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Figure 1: Analysis of dose-dependent effect of VS-77 on the kinase activity of Mm_CLK1, Mm_CLK2, Mm_CLK3, Mm_CLK4.
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Figure 12: 13C NMR spectra of 4b
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Figure 13: 1H NMR spectrum of 5b

S 16



és—

e —

S65TT
WI'!IT:\:
ES'GIT
ESIRT
SHTIIT—
BSETT
SETT
¥R
B HET—
A
SLERT~"
TSI —
FIeeT—

SLTEST—

I NMR, DMS 06,75 Mhz

Figure 14: 13C NMR spectra of 5b

e

o

S17



e

S )
T
2

Feaz

STE,
aTE="

|

.A,._.,.J"I I"“"'h-—n_h-\_ 4

£ —_— Fern

995

EI"J"-|
i
854
654
09°¢
19°4 Lo
1974
144
LN
L7
£
L8
8L
(e
08¢
s

50°8- -

f

EFEET

| i

f1 (ppm)

JL.

=0
96T
T

p-d — —— Fi60
Feet

J’r
il

|

E— —_— E-T60

E
v

— 680

10

00T

h

:
|
_}L'NH
K[: CI/@E[

TH NMR, OIMS0-Gd, 300 Mhz
N Oz

Figure 15: 'H NMR spectrum of 7b

S18



C0180-36-P1

B3CNMR

=N
P
N*NH
o}
7N d Br
N—N
NO,

DB-18 bromo version

T T T T T T
200 180 160 140 120 100 80 60 40 20 0

Figure 16: 13C NMR spectrum of 7b

C0180-36-P1

Current Data Parameters

NAME UNM2504030379
EXPNO 2
PROCNO 1

F2 - Acquisition Parameters
Date_ 20250404

Time 6.59 h
INSTRUM spect
PROBHD  2150453_0004 (
PULPROG zgpg30

™ 65536
SOLVENT DMSC

NS 1024

DS 4

SWH 24038.461 Hz
FIDRES 0.733596 Hz
20 1.3631488 sec
RG 204.77

W 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D1l 0.03000000 sec
D0 1

SFO1 100.6228298 MHz
NUC1 13c

PO 3.33 usec
Pl 10.00 usec
PLW1 69.58100128 W
SFO2 400.1316005 MHzZ
NuC2 1H
CPDPRG[2 waltz65
PCPD2 90.00 usec
PLW2 17.56299973 W
PLW1Z 0.21683000 W
PLW13 0.10907000 W

F2 - Processing parameters
ST 32768

SF 100.6128189 MHz
WDW EM

SSB 0

1B 3.00 Hz
GB 0

PC 1.40

\,kher‘g_%

o
o oo o
IH NMR 2 38 <
S = Current Data Parameters
oo NAME UNM2504030379
‘ \V ‘ EXPNO 1
PROCNO 1
F2 - Acquisition Parameters
Date_ 20250404
Time 6.00 h
R N INSTRUM spect
PROBHD  Z150453_0004 (
)\ PULPROG zg30
N™ "NH ™ 65536
0 SOLVENT DMSO
s 16
DS 0
4 SWH 9615.385 Hz
N d Br FIDRES 0.293438 Hz
N-N RQ 3.4078720 sec
RC 130.93
DW 52.000 usec
NO, DE 6.50 usec
TE 298.1 K
D1 1.00000000 sec
: TDO 1
DB-18 bromo version sFOL 1400.1332010 MHz
NUC1 1H
PO 3.33 usec
P1 10.00 usec
PLW1 17.56299973 W
F2 - Processing parameters
sI 65536
SF 400.1299991 MEz
WDW EM
SSB ]
1B 0.60 Hz
GB ]
PC 1.00
Inst.ID: CVL1-AD-NMR-001
_J .
T T T T T T T T T T T T T T
15 14 13 12 11 10 8 7 6 5 4 3 ppm

S19



cO180r36-P1 o z SEREE 28 “ZH8N 858 52 B 9
I Wl | NIZEAETT T
A I L I B L I T T
160 155 150 145 140 135 130 125 120 115  ppm

Figure 17: Extension of 13C NMR spectrum of 7b

Current Da

ata Parameters

NAME UNM2504030379
EXPNO 2
PROCNO 1

F2 - Acquisition Parameters
Date_ 20250404

Time 6.59
INSTRUM spect
PROBHD  Z150453_0004 (
PULPROG 2gpg30

™ 65536
SOLVENT DMSO

NS 1024

DS 4

SHE 24038.461 Hz
FIDRES 0.733596 Hz
a0 1.3631488 sec
RG 204.77

oW 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
DO 1

SFO1 100.6228298 MHz
NUC1

20 3.33 usec
P1 10.00 usec
PLW1 69.58100128 W
SFO2 400.1316005 MHz
NUC2 18
CPDPRG[2 waltz65
PCPD2 90.00 usec
PLW2 17.56299873 W
PLW1Z 0.21683000 W
PLW13 0.10907000 W

F2 - Processing parameters
ST 32768

SE 100.6128189 Mz
W EM

ssB 0

LB 3.00 Hz
cB 0

BC 1.40

S 20



2
z
a
= o
1
&
J
LS

- =, I-&0

S8'E [
£S5
us'ql

\I
|

T — - T
e 4

L
SEY
e

L
LY L

¥a'd
¥a'd
854

ooyl — - "
i) 7 FET
1547
£5°¢7
1941 e
34
LN
LT
£
L
SLE
LTS -
LTS
scell I 65'1
Lt = 670
i T 86T

f1 (ppm)

J

- 860
gj —_— e E‘\'TD'T
) 8T |
8¢ J/' — = =  Eggg [ ®
Yl
wg 1
L58
s =
558
Z-"S"’r

50
960

w
=
(=)
]
[ ]
56— O —_ ==

A
Oa
|
—
T
10

Rl

HYOT— F-560

H, DMSO5d, 400 MHz

Figure 18: 1H NMR spectra of 9a

S21



e

£B'0T—

£525—

£509—

P39I
O5°LTT
STETT
LE0TT )
£9°0TT u
5LTTT
T5°ETT
T09TT
TE5TT
TTETT
BT LTT
P LTI
SEETT
B9ETI
ETOET =
E0°EET i
SHELT i
ST THT

EFIFL _

EtlEﬂf = —

100

f1 (ppm})

Il

10T
T
EFSHT — -
tetsrf

ELmEl~"
EHTST

IS'B‘EII'\\-

I

COOMea

H:'I\RNH
9a
0

13-, DMS0-6d, 100 MHz
o
N
™
NO;

Figure 19: 13C NMR spectra of 9a

S22



BRI

£557
6744
AT
054
1524
|
T8¢

P
£
354
6547
#5144
3544
194
$944
1044
Ve
Ve
5044

o8y
£y
g
08
+0'3
909
503
209
50'3
508

H, DMS0-8d, T00 MHz

2.45

g

.J

e g TS
= !

|

_.31

|

_,,,/’

I

ﬂ

Hjj

|

LS P

l COOH
I
JJ

I -
=
m
,Z_\< =]
=
0 =z )
\_z

Figure 20: 1H NMR spectra of 10a

-7

Fuen

F860
F-56'0

F-s07

oot

——

- on

f1 {ppm})

S23



05—

SFEIT
ESETT
B&BIT
REIRT
SS0ET
ELTET
THETT
TOSET

f1 (ppm)

BEEET
BIETT
o

FEEIT
T OET i
L OET:

FIGET

TBET
'EI'I#T-‘%

B TET
SFERFT~—
DOEFT
1T

i —

BLOST—

BFEST—

Mg

SIS T—

T
00

T, DSOS, 75 MH2

Figure 21: 13C NMR spectra of 10a

S24



SG'E—

-

'H, CDCly, 300 MHz

Figure 22

: 1H NMR spectra of 12a

| —

i

f1 (ppm)

S25



€11 —

ares —

L9°E9 —

PEATT
LLTT
7S'8TT
BE°0ZT
[l tA %
88°1¢1
PRELT
[T
78'SZT
99°£Z1 A
91'821
S¥8LT
ER'BCT
SE'6T1 —
69°0€1
0S°IET /
6T PET
EEOFT
0L°0bT
bETET
00'ekl

96°EPT
08" %t+T j

T TP

T6'IST
995l
Z6°151
TOL8T —

13-C_Jmod, CDCl, 75 MHz

CO0OMe

ﬁJ\NH
12a

Figure 23: 13C NMR spectrum of 12a

T
150

T
200

f1 (ppm)

S 26



S

e

%L
€L

YE'L

9';

BE'L

5L

sy

09'L

79

S8

9 L
b T——
e
06'L Ep——
ss'.{& ——
'L ———
ag'ge=— e
ar'g S
GI'H? —_—
Firg”

SE'g

sg— —

£

'H, DMSO-6d, 300 MHz
e

MO

13z

Figure 24: 1H NMR spectrum of 13a

Fes

=711

f1 (ppm})

12

S 27



e
06'9T== =
S60T— i

-

=
|
[¥=]
57— -

-

[-=]
[rg s
BRI
BLETT L
SE0TT
0a0TT
LTI =
20571 r=z
SE9TT =
BO°ITT =
S5°UTT L -
SUTT
TL8T1 -
SLETT = | =
T36TT -
BETET -
T6°TET

FRa-t - -
E\'E'E\'EI:I\_

TUTPEm

{H'Iﬂ% =]

T
T — A
'L'E'Eﬂ}
BOFPT
i - -
e i -
s3sET— -
é‘ =
1509T— ] I
Q =2
=
: 2,
¥ L
= z—{ 5
w TR -
Lo = [=]
3 S =
o =] zZ.- =
| L
g oz
-]
=] | =
£ g
kg

Figure 25: 13C NMR spectrum of 13a

S 28



Figure 2: 13C NMR spectrum of 13a
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Figure 33: 13C NMR spectrum of 13b
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