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H), 1.44 (t, J = 7.2 Hz, 3H).
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m, 1H), 2.0-1.97 (m, 2H),1.89-1.85 (m, 2H), 1.75-1.65 (m, 10H), 1.22 (t, J =

.2, 3H).
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4.19 (s, 1H), 3.91 (d, J = 11 Hz, 2H), 3.43 - 3.36 (m, 2H),2.84 (s, 3H), 2.27 (
d, J = 6.6 Hz, 2H), 2.18 (s, 4H), 1.95-1.60 (m, 14H), 0.97 (m,1H), 0.46 (d, J =
6.7 Hz, 2H), 0.14 (d, J = 4 Hz, 2H).

D000O000 0OP000O00O00O0O00O00O0O00O00O0O00O00O000O00O0O0O
000000000000 00O00O00000O00DOO00O0O0Oo0Noo0oooooooan
000000000000 00O00D000000000000000000000000
oooooooo

ooooa
of , >
iV d b HN { N
HN g N B Na
N = Ha (atm), PdiC, HN. _N. _N
3 Q 5-a : MeOH, | Y ™~

N_Y -
| N Pd(cppfiCls, NazCOs3,
JAFH, HO,

0000000000000 000D00D0DO0DO0O0O0O0D0O0D0O0D0O0D0O0ODODOnDn
0000000000000 000D00DO0DO0DO0O0DD0DO0DO0ODO0OD0DOo0DOoOoOoOoDOoOD
0000000000000 000D00DO0DO0DO0D0O0O0D0O0DO0D0O0OD0DODODOnD
0ooooooooo

oooooao

0000000000000 000D00DO0DO0DO0O0D0O0D0DO0DO0D0O0D0DOoOooOoDOoDn
0000000000000 00000D00D00D000000000000O0oOooGoOn
00000000000 pgO00OpgO0D0O0D0000ODO0ODO0ODO0O0DO0O0DDO0ODO0DOoODOnO
0000000000000 000D00D0D0O0O0O0g0O0O0D0O0D0O0D0O0OD0OODODO
0000000000000 000D00DO0DO0DO0O0DD0O0DO0ODOoODO0OD0DOoooOoDOoOD
0000000000000 000D00D0DO0DO00D0O0D0O0DO0D0O0OxO00O0DO0D0
0000000000000 000000000000000000000000000
0000000000000 000D00DO0ODO0DO0D0D0O0D0O0DO0D0O0OO0DOoOoOoODOnDn
0ooooo0oooooo

0000000000000 000D00DO0DO0D0DO0D0DD0O0DO0DO0OD0DO00DOoOoDOoODOoD
0000000000000 00000D00D00D0000000000D00O0OoOoDoOnDn
000000000000 0000D0D0ODO0DO0DO0O0DD0O0DO0ODOoODOoOoDOooDOoDOoD
oooooooao

oooooo

0000000000000 00000000000000000000000000nO0
0000000000000 000D00D0ODO0DO0D0D0O0D0O0DO0D0DO00DOoOoODOoOnD
0000000000000 00000D00D00D000000000000O0oOooGoOn
0000000000000 000D00DO0DO0DO0O0D0O0DO0DO0OD0DO0O0DOoOoDOoDOoOD
0000000000000 000D00D0DO0DO0O0O0O0D0O0D0O0D0O0D0O0ODODOnDn
0000000000000 0D0OD0ODO0O0OD0O0D0DO0DO0DOoODOoODOoODoOooooO O
gooofooooooOooooooon0 oDoooobfYooooooO0O0O01H NMR: 4

00 MHz DMSO-dgd 11.86 (s, 1H), 9.28 (s, 1H), 6.30(br s, 1H), 6.25 (br s, 1H
), 5.77(br s, 1H), 4.04 (br s, 2H), 3.98 (t, J = 7.6, 1H), 3.86 - 3.75 (m, 2H), 3
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.69 (t,J = 7.6 Hz, 1H), 3.21 - 3.10 (m, 3 H), 2.86 (s, 3H), 2.18 (s, 3H), 2.15 -
2.05(m, 3H), 2.05-1.95 (m, 2H), 1.95 - 1.83 (m, 2H), 1.78 - 1.65 (m, 5H), 1.2
2 (t,J = 6.8 Hz, 3H).
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.85 (s, 1H), 9.28 (s, 1H), 6.26 (br s, 1H), 6.14 (br s, 1H), 5.74(br s, 1H), 4.3
(d, J = 13.6 Hz, 2H), 3.98 (t, J = 8 Hz, 1H), 3.84 - 3.77 (m,2H), 3.68 (t, J =
7.6 Hz, 1H), 3.63 (s, 3H), 3.20 - 3.10 (m, 1 H), 2.84 (s,3H), 2.33 (s, 3H), 2.1
8-2.09 (m, 3H), 1.87 - 1.64 (m, 9H).
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(s, 1H), 4.18 (s, 1H), 3.98 (t, J = 8 Hz, 1H), 3.86 - 3.75 (m,2H), 3.69 (t, J =
.6 Hz, 1H), 3.21-3.13 (m, 1H), 2.83 (s, 3H), 2.27 (d, J =6.8, 2H), 2.18 (s, 3H
2.15 -2.09 (m, 3H), 1.93 - 1.85 (m, 1H), 1.81 - 1.63(m, 8H).
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H), 4.31 (d, J =

11.2 Hz, 2H), 3.88 (q, J =

7.2 Hz, 14.4 Hz,1H), 3.79 (g, J = 6.

8 Hz, 14.4 Hz, 1H), 3.63 (s, 3H), 2.82 (s, 3H), 2.20-2.05(m, 2H), 2.18 (s, 3H),
1.95-1.76 (m, 4H), 1.76 - 1.66 (m, 8H).
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11.86 (s, 1H), 9.30 (s, 1H), 6.30 (br s, 2H), 5.76 (br s, 1H), 4.76(s, 1H), 4.53
(t, J = 6.4 Hz, 1H), 4.18 (s, 1H), 3.89 (q, J = 7.2 Hz, 14 Hz,1H), 3.45 (q, J = 6
.8 Hz, 13.6 Hz, 1H), 2.81 (s, 3H), 2.27 (d, J = 6.8 Hz, 2H),2.18 (s, 3H), 2.26 -
2.05 (m, 2H), 1.95 -1.6 (m, 12 H), 0.98 (m, 1H), 0.467 (d,J = 7.6 Hz, 2H), 0.1

4 (d, J = 3.6 Hz, 2H).
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11.86 (s, 1H), 9.30 (s, 1H), 6.29 (br s, 2H), 5.73 (s, 1H), 4.52 (m,1H), 4.31 (s
, 2H), 4.19 - 4.14 (m, 2H), 3.88 (q, J = 7.2 Hz, 14.4 Hz, 1H), 3.79(q, J = 7.2

Hz, 14.4 z, 1H), 3.53 (t, J = 4.6 Hz, 2H), 3.28 (s, 3H), 2.82 (s,3H), 2.23 - 2.05
(m, 2H), 2.17 (s, 3H), 1.90- 1.80 (m, 6H), 1.80 - 1.67 (m,6H).
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.86 (s, 1H), 9.30 (s, 1H), 6.30 (br s, 2H), 5.73 (s, 1H), 4.81 -4.78 (m, 1H), 4
.55 - 4.52 (m, 1H), 4.33 (d, J = 10.8 Hz, 2H), 3.86 (q, J = 7.2Hz, 13.6 Hz, 1H),

3.80 -3.77 (m, 3H), 3.48 (t, J = 10 Hz, 2H), 2.82 (s, 3H),2.21 - 2.0 (m, 2H), 2
.18 (s, 3H), 1.90 - 1.50 (m, 16H).
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11.85 (s, 1H), 9.28 (s, 1H), 7.74 (s, 1H), 6.30 (s, 1H), 6.24(s,1H), 5.60 (s, 1H
), 4.53 (t,J =6.8 Hz, 1H), 3.89 (q, J = 7.2 Hz, 14.4 Hz,1H), 3.79 (g, J = 6.8 H
z, 14 Hz, 1H), 3.21 (s, 2H), 3.17 - 3.12 (m, 2H), 2.93(s, 3H), 2.88 (br s, 2H),
2.17 (s, 3H), 2.18 - 1.84 (m, 9H), 1.55 (br s, 1H),1.44 (br s, 2H), 1.36 (br s,
2H), 1.03 (t, J = 7.2 Hz, 3H).
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11.84 (s, 1H), 9.27 (s, 1H), 6.32 (br s, 1H), 6.18 (br s, 1H), 5.60(br s, 1H), 4.
53 (t, J = 6.2 Hz, 1H), 3.89 (q, J = 7.2 Hz, 14 Hz, 1H) , 3.79(q, J = 6.8 Hz, 14
Hz, 1H), 3.58 (t, J = 6.4 Hz, 2H), 3.41 (s, 2H), 3.32 - 3.26(m, 2H), 2.99 (br s,
2H), 2.90 (s, 3H), 2.21 - 2.15 (m, 1H), 2.17 (s, 3H), 2.10- 1.84 (m, 10H), 1.84
- 1.74 (m, 2H), 1.70 -1.60 (m, 1H), 1.58 -1.48 (m, 2H),1.48- 1.36 (m, 2H).
00000000 00000000000 00O00D0000000000000000
000000000000 00O00O000O00O00O0O00O00000oO0oooooooan
000000000000 00O00D000000000000000000000000
000000000000 O0O0O0OoOn

Ooo0oago
N N N N
i Yo
¢l NN HO ¢l.__N. _N N
R ~ 17-b NH2 A
i O S .
7 HATU,DIPEA, DMF =N Pd,dba;, Xphos, #

O"'O 0"-0 Cs,C0,, DME

[k IS 172 O 17-¢

HN— N
Ny
Conc. HCI
—_— N, N
~
&
- N
N
Ex.17 d

ubobooobooboooboooooobooboobooooooboooboobooooboaa



Oooooooooo0o0 oo oDooooo0D oo oDooooo0 oo oDoDooogogogoooao

O

OoOo0oo0ooooooo0Qo0ooooDoDooosog oo oDoooo0o o0 o0ooDoDoDooo4gogogoooao

O

D000 Do0D 000 oooooDoolooooo0Do000 0000000000 dOdogao

OooUoooooooooDoooifooooooo
O oo o0Opopooooooooooo ooooooo

0

oo ooooooOoooood

O

Ooooooooooooo
OoooDoooogoogoooao

OoDooDoooogogg

O

D ooibbooooocooooogogd

O

(]

O
O

g
g
O
g
O
g

O
O

g
a
O
a
O
a

O

O
(]

O Ooooo

O OooOooo
O 0Ooo0goooo
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao
O 0Ooo0goooo
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao
O 0Ooo0goooo
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao
O 0Ooo0goooo
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao

O

O

(68)

O
O
O
(]
O
O
O
(]
O
O
O
(]
O
O
O
(]

O
O
O
(]

X Ooogood
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao
O 0Ooo0goooo
O 0Ooo0goooo
O oOooQgooao
O Ooogogoao
O 0Ooo0goooo

JP 7482152 B2 2024.5.13

gbooobooooa
ooooao

goood
good
ooogad
good
oogagx
gooo

gpOOpO0OoOoOoOoOoOODODOOCOCOOO0OOoOoOooooobooboDbODOOoObOn
gboooboooboboobobobobobobobooboobooobao
gboooboobobobobooboobobooboobooboooboaa
D000 ocoooof0oO0oo0o0oo0O00000000O0O0O000000 O

g
g

g
u

DooooobfopoooooooooDn oooPlpooooofoooOooOao

gobooooooboboooboboooboooboboooboobooobooobooooboo
ooooooooooOoooooooooooboobobooobooooooooao
gooooooobooboooboobooboboobooboobooobooboo
uyboooooooobooobooobooobod

gooooooooboooboocooooooooobobobooobooooooooao
ooooooooooboboooooooooooobboobooooooooao
ooooooooooobOoobocoooooooooboboDbOOobobobooooo

gpO0ooodpgOoOOoOOoboobooboooobooboobobooboooobooonn

OO0 ooooooogd
OoooooooOod
OoooooooQgdg
OoooooogoQgdg

O
0
0
0

0

O

O

O

0

g
u
0
t
0
g
0
g
u

ooooooooooobooboon
gooooboobogobooon
x oo obooooooooobod
oooooooooobobooobooo
uooooboobooboood
ooooofooooooooo
goooobooobooboooan
ooooooooooobooboon
gooooboobooboooban
ugobooobod

O
g
u
O
g

O
O
O

O
O
O

O Ooooo

O
g
u
O
a

0oooOooOooon
OoooDOooOoDOoDo
ooooOoDoOoDOoD
ooooOooooon
gooooolPooo

gbooobooooao
oooooooooao
gboooboooboa

gooooooooboooocoo0ooooooobobbobobobooogooao

ugboooboobooooboooboboooboobooboooobooooboaoan

0000000000000 00000000000000000000
0000000000000 00000000000000000000A0
000000000 000O0o0f00000000000000 000
UopooooooodlH NMR: 400 MHz DMSO-dgd 11.80 (s, 1H), 9.08 (s, 1
H), 6.16 (br s, 1H), 5.72-5.61 (m, 2H),5.44 (s, 1H), 4.76 (s, 1H), 4.20 (s, 1H),
3.89-3.73 (m, 4H), 2.83 (s, 3H), 2.39- 2.31 (m, 2H), 2.17 - 2.12 (m, 2H), 2.14
(s, 3H), 2.12 - 1.69 (m, 10H), 1.02(t, J = 7.2 Hz, 3H).
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Upoooooo0O0O0lH NMR: 400 MHz DMSO-dgd 11.81 (s, 1H), 9.10 (s, 1
H), 6.11 (br s, 1H), 5.84 - 5.52 (m, 2H), 5.43(s, 1H), 4.04 (s, 2H), 3.89-3.73
(m, 4H), 3.13 (q, J = 7.2 Hz, 14.4 Hz, 2H),2.85 (s, 3H), 2.17 - 2.12 (m, 1H), 2
(s, 3H), 2.12-1.80 (m, 6H), 1.80 -1.60(m, 5H), 1.22 (t, J = 7.2 Hz, 3H).
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Int-T

EHB

8

LCMS
mz
[M+H]

i
5

‘e

LCMS m/z [M+H]* / Hnmr

412.30,
41429

19

[M+H]" = 525.46 (calc. 525.33);
TTINMR 400 MHz DMSO-d;

5: 11.81 (brs, LH), 9.10 (s, 1H).
6.13 (brs, 1H), 6.0 —5.73 (m,
2H), 5.42 (s, 1H), 3.93-3.83 (m,
1H). 3.83-3.76 (m, 1H), 3.74-3 68
(m, 2H), 3.57 (t, q = 6.4 Hz, 2H),
3.41 (s, 2H), 3.30-3.26 (m, 2H),
2.99 (s, 2H), 2.91 (s, 3H), 2.21 -
2.12 (m, 1H), 2.16 (s, 3H), 2.12 —
1.92 (m, 6H), 1.90-1.83 (m, 2H),
1.80 - 1.73 (m, 2H), 1.72-1.60
(m, 1H), 1.52 d, T = $Hz, 2H),
1.46-1.37 (m, 2H),

Cl\)LN ~

o

Cla N N
[T
=N

Cl

386.27,
388.20

20

[M+H]" = 499.47 47 (calc.
199.31);

IHNMR 400 MHz DMSO-ds

5: 11.79 (s, 1H), 9.08 (s, 1H),
7.75(t, T = 5.8 Hz, 1H), 6.12 (brs,
1H), 5.90-5.57 (m, 2H), 5.43 (s,
1H). 3.90-3.70 (m, 4H), 3.21 (s,
2H), 3.19-3.10 (m, 2H), 2.93 (s,
3H), 2.89 (s, 2H), 2.17 (s, 3H),
2.20-1.95 (m, 7H), 1.66 (brs, LH),
1.55(d, J=6.8 Hz, 2H), 1.45 (d, J
=10.4 Hz, 2H), 1.03 (1, =72
Hz, 3H).

429.14,
431.17

21

[M+H]* = 542.56 (calc. 542.31);
IHNMR 400 MHz DMSO-d;

5: 11.79 (s, LH), 9.08 (s, 1H),
6.15 (brs, 1H), 5.71-5.68 (m, 2H),
5.36 (s, 1H), 4.81-4.77 (m, 1H),
4.32 (brs, 2H), 3.89 — 3.73 (m,
6H), 3.48 (1, ] = 9.2 Hz, 211), 2.83
(s, 3H), 2.19 (s, 3H), 2.20-1.90
(m, 3H), 1.90-1.80 (brs, 4H),
1.80-1.60 (m, 7H), 1.60-1.49 (m,
2H).

m)j\o’\/ox

e

o}

‘;Lﬁ
8

cl

403.24,
405.22

22

[M+H]" = 516.54 (calc. 516.29);
INMR 400 MHz DMSQ-ds

5: 11.80 (s, LH), 9.09 (s, 1H),
6.14 (brs, 1H), 5.90-5.67 (m, 2H),
543 (s, 1H), 4.32 (s, 2H), 4.16 (q,
J=44Hz, 92 Hz, 2H), 3.89-3.73
(m, 4H), 3.53 (1, T = 4.8 Hz, 2H),
3.28 (s, 3H), 2.83 (s, 3H), 2.21 —
2.05 (m, 2H), 2.17 (s, 3H), 2.00
(brs, 1H), 1.90-1.60 (m, $H).
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= 2.
RX Int-IT EHEH
Be LCMS (3 | s LCMS m/z [M+H]" /
mz =5 Hnmr
[M+H]*
0 9 9 v [M+H]" = 472 34 (calc.
oo = 4, °© 47227,
41328 |23 HN,N\ 'HNMR 400 MHz
Cle Ny N, Y DMSO-d; &: 11.80 (s,
\ﬂlj HN NYN\ 1H), 9.09 (s, 1H). 6.14
o, \EI; (brs, 1H), 5.90-5.65 (m,

N
) 2H), 5.43 (s, 1H), 4.31
I (d, =132 Hz, H),

© 3.90 —3.73 (m, 4H),
3.63 (s, 3H). 2.83 (s,
3H), 2.20-2.10 (m, 2H),
2.17 (s, 3H), 2.05-1.92
(1, 2H), 1.90-1.60 (m,
10H).
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oooooan

0 QA 9 [M+H]* = 486.42 (calc,
Q
c.)Lof\ N>_ 42518, | 24 N}' 486.28);

427.16 HI 'HNMR 400 MHz
X DMSO-ds8: 11.80 (s,

[of] N, M.
%;N h HN NN 1H), 9.10 (s. 1H). 6.13
19" (brs, 1H), 5.90-5.65 (m,
2H), 5.43 (s, 1H), 4.32
i (s, 2H), 4.07 (q, J = 7.2
o Hz, 14 Hz, 2H), 3.90-
3.85 (m, 1H), 3.85-
3.3.78 (m, 1H), 3,78 —
3,70 (m, 2H), 2.83 (s. 10
3H), 2.19 - 2.05 (m,
2H), 2.17 (s, 3H), 2.05-
1.91 (m, 1H), 1.90-1.80
(1, 2H), 1.80-1.60 (m,
7H), 1.20 (1, J = 7.2 Hz,
3H).

o o ~d o o | [M+H]" =500 46 (calc.
oS~ @—f 43931, |25 500.30;

441.29 Hn\j N "HNMR 400 MHz

Clo Ny N DMSO-ds&: 11.81 (s,
\EF” Hi N R 1H), 9.11 (s, IH), 6,14
\"/YI (s, LH), 5.90-5.69 (m,
I M), 5.43 (s. 1H), 4.76
) (s, LH), 4.24 (s, LH), 20
d 3.90-3.70 (m, 4H), 3.58
(t.] = 6.4 Hz, 2H), 3.24
(s, 3H), 2.82 (5, 3H).
2.70-2.54 (m, 2H), 2.22-
2.07 (m, 2H), 2.17 (s,
3H), 2.05-1.88 (m, 2H),
1.84 — 1,60 (m, 8H).

0 o o [M+H]" = 496.38 (calc.
HOJK/A 43519, | 26 496.30);

N 437.19 N 'HNMR 400 MHz
ﬁj DMSO-ds 3: 1181 (s,

Mg N, 1H), 9.1 (s, 1h), 6.13
\(f\r'«, S (brs, 1H), 5.90-5.68 (m,
b N 2H), 5.43 (s, LH), 4.77 2
o (s, LH), 4.19 (s, LH),
© Q 187(q,J=48Hz, 104
He, 1H), 3.81 (g, ] =38
Hz, 15.6 Hz, IH), 3.77-
3.70 (m, 2H), 2.82 (s,
3H),2.27 (d, ] = 6.4 Hz,
2H), 2.20-2.05 (m, 2H),
2.17 (s, 3H), 2.04 — 1 80
(n, 2H), 1.80-1.60 (m,
8H), 105 —0.90 (m,
1H), 0.467 (dd, J=16
Hz, 8Hz, 2H), 0.132
(dd, J=4 Hz, B8 Hz,
2H).

40
oooooog
oooooooooboDb ocooooooooobOOOoOOoOOOoOoooooooooboDbooon
ooooooooao

50



(75)

goooao

N/ Boc,

N
NS

SN _N._ cl.__N__N
N

i DIFEA, DCM, 2

0, FEi o)

D HATU, DIPEA, DMF

nz © ESaY Intly ©
NaHCO;,, THFHO

17-b  NHz

Pd,dbag, Xphos,
Cs,C0;, DME

N, N

Canc HC HN\L;r ~
<

N
)
Ex.27~ 32 \O
g

JP 7482152 B2 2024.5.13

goood
0Dooo0ooo
dodooooboobotooodooooobobobbtoodooo o oo bObbUooooooboao
00000000000 00000000000000D0O00000000000000
dodoooobooboboodoooooboboboboooooo oo bOboDbboooOoOoUoonOg
00000000 pgO000000O000O000O000O000O0000000000000
goooooooao
00ooo0ooao
0o0o0oo0o0ao
000000000000 00000000000000O00000000000000
doooooooboobtooooooon
gooood
= 3.
RX Int-IV E {5
B LCMS | ZHEfl | &5 LCMS p/z [M+H]* /
miz =8 Hnmr
[M+H]*
) Q7 Y [M+H]" = 47234
oo ° a2, c (calc. 472.27);
41323 |27 | HNA N 'HNMR 400 MHz
Gl Ny N, 3 DMSO-ds3: 11.80 (s,
g N 1H), 9.09 (s, 1H), 6.16
\El,N (brs, 1H), 5.90-5.60 (m,
W ) 2H), 5.43 (s, LH), 4.31
A id, J=13.6 Hz, 2H),
0 3.90-3.70 (m, 4H), 3.63
(s, 3H), 2.83 (s, 3H),
2.20-2.05 (m, 2H), 2.17
(s, 3H), 2.05-1.91 (m,
1H), 1.90 — 1.60 (m,
9H).
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HOJ\/

409.25,
41126

28

[M+H]* = 470.35
(calc. 470.29);

'"HNMR 400 MHz
DMSO-ds8: 11.80 (s,
1H), 9.09 (s, IH), 6.15
{(brs, 1H), 5.90-5.60 (m,
2H), 5.44 (s, 1H), 4.76
(s, LH), 4.20 (s, 1H),
3.90-3.70 (m, 4H), 2.33
(s, 3H), 234 (dd, J=72
Hz, 14 Hz, 2H), 2.21 -
2.05 (m, 2H), 2.17 (s.
3H), 2.05-1,80 (m, 2H),
1.80 — 1.60 (m, 8H),
1.00 (t, J= 7.6 Hz, 3H).

Hok/\o/

439.21
441.18

3

29

[M+H]* = 500.51 (calk.
500.30);

"HNMR 400 Mz
DMSOQ-ds8: 11.80 (s,
1H), 9.09 (s, 1H), 6.13
(brs, 1H), 5.90-5.63 (m,
2H), 544 (s, 1H), 4.76
(s, 1H), 4.24 (s, 1H),
3.90 — 3.60 (m, 4H),
358(t, ]=6.8Hz, 2H),
3.25(s, 3H), 2.82 (s,
3H), 2.70-2.40 (m, 2H),
221 - 2,05 (m, 2H),
217 (s, 3H), 2.05 - 1.85
(m, 2H), 1.85 - 1.60 (m,
8H).

43528
437.26

3

30

[M+H]" = 496.38 (calc.
496 30);

'THNMR 400 MHz
DMSO-dgd: 11.80 (5,
1H), 9.09 (s, 1H), 6.13
{brs, 1H), 5.90-5.69 (m,
2H), 5.43 (s, 1H), 4.77
(s, 1H), 4.19 (s, LH),
3.90 — 3.70 (m, 4H),
2.82 (s, 30),2.27 (d, T =
6.4Hz, 2H), 2.21-2.05
(m, 2H), 2.17 (s, 3H),
2.05-1.98 (m, LH), 1.98-
1.80 (m, 21T, 1.80-1.60
(m, 8H), 1.05-0.90 (m,
1H), 0.47 (dd, J=1.2
Hz, 6.8 Hz, 2H), 0.142
(d,J=4Hz 2H).
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=

[M+H]* = 525,52 (¢alc.
525.33);

THNMR 400 MHz
DMSO-ds5: 11.80 (s,
1H), 9.09 (s. 1H), 6.13
(brs, 1H), 53.90 -5.70
(m, 2H), 542 (s, 1H),
3.90-3.70 (m, 4H), 3.57
(t, J=6.4Hz, 2H), 3.41
(s, 2H), 3.29-326 (m,
2H), 2.99 (s, ZH), 2.91
(s, 3H), 2.16 (s, 3H),
2.20-2.10 (m, 1H), 2.10-
1.80 (m, 8H), 1.80 -
1.70 (m, 2H), 1.70-1.60
(m, 1H), 1.52 (d.J=8
Hz, 2H), 1.44 (brs, ZH).

o]
CI\/LLN/\
H

[MHH]™ = 499 47 {calc.
49931);

THNMR 400 MHz
DMS0-ds5: 11.79 (s,
1H), 9.06 (s, 1H), 7.74
(s, LH), 6.14 (brs, 1H),
5.90-5.70 (m, 2H), 5.43
(s, 1H), 3.90-3.71 (m,
4H), 3.21 (5, 2H), 3.19 -
3.10 (m, 2H), 2.93 (s.
3H), 2.89 (s, 2H), 2.17
(s, 3H), 2.20-2.10 (m,
1H), 2.10-1.90 (m, 6H),
167 (s, IH), 1.55(d, T =
6.4 Hz, 2H), 1.46 (brs,
2H), 1.04 (1, J= 6.8 Hz,
3H).
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1H NMR: 400 MHz DMSO-dgd 11.81 (s, 1H), 9.10 (s, 1H), 6.14
.69 (m, 2H), 5.43(s, 1H), 4.04 (s, 2H), 3.88-3.70 (m, 4H), 3.13

(q,J:7.2 Hz, 14.4 Hz, 2H), 2.85(s, 3H), 2.21 - 2.10 (m, 1H), 2.17 (s, 3H), 2.
05-1.80 (m, 6H), 1.80-1.60 (m,5H), 1.22 (t, J = 7.2 Hz, 3H).
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0O00YH NMR: 400 MHz DMSO-dgd 11.83 (s, 1H), 9.17 (s, 1H), 6.15 (s, br s),

5.78-5.55 (br s, 1H),5.51 (s, 1H), 4.81 (t, J = 7.2 Hz, 2H), 4.54 (t, J = 5.6 Hz,
2H), 4.03 (s, 2H),3.13 (q, J = 7.2 Hz, 14.4 Hz, 2H), 2.81 (s, 3H), 2.17 (s, 3H),
2.17-2.05 (m,1H), 2.05 - 1.80 (m, 4H), 1.80-1.63 (m, 5H), 1.09 (t, J = 7.2 Hz, 3H).
00000000000 00000000000 0000000000000000000
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oA

383,15,
385.10

35

[M+H]* = 482.36 (calc.
482.29);

"HNMR 400 MHz
DMSO-d;3: 11.83 (s,
1H), 9.18 (s, 1H), 6.16
(brs, 1H}, 5.64 (brs, 1H),
5.51 (s, 1H), 4.81(t, 1=
6.8 Hz, 2H), 4.76 (s,
1H), 454 (1, 7=6.4 Hz,
2H), 4.18 (s, 1H), 2.78
(5.3H),2.27(d,T=6.4
Hz, 2H), 2.20-2.05 (m,
1H), 2.17 (s, 3H), 1.95-
1.60 ¢m, 9H), 1.05-0.92
(m, 1H), 047 (d, =068
Hz, 2H),0.14 (d, ] = 3.6
Hz, 2H).

359.17,
361.10

Jo

[M+H]*= 45828 (calc.
458.25),

'"HNMR 400 MH=z
DMSO-ds6: 11.82 (s,
1H), 9.16 (s, 1H), 6.114
(s, 1H), 5.90-5.61(m,
2H), 5.51 (s, 1H), 4.81
(t,J=6.8 Hz, 2H), 4.54
(t,J=6.4Hz 2H), 431
(d, J=12.8 Hz, 2H),
3.63 (s, 3H), 2.79 (s.
3H), 2.20-2.05 {m, 1H),
2.17 (s, 3H), 1.90-1.60
(m, 9H).

A
o/}r“v
0

cl | NYN\
=N

cl

386.25,
388.23

37

[M+H]* = 48551 (calc.
485.30);

THNMR 400 MHz
DMS0-d;5: 1183 (5,
1H), 9.16 (s, 1H), 7.74
(t, =358 Hz, 1H), 6.16
(brs, 1H), 5.90-5.60 (brs,
1H), 5.51 (s, 1H), 4.81
(t, 1= 6.8 Hz, 2H), 4.54
(t, J= 5.6 Hz, 2H), 3.20
(s, 2H), 3.17 - 3.13 (m,
2Hj, 2.88 (s, 5H), 2.17
(s, 3H), 2.07 - 1.92 (m,
5H), 1.80-1.60 (m, 1H),
1.55 (d, = 7.6 Hz, 2H),
1.42 (d, T= 6.4 Hz, 2H),
1.03 (1, T =7.2 Hz, 3H).

c:|/\|r”©

41228,
414.28

38

[M+H]" = 511.50 (calc.
511.31);

THNMR 400 MHz
DMSO-ds&: 11.81 (5,
1H}, 9.15 (s, 1H), 6,17
(brs, LH), 5.75 (brs, 1H),
5.50 (s, 2H), 4.81 (t, J =
6.8 Hz, 2H), 4.54 (t, 1 =
6.2,2H),3.57 (L, T =638

goodoaonl

JP 7482152 B2 2024.5.13
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30

40

Hz, 2H), 3.41 (s, 2H),
3.29 - 3.26 (m, 2H), 2.99

(s, 2H), 2.87 (s, 3H),
2.16 (s, 3H), 2.05-1.90
(m, 5H), 1.89-1.83 (m,
2H), 1.79-1.60 (3H),
1.52(d, ] = 9.2 Hz, 2H),
1.40 (d, ] = 7.2 Hz, 2H).
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0lH NMR: 400 MHz DMSO-dgd 11.81 (s, 1H), 9.11
(s, 1H), 6.12 (br s, 1H), 5.90-5.40 (m, 2H), 4.67(dd, J = 6.4 Hz, 7.6 Hz, 2H),

5.6 Hz, 2H), 4.04 (s,2H), 3.13 (q, J = 7.2 Hz, 14.4 H
z, 2H), 2.86 (s, 3H), 2.17 (s, 3H), 2.20 - 2.05(m, 1H), 2.05-1.95 (m, 2H), 1.95
-1.80 (m, 2H), 1.80-1.65 (m, 5H), 1.22 (t, J =7.2 Hz, 2H).
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gooofYoooooooOolH NMR: 400 MHz DMSO-dgd 11.80 (s, 1H), 9.09 (s,
1H), 6.15 (br s, 1H), 5.90-5.56 (m, 2H),4.77 (s, 1H), 4.67 (t, J = 6.4 Hz, 2H),
4.45 (s, 2H), 4.26 (t, J = 5.6 Hz, 2H),4.19 (s, 1H), 2.83 (s, 3H), 2.24 (d, J = 1
6 Hz, 2H), 2.17 (s, 3H), 2.20 - 2.05(m, 1H), 1.92-1.60 (m, 10 H), 1.05 - 0.92(
m, 1H), 0.47 (d, J = 6.8 Hz, 2H),0.14 (d, J = 4 Hz, 2H).
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H), 6.34 (s, 1H), 5.61 (s, 1H), 4.71 (m, 1H), 4.65 (m, 2H), 4.41 (m,2H), 4.32 (
app d, J =2.1 Hz, 2H), 4.02 (app s, 2H), 3.12 (g, J = 7.3 Hz,2H), 2.82 (s, 3H),
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2.19 (s, 3H), 1.98 (m, 3H), 1.87 (m, 2H), 1.68 (m, 5H), 1.21(t, J = 7.3 Hz, 3H).
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000Do0OoOl0D000D000D00YH NMR: 400 MHz DMSO-dg & 12.02 (s,
1H)9.37 (s, 1H), 6.33 (s, 1H), 5.60 (s, 1H), 4.33 (m, 2H), 4.29 (m, 1H), 4.02 (
apps, 2H), 3.68 (m, 4H), 3.12 (q, J = 7.2 Hz, 2H), 2.82 (s, 3H), 2.19 (s,3H), 1.

7.3 Hz, 3H).
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NMR: 400 MHz DMSO-dg & 12.03 (s, 1H),9.36 (s, 1H), 6.34 (s, 1H), 5.62 (s,
1H), 4.34 (m, 2H), 4.30 (m, 1H), 4.02 (apps, 2H), 3.69 (m, 4H), 3.12 (q, J = 7
.3 Hz, 2H), 2.82 (s, 3H), 2.19 (s, 3H),1.98 (m, 5H), 1.86 (m, 2H), 1.68 (m, 5H
), 1.21 (t, J = 7.2 Hz, 3H).
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1H NMR: 400 MHz DMSO-dg & 12.11 (s, 1H),9.71 (s, 1H), 6.30 (s, 1H), 5.

3 (s, 1H), 4.01 (app s, 2H), 3.16-3.20 (m, 2H),2.79 (s, 3H), 2.19 (s, 3H), 1.9
94 (m, 3H), 1.88-1.84 (m, 2H), 1.71-1.64 (m,5H), 1.21 (t, J = 7.2 Hz, 3H).
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.99 (m, 3H), 3.82 (app. q, J =7.2 Hz, 2H), 3.72 (t, J = 7.6 Hz, 1H), 3.58 (app.
t,J =7.6 Hz, 1H), 3.12 (q,J = 7.2 Hz, 2H), 2.83 (s, 3H), 2.19-2.11 (m, 5H), 2.
02-1.82 (m, 5H), 1.71-1.65(m, 5H), 1.21 (t, J = 7.2 Hz, 3H).
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