), 7.34 - 7.26 (m, 1H), 7.11 (d, J = 3.0 Hz,
H), 7.03 (d, J = 9.0 Hz, 1H), 7.02 - 6.99 (m, 1H), 6.72 (s, 2H), 5.73 (s,
2H), 5.49 (s, 2H).

MS(ESI): [M+H+] 326.10.

oooooao

ocoooooao

ooooao
NH,
N
N~
AL
H,NT N .
F

1H NMR (400 MHz, DMSO-dg) & 7.76 (d, J= 9.0 Hz, 1H), 7.66 (d, J = 3
Hz, 1H), 7.18 - 7.09 (m, 2H), 7.05 (d, J= 9.0 Hz, 1H), 6.90 - 6.84 (m, 2
H), 6.78 (s, 2H), 5.81 (s, 2H), 5.54 (s, 2H).

MS(ESI): [M+H+] 326.10.

000000

ooooooo
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gooaoao

PPC-002-0076-1

1H NMR (400 MHz, DMSO-dg) & 7.69 (d, J= 9.0 Hz, 1H), 7.60 (d, J = 3.2
Hz, 1H), 7.27 (d, J = 8.0 Hz, 2H), 7.09 (d, J = 8.0 Hz, 3H), 7.01 (d, J =
9.0 Hz, 1H), 6.77 (s, 2H), 5.78 (s, 2H), 5.48 (s, 2H), 2.81 - 2.65 (m, 1H
), 1.15 (d, J = 6.8 Hz, 6H).

MS (ESI): [M+H*] 356.20

Ooooo0oo

oooo0ooo

Doooo

Boc

Iz

PPC-002-0077-1

1H NMR (500 MHz, DMSO-dg) & 7.70 (d, J= 9.0 Hz, 1H), 7.61 (d, J = 3.1
Hz, 1H), 7.34 - 7.29 (m, 2H), 7.29 (s, 1H), 7.18 - 7.05 (m, 3H), 7.01 (d,
J = 9.0 Hz, 1H), 6.79 (s, 2H), 5.79 (s, 2H), 5.49 (s, 2H), 3.91 (d, J = 6.0
Hz, 2H), 1.35 (s, 9H).

MS (ESI1): [M+H*] 443.53

oooooo

oooo0ooo
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gooaoao

PPC-002-0078-1

1H NMR (400 MHz, DMSO-dg) & 7.68 (m, 1H), 7.64 -

JP 2023-532128 A 2023.7.26

7.59 (m, 1H), 7.34

- 7.26 (m, 2H), 7.15 - 7.06 (m, 4H), 6.67 (s, 2H), 6.37 (s, 1H), 5.51 (s,

2H), 2.83 - 2.74 (m, 1H), 1.18 (d, J =
0.37 (m, 2H).

MS (ESI): [M+H*] 396.50

Oooo0o0o

ooooooo

ooo0oQ

PPC-002-0079-1

6.9 Hz, 6H), 0.63 (m, 2H), 0.51 -

1H NMR (400 MHz, DMSO-dg) & 7.73 (d, J= 9.2 Hz, 1H), 7.69 - 7.60 (m,
1H), 7.32 (d, J = 6.4 Hz, 2H), 7.15 - 7.07 (m, 4H), 5.51 (s, 2H), 2.88 -

2.72 (m, 1H), 0.86 (t, J = 6.4 Hz, 2H), 0.64 (dd, J

MS (ESI): [M+H*] 368.45
Dooo0o

0000000

Doooao

PPC-002-0080-1

6.4, 2.4 Hz, 2H).

1H NMR (400 MHz, DMSO-dg) & 7.74 (d, J= 8.8 Hz, 1H), 7.66 (d, J = 3.2
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(20) JP 2023-532128 A 2023.7.26

Hz, 1H), 7.55 - 7.49 (m, 4H), 7.42 (d, J= 3.2Hz, 3H), 7.20 (d, J = 8.0 H
z, 2H), 7.15 - 7.11 (m, 2H), 6.75 (s, 2H), 6.46 (s, 1H), 5.57 (s, 2H), 2.7
9 (m, 1H), 0.64 (m, 2H), 0.52 - 0.40 (m, 2H).

MS (ESI1): [M+H*] 430.409

oooo0oo

oooo0o0o0ao

ooo0O

PPC-002-0081-1

1H NMR (400 MHz, DMSO-dg) & 7.71 (d, J= 9.2 Hz, 1H), 7.61 (d, J = 3.2
Hz, 1H), 7.33 - 7.26 (m, 2H), 7.16 - 7.06 (m, 4H), 6.69 (s, 2H), 6.40 (s,

1H), 5.50 (s, 2H), 2.79 (m, 1H), 1.51 (m, 1H), 0.91 - 0.81 (m, 4H), 0.73
- 0.59 (m, 4H)

MS (ESI): [M+H*] 394.19
Ooooo0oo

oooo0o0oao

00000
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oooooad
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(21)

gooaoao

PPC-002-0083-1

JP 2023-532128 A 2023.7.26

1H NMR (400 MHz, DMSO-dg) & 7.70 (d, J= 8.8 Hz, 1H), 7.61 (d, J = 3.2
Hz, 1H), 7.29 (d, J = 8.0 Hz, 2H), 7.17 - 7.08 (m, 3H), 7.02 (d, J = 8.8H
z, 1H), 6.73 (s, 2H), 5.76 (s, 2H), 5.50 (s, 2H), 1.50 (m, 1H), 0.91 - 0.7

9 (m, 2H), 0.72 - 0.64 (m, 2H).
MS (ESI): [M+H*] 354.46
Ooooo0oo

oooo0ooo

Doooo

PPC-002-0084-1

1H NMR (400 MHz, DMSO-dg) & 7.80 (d, J= 8.8Hz, 1H), 7.71 (d, J = 3.2
Hz, 1H), 7.57 - 7.46 (m, 4H), 7.42 (q, J= 2.8 Hz, 3H), 7.25 - 7.16 (m, 3

H), 7.08 (d, J = 8.8 Hz, 1H), 6.13 (s, 2H), 5.58 (s,

MS (ESI): [M+H*] 390.41
oooooao

0ooo0o0o0o0o

OooooO

NH,

7

N
P . CF3;COOH

PPC-002-0085-1

2H).
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(22) JP 2023-532128 A 2023.7.26

1H NMR (400 MHz, DMSO-dg) & 8.06 (d, J=9.0Hz, 1H), 7.93 (d, J = 3.2
Hz, 1H), 7.67 (s, 2H), 7.47 - 7.37 (m, 3H), 7.22 (dd, J = 9.0, 2.4 Hz, 3H
), 5.64 (s, 2H), 3.98 (s, 2H).

MS (ESI): [M+H*] 343.38

oooo0oo

oooo0o0o0ao

ooo0O

7

10

PPC-002-0087-1

1H NMR (400 MHz, DMSO-dg) & 7.75 (d, J= 9.0 Hz, 1H), 7.65 (d, J = 3.2

Hz, 1H), 7.37 - 7.26 (m, 2H), 7.17 - 7.10 (m, 3H), 7.04 (d, J = 9.0 Hz, 1

H), 6.88 (s, 2H), 5.93 (s, 2H), 5.51 (s, 2H), 2.00 (s, 3H). 20
MS (ESI): [M+H*] 328.37

Oooo0o0o

ooooooo

ooo0oQ

/l Z 30
PPC-002-0089-1

1H NMR (300 MHz, DMSO-dg) & 7.90 - 7.79 (m, 4H), 7.77 (d, J = 3.2 Hz,
1H), 7.72 (s, 1H), 7.52 - 7.43 (m, 2H), 7.33 (dd, J = 8.5, 1.8 Hz, 1H), 7

.19 (d, J = 3.2 Hz, 1H), 7.06 (d, J = 9.0 Hz, 1H), 6.22 (s, 2H), 5.68 (s, 2H).

MS (ESI): [M+H*] 340.35
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O00ooao
l
si—”
y
NH =
N
NI AN
HZN/kN/

PPC-002-0090-1

1H NMR (500 MHz, DMSO-dg) & 7.70 (s, 1H), 7.65 (d, J = 3.5 Hz, 1H), 7
41 - 7.34 (m, 6H), 7.31 (s, 1H), 7.23 (d, J = 3.0 Hz, 1H), 7.14 (d, J = 8
.0 Hz, 2H), 5.86 (s, 2H), 5.51 (s, 2H), 4.83 (d, J = 6.0 Hz, 2H), 0.95 (m,
18H), 0.59 (m, 12H).

MS (ESI): [M+H*] 657.03

Oooo0oo

oooo0ooo

ooooad
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N
Y
HzN)\N/ @
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PPC-002-0091-1
oooooad
ooooooand
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PPC-002-0092-1

PPC-002-0092-1
oooooad
ooooooad
gooogad

NH —
N
S04
HZN/kN/ §
\

PPC-002-0093-1
ooooogoad
ooooooand
ooooad

NH, =
N
N AN
Cig
HNT N

PPC-002-0094-1

1H NMR (400 MHz, DMSO-dg) & 7.79 (d, J= 9.0 Hz, 1H), 7.65 (d, J
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Hz, 1H), 7.13 (t, J = 3.2 Hz, 5H), 7.05 (d, J = 9.0 Hz, 1H), 6.92 (s, 2H),
5.98 (s, 2H), 5.46 (s, 2H), 2.55 (m, 2H), 1.12 (t, J = 7.6 Hz, 3H).

MS (ESI): [M+H*] 318.36

oooo0oo

oooo0ooo

Doo0OoQ

NH, =
ﬁ&’“
NTX
! S
NS
SN

PPC-002-0095-1
oooooad
ooooooand
ooooad

NH, =
N
N AN
)'\):6
H,N” N

PPC-002-0096-1

\

1H NMR (500 MHz, DMSO-dg) & 7.71 (d, J= 9.0 Hz, 1H), 7.60 (d, J = 3.0
Hz, 1H), 7.41 - 7.34 (m, 2H), 7.13 (d, J= 8.2 Hz, 2H), 7.07 (d, J = 3.0 H
z, 1H), 7.00 (d, J = 9.0 Hz, 1H), 6.74 (s, 2H), 6.65 (dd, J = 17.6, 11.0
Hz, 1H), 5.81 - 5.68 (m, 3H), 5.46 (s, 2H), 5.19 (dd, J = 10.9, 1.0 Hz, 1H).
MS (ESI): [M+H*] 316.40

Ooo0o0oooao
ooooooao
Ooo0ooOoaoao
NH, =
N
N™ X
P
H,N7 N

PPC-002-0099-1 NO,

1H NMR (400 MHz, DMSO-dg) 8 8.22 - 8.17 (m, 2H), 7.96 (d, J = 9.0 Hz,
1H), 7.91 (d, J = 3.2 Hz, 1H), 7.43 - 7.35 (m, 3H), 7.19 (d, J = 9.0 Hz,
1H), 7.12 (s, 2H), 5.76 (s, 2H).

MS (ESI): [M+H+] 335.08

oooooo

ooooooao
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gooaoao

NH, =
N =
N
M
H,N” N

PPC-002-0101

Oodooogad
OO0O000goano 10
O0O0Oaogad
F
e {@
N
N AN
kﬁ
HoN” N
PPC-002-0113-1
20

1H NMR (400 MHz, DMSO-dg) & 7.80 (d, J= 3.2 Hz, 1H), 7.74 (d, J = 8.8
Hz, 1H), 7.33 - 7.23 (m, 2H), 7.19 - 7.07 (m, 3H), 7.01 (d, J = 8.8 Hz, 1
H), 6.80 (s, 2H), 5.95 (q, J= 6.8 Hz, 1H), 5.81 (s, 2H), 1.90 (d, J = 6.8Hz, 3H).
MS (ESI): [M+H*] 322.32

Oooooo

oooo0ooo

00000

NHy, —
N N
L :
HoN" N

PPC-002-0114
gooooao
goooaooad
gooaad

N

\

N 40
NH2 —
N
N AN
@5
H,N" N

PPC-002-0115-1

1H NMR (400 MHz, DMSO-dg) 8 9.07 (dd, J= 4.0, 2.0 Hz, 1H), 8.43 (dd,
J=8.4,2.0 Hz, 1H), 7.92 (d, J = 8.0Hz, 1H), 7.80 (d, J = 8.8Hz, 1H), 7.
73 (d, J = 3.2 Hz, 1H), 7.65 (dd, J = 8.4, 4.4 Hz, 1H), 7.47 (t, J = 8.0Hz 50
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, 1H), 7.16 (d, J = 3.2Hz, 1H), 7.03 (dd, J = 8.4, 4.4Hz, 2H), 6.92 (s, 2
H), 6.15 (s, 2H), 5.95 (s, 2H).

MS (ESI1): [M+H*] 341.33

Do00o0O0D0

DooooOoo

0Doooo

N
NTX F

PPC-002-0116-1

1H NMR (400 MHz, DMSO-dg) & 7.78 (d, J= 8.8Hz, 1H), 7.37 (d, J = 3.2
Hz, 1H), 7.25 - 7.14 (m, 2H), 7.12 - 6.94 (m, 4H), 6.73 (s, 2H), 5.79 (s,
2H), 4.47 (t, J = 7.2 Hz, 2H), 3.08 (t, J= 7.2 Hz, 2H).

MS (ESI): [M+H*] 341.33

000000

ooooooo

Ooo0O0O

NH, =
N
N™ F
A
PPC-002-0117-1

1H NMR (300 MHz, Methanol-dg) & 7.78 (dd, J= 9.1, 0.9 Hz, 1H), 7.66 (

d,J = 3.3 Hz, 1H), 7.62 - 7.55 (m, 2H), 7.41 - 7.30 (m, 2H), 7.25 - 7.18
(m, 2H).

MS (ESI): [M+H*] 294.30

oooooao

ooooooao

ooooo

NH, =
N
N
O
H,N" N

o<

PPC-002-0123-1

1H NMR (400 MHz, DMSO-dg) & 7.74 (s, 1H), 7.65 (d, J = 3.2 Hz, 1H), 7
55 - 7.46 (m, 2H), 7.30 - 7.20 (m, 2H), 7.20 - 7.09 (m, 3H), 7.01 - 6.9
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4 (m, 2H), 6.83 (s, 2H), 5.71 (s, 2H), 5.54 (s, 2H), 3.80 (s, 3H).
MS (ESI1): [M+H*] 414.48

ooooogad
oo0ooooao
00000
NH, = Q
=)
N
P
H,N” N

PPC-002-0125-1

1H NMR (400 MHz, DMSO-dg) & 8.22 - 8.13 (m, 1H), 8.12 - 8.03 (m, 1H
), 7.72 (d, J = 9.2Hz, 1H), 7.66 - 7.57 (m, 2H), 7.48 (d, J = 3.2 Hz, 1H),
7.24 (d, J = 7.2 Hz, 1H), 7.11 (d, J = 3.2 Hz, 1H), 7.02 (d, J = 9.2Hz, 1
H), 6.70 (s, 2H), 6.68 (s, 1H), 5.97 (s, 2H), 5.70 (s, 2H), 2.62 (s, 3H).

MS (ESI1): [M+H*] 354.44

D0oOooo0ao

Do0O0Ooo0O00

Do0o0oaQ

N

PPC-002-0126-1

1H NMR (400 MHz, Methanol-ds) 8 8.70 (dd, J= 2.2, 0.8 Hz, 1H), 8.57 (
dd, J = 4.8, 1.6 Hz, 1H), 8.04 (dt, J = 8.0, 2.0Hz, 1H), 7.83 (d, J = 0.8

Hz, 1H), 7.66 (d, J = 3.2 Hz, 1H), 7.56 (m, 1H), 7.29 - 7.18 (m, 2H), 7.

13 (dd, J = 3.2, 0.8 Hz, 1H), 7.10 - 7.00 (m, 2H), 5.56 (s, 2H).

MS (ESI): [M+H*] 385.41

Oooo0oo

Ooooo0ooo

Ooooo0O

PPC-002-0127-1
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1H NMR (400 MHz, DMSO-dg) & 8.25 (m, 2H), 7.79 - 7.70 (m, 4H), 7.55
(d, J = 3.1 Hz, 1H), 7.17 (d, J = 3.1 Hz, 1H), 7.03 (d, J = 8.9 Hz, 1H), 6
.76 (s, 2H), 6.54 (d, J = 7.7 Hz, 1H), 6.04 (s, 2H), 5.76 (s, 2H).

MS (ESI): [M+H*] 418.31

Dooooao

Doooooo

Do0ooaQ

F
7\
NH, — N
N
N AN
fﬁ
H,N" N

PPC-002-0129-1

1H NMR (400 MHz, DMSO-dg) & 8.24 (d, J= 2.4 Hz, 1H), 7.99 (d, J = 8.9
Hz, 1H), 7.82 (t, J = 5.5 Hz, 2H), 7.47 (s, 2H), 7.25 (d, J = 3.2 Hz, 1H),
7.15 (dd, J = 8.9, 2.4 Hz, 2H), 6.58 (s, 2H), 5.59 (s, 2H).

MS (ESI): [M+H*] 309.36

Oooo0o0o

oooo0o0oo

gooaoaaod

Br
PPC-002-0130-1

1H NMR (400 MHz, DMSO-dg) 8 8.21 (s, 1H), 7.66 (d, J = 3.2 Hz, 1H), 7
.29 - 7.20 (m, 2H), 7.20 - 7.09 (m, 3H), 6.85 (s, 2H), 5.94 (s, 2H), 5.51
(s, 2H).

MS (ESI1): [M+H*] 386.21

oooooao

oooDoooao
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gooaoao

Br
PPC-002-0131-1

JP 2023-532128 A 2023.7.26

1H NMR (400 MHz, Chloroform-d+MeOD) & 7.82 (d, J= 1.2 Hz, 1H), 7.30

(d, J = 8.0 Hz, 2H), 7.25 -
MS (ESI): [M+H*] 393.25
oooo0oo

ooooooand
ooooad

e
NH, = ~ /" F
N N
N

A -
H,N~ N

PPC-002-0132-1

1H NMR (400 MHz, DMSO-dg) & 8.00 -

7.23 (m, 1H), 6.90 (d,
d,J = 3.2 Hz, 1H), 5.29 (s, 2H), 3.03 (s, 1H).

J= 8.0 Hz, 2H), 6.72 (

7.86 (m, 2H), 7.77 (d, J = 3.0 Hz,

1H), 7.65 (s, 1H), 7.29 (d, J = 3.0 Hz, 1H), 7.15 (d, J = 8.8 Hz, 1H), 7.0
9 (dd, J = 8.0, 2.4 Hz, 1H), 6.95 (dd, J = 8.0, 2.4 Hz, 1H), 6.76 (s, 2H),

5.63 (s, 2H).

MS (ESI): [M+H*] 309.33
Ooooo0oo

Ooooo0ooo

ooo0oQo

PPC-002-0133-1

1H NMR (400 MHz, Methanol-ds) & 7.59 (d, J= 4.4 Hz, 2H), 7.27 - 7.15

(m, 2H), 7.13 -
2H), 0.76 - 0.65 (m, 2H).
MS (ESI): [M+H*] 348.45

6.98 (m, 3H), 5.53 (s, 2H), 2.20 (m,1H), 1.15 -

1.03 (m,
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OPPC-002-0134-1

1H NMR (400 MHz, Chloroform-d+MeOD) 8 8.35 (d, J= 2.0 Hz, 1H), 7.45
(m 2H), 7.35 (dd, J = 8.4, 2.0 Hz, 1H), 7.28 (s, 1H), 7.03 (d, J

(31)

1H), 6.77 (d, J = 3.2 Hz, 1H), 5.42 (s, 2H).

MS (ESI): [M+H*] 359.30
Oooo0oo
Ooooo0ooo

O0oo0ooao
HO
B~oH
NH, —
N
N
P
H,N” N

PPC-002-0135-1

1H NMR (400 MHz, DMSO-dg) & 8.03 (m, 3H), 7.92 (d, J
7.71 (d, J = 7.6 Hz, 2H), 7.45 (s, 2H), 7.38 (d, J = 3.2 Hz,

J =8.8 Hz, 1H), 7.15 (d, J
MS (ESI): [M+H*] 334.17
Oooo0oo

ooooooo

ooo0oQ

PPC-002-0136-1

7.6 Hz, 2H), 5.59 (s, 2H).

JP 2023-532128 A 2023.7.26

1H), 7.21 (d,
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1H NMR (400 MHz, Methanol-d4) & 7.79 (d, J= 0.8 Hz, 1H), 7.69 (d, J =
3.2 Hz, 1H), 7.56 - 7.44 (m, 2H), 7.30 - 7.19 (m, 4H), 7.16 (dd, J = 3.2,
0.8 Hz, 1H), 7.10 - 7.01 (m, 2H), 5.55 (s, 2H).

MS (ESI): [M+H*] 402.40

oooooo

ooooooao

ooooao

N
2
NH, = pCN 10
N
N
Q&
HN~ N
PPC-002-0139-1

Hz, 1H), 8.18 (d, J = 2.0Hz, 1H), 7.94 (d, J = 9.0 Hz, 1H), 7.78 (d, J =

.2 Hz, 1H), 7.23 (d, J= 3.2 Hz, 1H), 7.11 (d, J = 9.0 Hz, 1H), 6.28 (s, 2

H), 5.64 (s, 2H). 20
MS (ESI): [M+H*] 316.31

Oooo0o0o

oooo0ooo

Doo0OoQ

1H NMR (400 MHz, DMSO-dg) 8 8.94 (d, J= 2.0 Hz, 1H), 8.76 (d, J = 2.0
3

Br 30

PPC-002-0140-1

3.2 Hz, 1H), 6.96 (dd, J = 3.2, 0.8Hz, 1H), 6.27 (d, J = 1.0Hz, 1H), 5.31
(d, J = 1.0 Hz, 1H), 5.14 (t, J = 1.6 Hz, 2H), 3.79 (s, 3H).

MS (ESI): [M+H*] 376.22

Dooooao

Do000oO0O00

00000

1H NMR (400 MHz, Methanol-ds) & 8.11 (d, J= 1.2 Hz, 1H), 7.45 (d, J =

40

PPC-002-0141-1

50
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1H NMR (400 MHz, Methanol-d4) & 7.60 (d, J= 3.2 Hz, 1H), 7.41 (t, J =
3.2 Hz, 1H), 7.19 - 7.14 (m, 2H), 7.04 (dd, J= 8.8, 3.2 Hz, 2H), 6.95 (t,
J = 3.2 Hz, 1H), 5.44 (d, J = 3.2 Hz, 2H), 2.52 (d, J = 3.2 Hz, 3H).

MS (ESI1): [M+H*] 322.34

Dooooao

Doooooo

Do0ooaQ

—Z

4

PPC-002-0143-1

1H NMR (400 MHz, DMSO-dg) & 8.16 (d, J= 5.2 Hz, 1H), 7.71 (d, J = 9.0
Hz, 1H), 7.66 (d, J = 3.2 Hz, 1H), 7.18 (d, J = 3.2 Hz, 1H), 7.05 (d, J =
9.0 Hz, 1H), 7.00 - 6.98 (m, 1H), 6.84 (d, J = 1.5 Hz, 1H), 6.79 (s, 2H),
5.80 (s, 2H), 5.64 (s, 2H).

MS (ESI): [M+H*] 309.36

000000

ooooooo

ooo0oQo

NH, =
ﬁN
NTX
I S
N

PPC-002-0144-1

N

0PPC-002-0144-1

1H NMR (400 MHz, DMSO-dg) & 7.91 - 7.79 (m, 3H), 7.63 (d, J = 3.2Hz,
1H), 7.11 (d, J = 3.2 Hz, 1H), 7.05 (d, J = 8.8 Hz, 1H), 6.74 (s, 2H), 5.7
7 (s, 2H), 5.51 (s, 2H).

MS (ESI): [M+H*] 321.38

000000

ooooooo

ooo0OoQO

74
NH, = \\
N N
P
H,NT N

PPC-002-0145-1

1H NMR (400 MHz, DMSO-dg) & 8.85 (d, J= 2.4 Hz, 1H), 8.01 (dd, J = 8.
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4, 2.4 Hz, 1H), 7.78 (d, J = 9.2Hz, 1H), 7.74 - 7.63 (m, 3H), 7.48 (t, J =
7.2 Hz, 2H), 7.41 (t, J= 7.2 Hz, 1H), 7.15 (d, J = 3.2 Hz, 1H), 7.05 (d, J
= 8.4 Hz, 2H), 6.82 (s, 2H), 5.83 (s, 2H), 5.65 (s, 2H).

MS (ESI1): [M+H*] 367.41

Oooooaoaono
oo0oooooao
Ooo0o0oaoao
74
NH, = \\
N N
N~
P
HoN N

PPC-002-0146-1

1H NMR (400 MHz, DMSO-dg) & 8.42 (d, J= 2.4 Hz, 1H), 7.77 (d, J = 8.8
Hz, 1H), 7.68 - 7.54 (m, 2H), 7.13 (d, J= 3.2 Hz, 1H), 7.04 (d, J = 8.8H
z, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.87 (s, 2H), 5.91 (s, 2H), 5.55 (s, 2H),
2.88 (m,1H), 1.17 (d, J = 6.8 Hz, 6H).

MS (ESI1): [M+H*] 333.40

gooobod
ooooooad
goodano
CF3
A
N
N
P
H,N” N

PPC-002-0147-1

1H NMR (400 MHz, DMSO-dg) & 7.92 - 7.82 (m, 2H), 7.62 (d, J = 3.2 Hz,
1H), 7.13 (d, J = 3.2 Hz, 1H), 7.07 (d, J = 9.2 Hz, 1H), 6.83 (s, 2H), 5.8
7 (s, 2H), 5.71 (s, 2H).

MS (ESI): [M+H*] 365.33
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Oooogano
7\
=N

NH, =
N

N

M

H,N” N

PPC-002-0148-1 10

1H NMR (400 MHz, DMSO-dg) & 8.63 (dt, J= 4.8, 1.6 Hz, 1H), 8.06 -
8 (m, 2H), 7.94 - 7.81 (m, 2H), 7.78 (d, J= 9.0 Hz, 1H), 7.69 (d, J =
Hz, 1H), 7.35 - 7.25 (m, 3H), 7.15 (d, J= 3.2 Hz, 1H), 7.05 (d, J = 9
z, 1H), 6.85 (s, 2H), 5.93 - 5.80 (m, 2H), 5.58 (s, 2H).

MS (ESI): [M+H*] 367.41

Ooooo0oo

Oooo0o0ooo

Oooo0O0O

NH, = \)\\«o\
N
N7 0
P
H,N” N

PPC-002-0149-1

7.9
3.2
.0 H
20

1H NMR (400 MHz, DMSO-dg) & 7.71 (d, J= 8.8Hz, 1H), 7.45 (d, J = 3.2

Hz, 1H), 7.14 - 6.99 (m, 2H), 6.66 (s, 2H), 6.15 (s, 1H), 5.67 (s, 2H), 5

.24 (s, 1H), 5.14 (s, 2H), 3.73 (s, 3H). 30
MS (ESI): [M+H*] 298.11

Oooooo

Oooo0o0oo0o

godooaod
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N
N~ X
ﬁ/&
H,N~ N

PPC-002-00150-1 40

1H NMR (400 MHz, DMSO-dg) & 8.47 - 8.25 (m, 1H), 7.91 - 7.55 (m, 2H
), 7.01 (m,5H), 6.59 (s, 1H), 6.04 (s, 2H), 5.52 (s, 2H), 3.73 (s, 3H).
MS (ESI): [M+H+] 321.20.
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gooaoao

PPC-002-0152-1

10
1H NMR (400 MHz, DMSO-dg) & 7.83 (s, 2H), 7.51 - 7.38 (m, 2H), 7.19 -
7.11 (m, 4H), 7.08 (s, 1H), 6.55 (s, 2H), 6.29 (t, J = 6.4 Hz, 1H), 4.29 (
d, J = 6.0 Hz, 2H).
MS (ESI): [M+H*] 284.30
oooooo
oooo0ooo
Doooo
O—
cl 20
NH, =
N
N~ X
P
Ho,N~ N

PPC-002-0153-1

1H NMR (400 MHz, DMSO-dg) & 7.70 (d, J= 9.2 Hz, 1H), 7.51 (d, J = 3.2

Hz, 1H), 7.11 (dd, J = 8.0, 2.8 Hz, 2H), 7.05 (d, J = 9.2 Hz, 1H), 6.84 (

dd, J = 8.4, 2.4 Hz, 1H), 6.76 (s, 2H), 6.73 (d, J = 8.4 Hz, 1H), 5.78 (s, 30
2H), 5.50 (s, 2H), 3.74 (s, 3H).

MS (ESI): [M+H*] 354.79

Ooooooao
O000o0oaoao
O00oao
/
O
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N \ 40
N~ X
M
H,NT N

PPC-002-0154-1

1H NMR (400 MHz, DMSO-dg) & 7.74 (dd, J= 9.0, 0.8 Hz, 1H), 7.62 (d, J
= 3.2 Hz, 1H), 7.13 - 7.08 (m, 1H), 7.04 (d, J = 9.0 Hz, 1H), 6.75 (s, 2H

), 6.38 (t, J = 2.4Hz, 1H), 6.34 (d, J = 2.4 Hz, 2H), 5.76 (s, 2H), 5.41 (s
, 2H), 3.67 (s, 6H).

MS (ESI): [M+H*] 350.34 50
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oooooao
ooooooand

oooaga
/
O
N7\
N
N™ X
P
HN N 10
PPC-002-0156-1
14 NMR (400 MHz, DMSO-dg) 6 7.79 (dd, J= 9.0, 0.8 Hz, 1H), 7.69 - 7.
50 (m, 2H), 7.128 - 7.09 (m, 1H), 7.05 (d, J= 8.8Hz, 1H), 6.78 (s, 2H), 6.
69 (dd, J = 8.8, 0.8 Hz, 1H), 6.51 (dd, J= 7.2, 0.8 Hz, 1H), 5.80 (s, 2H),
5.49 (s, 2H), 3.82 (s, 3H).
MS (ESI1): [M+H*] 321.37
oooooao
Ooo0ooooono 20
Ooo0ooaga
Cl
Cl
NH, =
N
N
/Q =
HoN™ N
PPC-002-0157-1 30
14 NMR (400 MHz, DMSO-dg) 6 7.67 (d, J= 9.0 Hz, 1H), 7.62 - 7.51 (m,
2H), 7.33 - 7.13 (m, 2H), 7.04 (d, J = 9.0 Hz, 1H), 6.76 (s, 2H), 6.39 (d
d, J =7.6, 1.2 Hz, 1H), 5.76 (s, 2H), 5.65 (s, 2H).
MS (ESI): [M+H*] 359.21
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1H NMR (400 MHz, DMSO-dg) & 7.78 (d, J= 8.8Hz, 1H), 7.62 (d, J = 3.0
Hz, 1H), 7.08 (d, J = 3.0Hz, 1H), 7.03 (d, J = 8.8 Hz, 1H), 6.88 - 6.79 (
m, 2H), 6.76 - 6.73 (m, 1H), 5.96 (s, 2H), 5.76 (s, 2H), 5.38 (s, 2H). 50
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MS (ESI): [M+H*] 334.36
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PPC-002-00161-1

1H NMR (400 MHz, DMSO-dg) & 7.71 (d, J= 8.8 Hz, 1H), 7.55 (d, J = 3.2
Hz, 1H), 7.43 (dd, J = 8.8, 2.4 Hz, 1H), 7.10 (d, J = 3.2 Hz, 1H), 7.07 -
7.0 (m, 2H), 6.79 (d, J= 2.4 Hz, 1H), 6.73 (s, 2H), 5.75 (s, 2H), 5.42 (
s, 2H), 3.87 (s, 3H).

MS (ESI): [M+H+] 398.24.
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1H NMR (400 MHz, DMSO-dg) & 7.83 (d, J= 9.2 Hz, 1H), 7.64 (d, J = 3.2
Hz, 1H), 7.09 (d, J = 3.2 Hz, 1H), 7.04 (d, J = 9.2 Hz, 1H), 6.74 (s, 2H),
6.61 (s, 2H), 5.76 (s, 2H), 5.38 (s, 2H), 3.68 (s, 6H), 3.59 (s, 3H).

MS (ESI): [M+H+] 398.24
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IPC-  CO7D 487/02; AG1P 35/00 (2021.01) ‘

CPC - 07D 487/02; A61P 35/00
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B.  FIELDS SEARCHED
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See Seanch History document
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Category* Cilation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2019/0201401 A1 (The Trustees of Princeton University) 04 July 2019 (04.07.2019) Figure |1
15; Figure 16
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“D" document cited by the applicant in the international application “X" document of particular rel ; the claimed invention cannot be
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“L™ document which may throw doubls on priority claim(s} or which “Y™ document of particular relevance; the claimed invention cannot
is cited to establish ae

ublication date of another citation or other be considered Lo involve an inventive step when the document is
'f combined with ane or more other such documeits, such combination

special reasen (as specified
being obvious lo a person skilled in the art

0" document refermingto anoral disclosure, use, exhibition orother means
“P*  document published prior to the interatienal filing date but later than  “&™  decument member of the same patent family
the priority date claimed

Date of the actual completion of the international search Date of mailing of the international scarch report
08 NOVEMEER 2021 DEC 15 2021

Name and mailing address of the [SA/US Authorized officer

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Kari Radriquez
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US 21/40171

Box No, II Observations where certain claims were found unsearchable (Continnation of item 2 of first sheet)

This international search report has not been established in respect of certain elaims under Article 17{2)(a) for the following reasons:

L[

1. [

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namefy:

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 meaningtul intermational search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a}.

Box No. IIT  Observations where unity of invention is lacking {Continuztion of item 3 of first sheet)

This International Searching Authority found mulliple inventions in this international application, as follows:
—Piease see attached sheet— .

4+

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search fepott is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

1

Remark on Protest I:I The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee,

[:I The additional search fees were accompanied by the applicant’s protest but the applicabls protest
fee was not paid within the time limit specified in the invitation,

D No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REFORT International application No.

PCT/US 21/40171

Attachrment to Box.No.lll:

This application cortains the following inventions ar groups of Inventions which are not sa linked as to form a single genaral invantive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid.

Greup I+ Claims 1-16 directed to a pharmaceutical compeslition comprising a compourd of Formula (1}, and/or salts thereof, wharain the
compound of Formula (1) is present in the pharmaceutical compoesition in an amount sufficient to exhibit anticancer properties.

Tha pharmaceutical composition will be searched to the extent that the composition encomp the first species of claim 1, wharein
R1, R3, R4 and R5 are each hydrogen; R2 is alkyl; A is aryl; X and Z are each C; Y is OH; and each nis D. Itis believed that claim 1
reads on this first namad invantion, and this claim will therefore be searched without fee, to the axtent that it encompasses the
compasition describad above. Applicant is invited to elect addilional composition(s), wherein each additional composition elacted will
require one additional invention fee. Applicants must specify the clalms that ancompass any additionally alacted composition. Applicants
must further indicate, if applicable, the claims which encompass the first named invention of Group |+, if different than what was
indicated above for this group. Failure to cleardy identify how any paid additional invention fees ars to be applied to the '+' group(s) will
result in only the first claimed invention of Group |+ to be searched. Addltonally, an exemplary slection wherein different actual
variables are selected is suggested. An exemplary ataction for Group |+ would be a pharmaceautical composition comprising the
compound specified in claim B, wherein R1, R3 and Rd are each hydrogen; X and Z are aach C; Y is NRt12R 13, where R12 and R13 are
each hydrogen; A is aryl and each n is 1 {i.e., claims 1-18).

Group II; Claims 17-20, directed lo a method of treating cancer compriging administering to a patient having cancerous tissue the
pharmaceutical composition comprising a compound of Formula § andfor Its salts,

The group of inventions listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the samea or corresponding special tachnical faatures for the following reasons:

Spacial Technical Features:

Group I+ includes the technicat feature of a unique pharmaceutical composition, which is not required by any other invention of Group
I+,

Group Il includes the technical feature of a method of treating cancer in a patlent, not required by Group |+.
Common technical features:

The inventions of Group 1+ share the technical feature of pharmaceutical composition comprising 2 compound of Formula | and/or salts
thareof.

Groups |+ and !l also share the technical feature of a pharmaceutical composition comprising a compound of Formula | andlor salts
tharacf.

This shared fechnical feature, however, does not provide a contribution over the prior art, as baing anticipated by US 2018/0201401 A1
to The Trustess of Princeton Unlversity (herainafter "Princaton”), which discloses a pharmacautical compesition camprising a compound
of formula | (para [D006]) wherein R1 is cycloalkyl; R3 is C1-alkyl; R4 is H; RS is H; R2 Is alkyl; A |s a hetorparyl; X and Zaro each C; Y
is NR13R14, wherein each of R13 and R14 is H; n as it relates to N{(R4)}-{CH2)n-R1 is 0 and n as it ralates to -N-{CH2)n-A-R2 is 1
{Figure 15, Second row, Second Compound} and wherein the compound of farmula | is present in the pharmaceutical composition in an
amount sufficient to exhibit anticancer properties {para [0006];[0010]).

Ag gaid composition wag known In the an 2t the tima of the invention, this cannot be considered a spacial tachnical feature, that would
otherwise unify the invantions of Groups I+-I1.

The invantions of Group I+-li, thus lack unity under PCT Rule 13.
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