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1) 'H NMR and *C NMR spectra
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HJ_2-56 (18a)
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2) HRMS charts
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CaoHa1F3sNsO2 [M+H]:
Calculated: 550.2430
Found: 550.2427

Mass Spectrum: AKE-VIII-75 (Positive mode)
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HJ_1-99 = HJ_2-9 (14b)
Ca1Ha3F3NsO, [M+H]":
Calculated: 564.2586
Found: 564.2593

Mass Spectrum: AK-HJ-11-9 (Positive mode)
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HJ-1-98 (14c)
Cs1H33F3NsO, [M+H] ™
Calculated: 564.2586
Found: 564.2587

Mass Spectrum: AK-HJ-1-98 (Positive mode)
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HJ_2-32 (15a)
CaoHz0FsNs0, [M+H]™:
Calculated: 568.2336
Found: 568.2347

Mass Spectrum: AK-HJ-II-32 (Positive mode)

220405_Dr_KKC_KHJ_sample_2_pos 9 (0.184) 1: TOF MS ES+
568.2347 2.39e6
100-
Sample
" s
£69.2374
2846208 570.2400
ol_97.9957 1629743 282.1050| 2851224 3,9 10y, 469.1413 5111762 _618.2049 5394046 g4 4694 8613143 3035363959 5999 0535071 1157.4404
100 200 300 400 50 600 700 800 900 1000 1100
220405_wash_MeOH_pos_36 0 (0.184) 1: TOF MS ES+
o
g 2.30e6
Blank
g_
” 142.9917 2686170 3011404 365 0675 4290869 5p3geope7seone 7085159 101719 9132153 _985.2283 1059.2469 1135.26031158.3517
- - - - - - - -

100 200 300 400 500 600 700 800 900 1000 1100

15



neelel
— e
CFs

HJ_2-35 (16a)
CaoH31F3sNsO2 [M+H]:
Calculated: 550.2430
Found: 550.2436

Mass Spectrum: AK-HJ-1I-35 (Positive mode)
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HJ_2-33 = 2-47 (16b)

Csz1Ha3F3NsO, [M+H]":

Calculated: 564.2586
Found: 564.2597

Mass Spectrum: AK-HJ-1I-47 (Positive mode)
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HJ_2-14 (17a)
CaoH29F3Ns0; [M+H]":
Calculated: 536.2274
Found: 536.2281

Mass Spectrum: AK-HJ-II-14 (Positive mode)
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HJ_2-12 (17b)
CsoH31F3Ns0, [M+H]™:
Calculated: 550.2430
Found: 550.2444

Mass Spectrum: AK-HJ-11-12 (Positive mode)
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HJ_2-56 (18a)
Ca9H20F3Ns0, [M+H] "
Calculated: 536.2274
Found: 536.2279

Mass Spectrum: AK-HJ-1I-56 (Positive mode)
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HJ_2-57 (18b)
CsoH31F3NsO, [M+H]™:
Calculated: 550.2430
Found: 550.2441

o
Mass Spectrum: AK-HJ-II-57 (Positive mode)
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4) NCI data
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AKA-VIII-75 (14a)

Developmental Therapeutics Program | nsc: p-8s4193/1 l Conc: 1.00E-5 Molar | Test Date: Feb 07, 2022
One Dose Mean Graph Experiment ID: 22020859 Report Date: Mar 01, 2022
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM -44.36 ]
HL-60(TB) -53.08 —
K-562 254
MOLT-4 -38.54 e —
RPMI-8226 -40.23 e
SR -36.08 [
Non-Small Cell Lung Cancer
AS549/ATCC -70.47 e
EKVX -96.21 —
HOP-62 -78.48
HOP-92 -66.70 =
NCI-H226 -93.41 —
NCI-H23 -97.82 |
NCI-H322M -100.00 —
NCI-H460 -77.11 L
NCI-H522 -86.99 -
Colon Cancer
COLO 205 -73.65 2
HCC-2998 -96.84 fr—
HCT-116 -66.89 =
HCT-15 -79.06
HT29 -69.30 =1
KM12 -51.11 -]
SW-620 -92.83 =
CNS Cancer
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SK-MEL-28 -100.00
SK-MEL-5 -100.00
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UO-31 -88.57
Prostate Cancer
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DU-145 -83.46
Breast Cancer
M -79.21
MDA-MB-231/ATCC -97.95
HS 578T -21.11
BT-549 -93.72
T-47D -75.87
MDA-MB-468 -97.19
Mean -79.42
Delta 20.58 —
Range 102.54
150 100 50 0 -50 -100 -150
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HJ_1-99 = HJ_2-9 (14b)

Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-834350/1 | Conc: 1.00E-5 Molar

Test Date: Feb 28, 2022

Experiment ID: 22020S75

Report Date: Mar 17, 2022

Panel/Cell Line

Leukemia
CCRF-CEM
HL-60(TB)

-562

MOLT-4

RPMI-8226

SR

Non-Small Cell Lung Cancer

AS549/ATCC
EKVX
HOP-62
HOP-92
NCI-H226
NCI-H23
NCI-H322M
NCI-H460
NCI-H522
Colon Cancer
COLO 205
HCC-2998
HCT-116

CNS Cancer
SF-268
SF-295
SF-539
SNB-19
SNB-75
U251

Melanoma
LOX IMVI
MALME-3M

M14
MDA-MB-435

UACC-62
Ovarian Cancer
IGROV1
OVCAR-3
OVCAR-4
OVCAR-5
OVCAR-8

NCI/ADR-RES

SK-OV-3
Renal Cancer

7

Prostate Cancer
PC-3
DU-145

Brei/lst Cancer

MDA-MB-231/ATCC
HS 578T
BT-549

T-47D
MDA-MB-468
Mean

Delta
Range

-54.31
-54.27

Growth Percent

Mean Growth Percent - Growth Percent

150

——
==
_—
=
=
—f
—
100 50 0 -50 -100 -150
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HJ-1-98 (14c)

Developmental Therapeutics Program | nsc: p-s34194/1 | Conc: 1.00E-5Molar | Test Date: Feb 07, 2022

One Dose Mean Graph Experiment ID: 22020859 Report Date: Mar 01, 2022
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia

CCRF-CEM -30.52 ]
HL-60(TB) -57.13 —
K-562 0.42
MOLT-4 -45.43
RPMI-8226 -34.83
SR -35.07
Non-Small Cell Lung Cancer
AS49/ATCC -68.03
EKVX -95.72
HOP-62 -63.45
HOP-92 -75.09
NCI-H226 -85.79
NCI-H23 -96.15
NCI-H322M -100.00
NCI-H460 -68.99
NCI-H522 -83.28
Colon Cancer
COLO 205 -67.46
HCC-2998 -94.01
HCT-116 -56.42
HCT-15 -83.35
HT29 -67.57
KM12 -37.59
SW-620 7.01
CNS Cancer
SF-268 -19.06 1
SF-295 -95.33 [—
SF-539 -100.00 =
SNB-19 -99.72 [—
SNB-75 -89.69 |
U251 -80.85 —
Melanoma
LOX IMVI -92.11
MALME-3M -94.77
M14 -74.80
MDA-MB-435 -94.90
SK-MEL-2 -76.03
SK-MEL-28 -100.00
SK-MEL-5 -99.20
UACC-257 -82.77
UACC-62 -95.13
Ovarian Cancer
ROV1 -83.61
QOVCAR-3 454
OVCAR-4 -53.13
OVCAR-5 -91.93
OVCAR-8 -66.11
NCI/ADR-RES -81.04
SK-OV-3 -8.33
Renal Cancer
786-0 -73.00
A498 -88.78
ACHN -100.00
CAKI-1 -98.32
RXF 393 -93.27
SN12C -90.48
TK-10 -86.17
uUo-31 -85.81
Prostate Cancer
PC-3 -38.64
DU-145 -57.91
Breast Cancer
MCF7 -89.05
MDA-MB-231/ATCC -94.01
HS 578T -16.44
BT-549 -94.00
T-47D -71.42
MDA-MB-468 -94.66
Mean -71.41
Delta 28.59 —
Range 107.01 ﬁ
150 100 50 0 -50 -100 -150
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HJ_2-32 (15q)

Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-837518/1 | Conc: 1

.00E-5 Molar Test Date: Apr 25, 2022

Experiment ID: 22040809

Report Date: Jun 06, 2022

Panel/Cell Line

Growth Percent

Leukemia
CCRF-CEM -3.00
HL-60(TB) -73.12
-562 -70.81
MOLT-4 -16.49
RPMI-8226 -43.88
Non-Small Cell Lung Cancer
9/ATCC 18.55
13.02
HOP-62 -36.37
HOP-92 -22.85
NCI-H226 16.97
NCI-H23 -17.76
NCI-H322M 32.71
NCI-H460 -68.84
NCI-H522 -60.89
Colon Cancer
COLO 205 -78.70
HCC-2998 -94.49
HCT-116 1.84
HCT-15 -82.97
HT29 -30.25
KM12 -22.22
SW-620 -63.03
CNS Cancer
SF-268 22.18
SF-295 -84.00
SF-539 -93.58
SNB-19 -49.17
SNB-75 -3.82
U251 -42.70
Melanoma
LOX IMVI -100.00
MALME-3M -91.33
M14 -12.01
MDA-MB-435 -69.35
SK-MEL-2 14.59
SK-MEL-28 -84.03
SK-MEL-5 -94.93
UACC-257 -66.52
UACC-62 -82.06
Ovarian Cancer
ROV1 29.31
OVCAR-3 -33.27
OVCAR-4 32.63
OVCAR-5 72.52
OVCAR-8 30.94
NCI/ADR-RES -3.13
SK-OV-3 53.81
Renal Cancer
786- -66.29
A498 77.02
ACHN 0.66
CAKI-1 -2.36
RXF 393 -27.08
SN12C 26.76
TK-10 50.28
UO-31 5.08
Prostate Cancer
PC- -8.36
DU-145 6.64
Breast Cancer
M -61.35
MDA-MB-231/ATCC -37.81
HS 578T 6.57
BT-549 82.60
T-47D 21.99
MDA-MB-468 -48.88
Mean -22.56
Delta 77.44
Range 182.60

Mean Growth Percent - Growth Percent

150

100 50 0 -50 -100 -150
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HJ_2-35 (16a)

Developmental Therapeutics Program

NSC: D-837513/1 | Conc: 1.00E-5 Molar

Test Date: Apr 25, 2022

One Dose Mean Graph Experiment ID: 2204009 Report Date: Oct 24, 2022
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia

CCRF-CEM -10.53 O —
HL-60(TB) -47.80 —

-562 -70.81 -
MOLT-4 -44.63 —
RPMI-8226 -32.98

Non-Small Cell Lung Cancer
9/ATCC -54.73
-98.03
HOP-62 -77.60
HOP-92 -57.01
NCI-H226 -46.89
NCI-H23 -94.90
NCI-H322M -64.01
NCI-H460 -84.53
NCI-H522 -85.72 f—
Colon Cancer
COLO 205 -90.31 b
HCC-2998 -99.41 -
HCT-116 -15.32 I —
HCT-15 -83.42 fo—
HT29 -73.93 -
KM12 -68.10 f
SW-620 -89.69 b
CNS Cancer
SF-268 -55.18 =]
SF-295 -97.75 j=—
SF-539 -99.82 [—
SNB-19 -96.76 j—
SNB-75 -39.51 Ly
U251 -77.48 =
Melanoma
LOX IMVI -100.00
MALME-3M -91.81
M14 -60.15
MDA-MB-435 -95.99
SK-MEL-2 -98.28
SK-MEL-28 -96.88
SK-MEL-5 -100.00
UACC-257 -83.88
UACC-62 -92.97
Ovarian Cancer
IGROV1 -69.83 o
QOVCAR-3 -36.05 B
OVCAR-4 -27.07
OVCAR-5 -74.96
OVCAR-8 -38.11
NCI/ADR-RES -37.92 R
SK-OV-3 -48.78 —]
Renal Cancer
786-0 -55.29
A498 -42.30
ACHN -94.83
CAKI-1 -33.74
RXF 393 -75.74
SN12C -92.60
TK-10 -44.40
U0-31 -48.25
Prostate Cancer
PC-3 -8.06
DU-145 -32.82
Breast Cancer
MCF7 -97.14
MDA-MB-231/ATCC -82.66
HS 578T -23.08
BT-549 -45.77
T-47D -25.89
MDA-MB-468 -97.09
Mean -66.09
Delta 33.91
Range 91.94
150 100 50 0 -50 -100 -150
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HJ_2-33 = 2-47 (16b)

Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-838088/1 | Conc: 1.00E-5 Molar

Test Date: May 23, 2022

Experiment ID: 22050830

Report Date: Jun 24, 2022

Panel/Cell Line

Leukemia

RPMI-8226
SR

Non-Small Cell Lung Cancer
AB49/ATCC

NCI-H322M
NCI-H460
NCI-H522
Colon Cancer
COLO 205
HCC-2998
HCT-116
HCT-15

CNS Cancer
SF-268
SF-295
SF-539
SNB-19
SNB-75
U251

Melanoma
MALME-3M
M14
MDA-MB-435
SK-MEL-2
SK-MEL-28
SK-MEL-5
UACC-257
UACC-62

Ovarian Cancer
GROV1
OVCAR-3
OVCAR-4
OVCAR-5
OVCAR-8
NCI/ADR-RES
SK-OV-3

Renal Cancer
7

Prostate Cancer
P

DU-145
Breast Cancer
M

MDA-MB-231/ATCC
BT-549
T-47D
MDA-MB-468
Mean

Delta
Range

Growth Percent

Mean Growth Percent - Growth Percent

150

100 50

0 -50

-100 -150
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HJ_2-14 (17a)

Developmental Therapeutics Program
One Dose Mean Graph

NSC: D-834512/1 | Conc: 1.00E-5 Molar

Test Date: Feb 28, 2022

Experiment ID: 22020875

Report Date: Mar 17, 2022

Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
CCRF-CEM 5.12 e
HL-60(TB) -34.08 =
K-562 8.33 =
MOLT-4 -2.84 =]
RPMI-8226 -10.64 ]
SR 4.88 ==
Non-Small Cell Lung Cancer
AS549/ATCC -14.16
EKVX -45.64
HOP-62 -47.18
HOP-92 -37.27
NCI-H226 41.26
NCI-H23 -69.79
NCI-H322M -18.64
NCI-H460 -18.48
NCI-H522 -83.95
Colon Cancer
COLO 205 -78.63 jm—
HCC-2998 -93.17 = —|
HCT-116 -43.93
HCT-15 -25.41 ]
HT29 -50.81 =
KM12 -76.71 [r—
SW-620 -84.01 b
CNS Cancer
SF-268 220 ]
SF-295 -69.25 —
SF-539 -91.54 | —
SNB-19 -64.31 -
SNB-75 33.11
U251 -35.26 =1
Melanoma
LOX IMVI -100.00
MALME-3M -95.91
M14 -87.35
MDA-MB-435 -91.56
SK-MEL-2 -75.85 o
SK-MEL-28 -94.99
SK-MEL-5 -100.00
UACC-257 -78.74
UACC-62 -79.87
Ovarian Cancer
GROV1 -54.62 l—
OVCAR-3 -22.96 —
OVCAR-4 -13.10 —
OVCAR-5 -48.74 I
QOVCAR-8 -19.53 =
NCI/ADR-RES -0.43 —
SK-0V-3 -46.56 o
Renal Cancer
786-0 -55.94
A498 -33.24
ACHN -23.40
CAKI-1 -38.28
SN12C 1.56
TK-10 -21.03
UO-31 -20.21
Prostate Cancer
PC- 10.84
DU-145 -1.97
Breast Cancer
M -67.08
MDA-MB-231/ATCC -59.52
HS 578T -37.51
BT-549 -58.41
T-47D -36.84
MDA-MB-468 -92.68
Mean -43.13
Delta 56.87 —
Range 141.26
150 100 50 0 -50 -100 -150
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HJ_2-12 (17b)

Developmental Therapeutics Program | nsc: p-s34507/1 I Conc: 1.00E-5 Molar | Test Date: Feb 28, 2022

One Dose Mean Graph Experiment ID: 22020575 Report Date: May 01, 2022
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia

CCRF-CEM 8.39 ==
HL.BO(TB) -7.86 [i——"ru————]
K-562 11.45 E—
MOLT-4 964 —
RPMI-8226 2.61 e ]
SR 11.45 |
Non-Small Cell Lung Cancer
AS549/ATCC -61.38
EKVX -87.02
HOP-62 -69.80
HOP-92 -51.50 o
NCI-H226 57.38
NCI-H23 -82.13 —
NCI-H322M 7212 —
NCI-H460 -85.28 [—
NCI-H522 -83.36 —
Colon Cancer
COLO 205 -64.41 =
HCC-2998 -85.28 =
HCT-116 -67.42 —_—
HCT-15 -55.58
o 1050 —_—
1 -10.
SW-620 9271 =
CNS Cancer
SF-268 -55.62
SF-295 -90.98 —
SF-539 -98.31 e
SNB-19 -81.25 ==
U251 -65.67 —-—
Melanoma
LOX IMVI -95.50 p—
MALME-3M -95.91 . J
M14 -84.70 p—
MDA-MB-435 -96.51 . .
SK-MEL-2 -76.45 -
SK-MEL-28 -100.00
SK-MEL-5 -100.00 —
UACC-257 -81.34 a ?
UACC-62 -94.82 " ]
Ovarian Cancer
ROV1 -78.92 ———=
OVCAR-3 -35.81 -
OVCAR-4 -43.53 —
OVCAR-5 -82.10 [
QOVCAR-8 -21.98 =
NCI/ADR-RES 37.65
SK-OV-3 -58.95 I
Renal Cancer
786-0 -74.83
A498 61.78
ACHN -74.73
CAKI-1 -85.26
SN12C -86.14
TK-10 -65.27
Uo-31 -56.07
Prostate Cancer
PC- 218
DU-145 -44.46
Breast Cancer
MCF7 -96.48
MDA-MB-231/ATCC -75.62
HS 578T -41.18
BT-549 -75.22
T-47D -27.72
MDA-MB-468 -94.52
Mean -565.11
Delta 44.89 (—
Range 161.78
150 100 50 0 -50 -100 -150

29




—
N N N
H HJA\Q\/
CF3

HJ_2-56 (18a)

@1/

Developmental Therapeutics Program
One Dose Mean Graph

NSC: D-837521/1 | Conc: 1.00E-5 Molar

Test Date: Apr 25, 2022

Experiment ID: 22040S09

Report Date: Jun 06, 2022

Panel/Cell Line

Growth Percent

Mean Growth Percent - Growth Percent

Leukemia
CCRF-CEM -37.07 Ly
HL-60(TB) -70.22 —
-562 -55.84 =
MOLT-4 -41.15 b
RPMI-8226 -51.27 =
Non-Small Cell Lung Cancer
AS49/ATCC -11.48 —
EKVX -40.69 L
HOP-62 -66.55 J——
HOP-92 -46.24 o
NCI-H226 26.51
NCI-H23 -65.98 f——1
NCI-H322M -28.89 —
NCI-H460 -74.61 p—
NCI-H522 -68.85 ——
Colon Cancer
COLO 205 -85.37 [—
HCC-2998 -97.31 [——
HCT-116 1.51 —
HCT-15 -80.97 [—
HT29 -49.45 -1
KM12 -48.02 -
SW-620 -83.11 [—
CNS Cancer
SF-268 -26.00 —
SF-205 -96.91 .
SF-539 .95.52 i |
SNB-19 -54.02 |-
SNB-75 11.37 —
U251 -65.05 —
Melanoma
LOX IMVI -93.51
MALME-3M -88.65
M14 -40.20
MDA-MB-435 -85.53
SK-MEL-2 -94.96
SK-MEL-28 -91.86
SK-MEL-5 -99.70
UACC-257 -79.09
UACC-62 -90.09
Ovarian Cancer
GROV1 -37.82 B
OVCAR-3 58.92 |
OVCAR-4 6.75 S——
OVCAR-5 -25.04 —
OVCAR-8 4.28 —
NCI/ADR-RES 28.62
SK-OV-3 26.29 [
Renal Cancer
786-0 -47.02
A498 148.17
ACHN -56.77
CAKI-1 -27.99
RXF 393 -87.79
SN12C -63.95
TK-10 23.99
Uo-31 -36.76
Prostate Cancer
PC- -22.87
DU-145 16.09
Breast Cancer
M -78.38
MDA-MB-231/ATCC -56.03
HS 578T -2.79
BT-549 78.11
T-47D -11.67
MDA-MB-468 -89.43
Mean -43.89
Delta 55.81 —
Range

-100 -150
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HJ_2-57 (18b)

Developmental Therapeutics Program
One Dose Mean Graph

NSC: D-837522/1 | Conc: 1.00E-5 Molar

Test Date: Apr 25, 2022

Experiment ID: 22040509

Report Date: Jun 06, 2022

Panel/Cell Line

Leukemia
CCRF-CEM -9.62
HL-60(TB) 73.73
K-562 14.82
MOLT-4 -6.61
RPMI-8226 -20.54
Non-Small Cell Lung Cancer
AS549/ATCC 64.72
EKVX 71.13
HOP-62 95.93
HOP-92 53.32
NCI-H226 102.66
NCI-H23 68.80
NCI-H322M 89.07
NCI-H460 27.68
NCI-H522 80.32
Colon Cancer
COLO 205 63.17
HCC-2998 -15.09
HCT-116 355
HCT-15 14.56
HT29 27.78
KM12 25.84
SW-620 -25.83
CNS Cancer
SF-268 62.47
SF-295 -68.50
SF-539 41.82
SNB-19 81.15
SNB-75 32.20
U251 33.74
Melanoma
LOX IMVI -100.00
MALME-3M 51.03
M14 47.24
MDA-MB-435 37.93
SK-MEL-2 111.43
SK-MEL-28 -67.92
SK-MEL-5 32.37
UACC-257 59.76
UACC-62 88.12
Ovarian Cancer
ROV1 88.62
OVCAR-3 76.87
OVCAR-4 77.21
OVCAR-5 130.93
OVCAR-8 101.45
NCI/ADR-RES 90.70
SK-OV-3 115.75
Renal Cancer
786- 8.41
A498 139.08
ACHN 86.36
CAKI-1 74.70
RXF 393 60.80
SN12C 86.75
TK-10 133.55
Uo-31 91.68
Prostate Cancer
PC- 51.30
DU-145 73.71
Breast Cancer
MCF7 -22.78
MDA-MB-231/ATCC 34.91
HS 578T 61.90
BT-549 97.98
T-47D 88.75
MDA-MB-468 5.76
Mean 50.79
Delta 150.79
Range 239.08

Growth Percent

Mean Growth Percent - Growth Percent

=
=

S I I N

150 100

50

o

-50 -100 -150
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5) Molecular docking

ARGS575

| ILE405

Figure S1. The binding mode of compounds (A) 17b and (B) 18a in the catalytic kinase domain of B-
RAFY8%E model. The binding mode of compound (C) 17b and (D) 18a in the C-RAF homology model.
For clarity purpose, the residues showing interactions were shown. Compounds 17b and 18a are shown
in orange and yellow colored stick model. Binding interactions are shown in various colored dashes
lines, crucial hydrogen bonding shown in green dashes lines.
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Figure S2. Binding model of compounds (A) 14b and (B) 16a in the C-RAF homology model.
Compounds 14b and 16a shown by sky-blue and green colored stick model, respectively. The
surrounding residues were shown as line model and various interactions shown as dashes line.

Figure S3. Binding model of compounds (A) 17b and (B) 18a in the C-RAF homology model. For
clarity purpose, only key residues showing interactions were shown. Compounds 17b and 18a are
shown in orange and yellow colored stick model. Key hydrogen bonding interactions are shown in green

dashes. The number near the dashes indicates the bonding distance, in units of A.
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Figure S4. 2D binding mode of compound (A) 14b, (B) 16a, (C) 17b and (D) 18a with B-RAFY®%E, Various
interactions are depicted by different color legends. The inhibitors are shown by line, interacting residues
by colored sphere, and interactions by dash lines.
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Figure S5. 2D binding mode of compounds (A) 14b, (B) 16a, (C) 17b and (D) 18a with C-RAF homology
model. Various interactions are depicted by different color legends. Inhibitors are shown by line, interacting
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residues by colored sphere, and interactions by dash lines.
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6) Molecular dynamics

B-RAF & 178 AMSD
s s

oo w00 woe w0 ™ 12690 o 2000 auo 600 030 = 12000
Time 10ps) Tina 1)

Figure S6. RMSD values of (A) 17b and (B) 18a compounds bounded B-RAFV®%E protein during 120 ns
of molecular dynamics simulation.

A B-Raf & 17b
— ys532_H70

2 — glus01_H51
—— ser602_N36

70 75 80 8s % 95 100 105 10 us 120
Time (Ns)

Figure S7. (A) Distance of three key hydrogen bonding interaction between B-RAFYE protein and 17b
during 70-120 ns dynamics simulation. The distances between Cys532 and H70, Glu501 and H51, and
Ser602 and N36 are marked in red, blue, and green, respectively. (B) Initial binding structure of 17b and
B-RAF V%%E ysed in dynamics simulation. Atoms participating in three hydrogen bonding bonds whose
distances are monitored are marked with red circles.
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Figure S8. (A) Distance of three key hydrogen bonding interaction between B-RAFY®% protein and 18a
during 70-120 ns dynamics simulation. The distances between Cys532 and H67, Glu501 and H50, and
Ser602 and N36 are marked in red, blue, and green, respectively. (B) Initial binding structure of 18a and
B-RAF V5%E ysed in dynamics simulation. Atoms participating in three hydrogen bonding bonds whose
distances are monitored are marked with red circle.
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