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H929

¢

3, Glsp = 0.087 +0.024 M
25, Glsg = 0.030 £ 0.006 pM
26, Glsp = 0.043 +0.014 pM
29, Glsg = 0.071 £ 0.012 pM
30, Glsg = 0.045 + 0.009 pM
31, Glsg = 0.024 + 0.005 pM
34, Glsg = 0.033 £ 0.008 pM
Takinib, Glsg = 51 + 9 pM

¢

P

% proliferation vs. vehicle control

Log[Inhibitor]

MPC-11

3, Glsp = 0.072 + 0.011 pM

25, Glsg = 0.094 + 0.023 uM
26, Glsg = 0.041 £ 0.012 uM
29, Glsg = 0.155 + 0.019 uM
30, Glgg = 0.101 £ 0.015 pM
31, Glsp = 0.126 + 0.028 uM
34, Glgg = 0.131 £ 0.026 UM
Takinib, Glsg = 8.5 + 2.9 uM

% proliferation vs. vehicle control

Log[Inhibitor]

Figure S1. Dose-response curves MM cells were treated with varying concentrations of
compound for 72 h. Data was fitted to a non-linear regression equation using GraphPad Prism
9.0 software. Each data point represents the mean and error bars represent the SEM of
triplicates.

S2



The KinomeScan profiling (Eurofins) for select kinases for Compound 26 is shown in Table S1. The
KinomeScan technology utilizes active site-directed competition binding assay to quantitatively measure
interactions between test compounds and kinases. For details, see:

e Fabian, M.A. et al. A small molecule-kinase interaction map for clinical kinase inhibitors. Nat.
Biotechnol. 23, 329-336 (2005).

e Karaman, M.W. et al. A quantitative analysis of kinase inhibitor selectivity. Nat. Biotechnol. 26, 127-
132 (2008).

Table S1: KinomeScan profiling for compound 26

Kinase Target % Ctrl (50 nM) % Ctrl (500 nM)
ABLI1 70 44
ACVRIB 100 100
CABCl1 94 100
AKTI1 98 100
AKT2 100 97
ALK 64 80
AURKA 87 85
AURKB 100 82
AXL 95 60
BMPR2 89 56
BRAF 91 100
BRAF 98 100
BTK 67 89
CDK19 90 13
CDK2 100 84
CDK3 100 90
CDK7 88 23
CDK9 79 78
CHEK1 91 100
CSFI1R 100 100
DCLK1 84 100
EGFR 60 31
EPHA?2 86 100
ERBB2 87 68
MAPK3 100 100
PTK2 98 100
FGFR2 100 100
FGFR3 100 100
FLT3 31 3
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GSK3B 76 74
IGFIR 99 100
CHUK 86 85
IKBKB 88 89
INSR 100 81
JAK?2 100 87
JAK3 76 11
MAPKS 80 54
MAPK9 80 50
MAPK10 85 52
KIT 96 50
STK11 72 94
MAP3K4 100 100
MAPKAPK?2 | 62 89
MARK3 100 100
MAP2K1 80 100
MAP2K2 72 100
MET 89 80
MKNK1 92 94
MKNK?2 75 45
MAP3K9 96 100
MAPK 14 100 100
MAPK11 100 100
PAK1 100 98
PAK?2 76 55
PAK4 90 83
CDK16 98 100
PDGFRA 81 76
PDGFRB 87 12
PDPK1 100 100
PIM1 66 19
PIM2 92 3.5
PIM3 81 33
PKAC alpha | 88 100
PLK1 97 96
PLK3 78 98
PLK4 88 90
PRKCE 86 64
RAF1 100 100
RET 88 61
RIOK2 76 23
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ROCK2 69 21
RPS6KA3 97 30
NUAK?2 89 58
SRPK3 97 85
TGFBR1 100 100
TEK 99 100
TSSK1B 78 100
TYK2 88 100
ULK2 92 91
KDR 86 100
STK32C 85 100
ZAP70 100 100
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!H-NMR 13C-NMR spectra for all compounds
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Compound S7
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Compound S11
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Compound 1
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Compound 3
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Compound 5
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Compound 6

dakwata-hsad25.1.fid
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H1 standard parameters, cryoprobe prodigy.
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad25carbon. 2.fid
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Compound 7
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H1 standard parameters, cryoprobe prodigy.

dakwata-hsad26.1.fid
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh

dakwata-hsad26carbon. 2.fid
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Compound 8
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H1 standard parameters, cryoprobe prodigy.

dakwata-hsad27.1.fid
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad27carbon. 2.fid
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Compound 9
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dakwata-hsad33.1.1.fid
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Compound 10

dakwata-hsad34.cl.1 fid
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H1 standard parameters, cryoprobe prodigy.
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad34.clc.2.fid
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Compound 11

dakwata-hsad35.0cf3.1.fid
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H1 standard parameters, cryoprobe prodigy.
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Pulprog = zgig30zr.jsh.

C13 standard parameters, cryoprobe prodigy.

dakwata-hsad35.0cf3c.2.fid
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Compound 12

dakwata-hsad38.1.fid
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H1 standard parameters, cryoprobe p
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(€13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.
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Compound 13
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh
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Compound 14

dakwata-hsad60.1.fid
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H1 standard parameters, cryoprobe prodigy.
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad60c.2.fid
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Compound 15
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H1 standard parameters, cryoprobe prodigy.
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dakwata-hsad107dmso.1.fid
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(€13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad107c.2.fid

T
110
1 (ppm)

T T T
130 120

140

T
160

180

200

e0 80 70 60 50 40 30 20 10

100

150

170

190

210

220

S32



Compound 16

dakwata-hsad25.1.fid
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C13 standard parameters, cryoprobe prodigy. Pulprog

dakwata-hsad25c.2.fid
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Compound 17
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H1 standard parameters, cryoprobe prodigy.

=p0'9

=0T

Fy0
=0T

=007

=660
Amm.o

00T
=617

2.0 1.5 1.0 0.5 0.0 -0.5 -1.0

2.5

7.5 7.0 6.5 6.0 55
1 (ppm)

8.0

11.5 11.0 10.5

12.0

A

QOB 60°Lby
a0 @m.hvj_v
Q03I £ £p

S
aoa Nn.nv._.ﬁ
Q03 6Ly
Q0B TT'EF
9275

2T

ELTIT—

TL61T
BLPET~.
ﬂm,mmﬁ.\.
Z6'TET~
LELET

S,mmﬁM

T6'8FT—

LT'S5T

C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad67c 2 fid
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Compound 18

dakwata-hsad69.1.fid
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H1 standard parameters, cryoprobe prod
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Compound 19

dakwata-hsad93.1.fid
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C13 standard parameters, cryoprobe prodigy. Pulprog

dakwata-hsad93pandc.2_fid
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Compound 20
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H1 standard parameters, cryoprobe prodigy.
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsh.

dakwata-hsad13carbon.2.fid
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H1 standard parameters, cryoprobe prodigy.
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C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.js|

dakwata-hsad15pandcr2.2.fid
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Compound 22

dakwata-hsad15pandc.1.fid
H1 standard parameters, cryoprobe prodigy.
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Compound 26
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Compound 28
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LG LT

a03k] 0E'E
03 0E'E )
A03k TE'E
QO TEE
Q08 TE'E
(123

I5E
S9E
59¢
L9E
£9E
TE
4133
eeedf

W

ERE
LBE
GE'E
143
Lrad
8P

Go,_umv_

989
£8 mw
689

154
mmh/
viL

PEE—

E1s
98¢
26
[L¥s

98—

H1 standard parameters, cryoprobe prodigy.

dakwata-hsad49.r2.1 fid

HN'N

N
A

/ N

_

=111

Fibz
=987
00T
#107T

201
Aot

=001

F80T
JL60
¥SeT
280
w1

~£60

1.0 0.5 0.0 -0.5 -1.0

1.5

2.5

3.0

6.0 55 50 45
1 (ppm)

6.5

7.0

11.5 11.0 10.5 10.0 95 2.0 8.5

12.0

80—

09—

Q02 8O Zby
P
Q08 5T Lb~

Q0365 21
Q03 ££ 44
Q0 bE L
aoau 1 ﬂ@w

g(ﬂ

B9
1545

957
SE9—

61121
S
S~
:i7aEe
T

2P Tk —

h

B TS T =

C13 standard parameters, cryoprobe prodigy. Pulprog = zgig30zr.jsi

dakwata-hsad49c.2.fid

HN~

L

AL

100

T
110
f1 (ppm}

T T
150 140

170

180

210

220

80 70 80 50 40 30 20 10

o0

120

130

160

190

200

S46



Compound 30
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Compound 31
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Compound 35
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Table S1. HPLC purity

Compound Retention time (min) % Purity Area
3 16.1 99
25 17.0 98
26 17.1 97
29 14.8 95
30 15.8 97
31 16.2 99
32 15.8 99
33 15.9 98
34 15.6 98
35 15.3 98

UV detection wavelength 260 nm, Agilent Eclipse instrument; C18 column 5C18-MS-11 COSMOSIL(4.61D x
250 mm); method: 0 > 10 min 50% D, 10 = 20 min 50 to 100% B, 20 30 min 50% D (C: 0.1% NH40H
in H20, D: MeOH),.

HPLC Chromatogram
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