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7+ 1D b N MnLogP | HBndDon | HBndAcc
COTI217 C17H22N6S 342.469 1.859199 |1 6
COTI220 C18H20N6S 352.464 2.078432 |1 6
COTI219 C17H18N6S 338.437 1.7646 1 6

COTI2 C19H22N6S 366.491 3.041311 1 6

COTI5 C20H24N6S 380.518 2.22023 1 6

#1B

57+ 1D TPSA RotBnds | LipinskiAlerts | Veber

COTI217 | 37.5435 | 3 0 0

COTI220 | 53.3605 |3 0 0

COTI219 |53.3605 |3 0 0

COTI2 53.3605 |4 0 0

COTI5 53.3605 | 4 0 0
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F2A

53 1D bk MnLogP | LogD(pH 7) LogS

COTI217 C17H22N6S | 1.859199 | 0.309304 -3.09009

COTI220 C18H20NBS | 2.078432 | 0.992417 -4.20136

COTI219 C17H18N6S | 1.7646 1.067558 -3.78407

COTI2 C19H22N6S | 3.041311 | 2.380243 -4.52904

COTI5 C20H24N6S | 2.22023 1.019701 -4.49499

*2B

57+ 1D ==y Acid pKa 2 Base pKa 1 Base pKa 2

COTI217 C17H22N6S | 2L 7.65056 None

COTI220 C18H20N6S | 72 L 7.65056 4.71559

COTI219 C17H18N6S | 72 L 7.65056 3.90139

COTI2 C19H22N6S | 72 L 5.65356 4.882592

COTI5 C20H24N6S | 72 L 7.870707 5.617688
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51 1D === DMS114 | SHP-77 Bigil R

COTI217 | C17H22NB6S | <-6 <-6 A% T

COTI220 C18H20N6S | <-6 <-6 B2 TR

COTI219 | C17H18N6S | <-6 <-6 GE GE

COTI2 C19H22N6S | <-6 <-6 A5 R

COTI5 C20H24N6S | <-6 <-6 CE AR
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#z4A

53+ 1D b Mn%OrlAbs Min%Abs | HIA-T2(MD)

COTI217 | C17H22N6S 82.67412 67.67412 | 216777

COTI220 | C18H20N6S 88.79283 73.79283 | 0.144973

COTI219 | C17H18N6S 85.52785 70.52785 | 0.314455

COTI2 C19H22N6S 87.02755 72.02755 | 0.38029

COTI5 C20H24N6S 88.43881 73.43881 0.277855

£4B

471D ProbBBB | LogBBB BBB-T2(MD) | Clark SubKit

Pene LogBBB LogBB

COTI217 | 0.918625 | -0.32584 2.280528 -0.09599 | -0.22923

COTI220 | 0.26949 -0.24921 0.254967 -0.36111 -0.20053

COTI219 | 0.331 -0.39022 0.551314 -0.39876 | -0.31048

COTI2 0.710661 | -0.01576 0.416152 -0.19558 | -0.0185

COTI5 0.089884 | -0.0646 0.315208 -0.37444 | -0.05658
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i A= S A < (S ¢
21 1D — A iR T1/2 B | 95%CI(HF) | T1/2(F%)
COTI217 | 54 66.4 5.3 1.9-8.7 R
COTI220 | 64.1 72.5 3.9 1.4-6.4 Nt
# 6.8(5.0, 7.0,
COTI219 | 66.7 74.18 4 1.4-6.6 8.5)
#1 6.0(1.7, 4.8,
COTI2 23.7 55.94 8.7 3.1-14.3 | 11.4)
COTI5 50.9 64.42 6.1 2.2-10 N
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CYP |[CYP |CYP |CYP |[CYP |[CYP |[CYP
1D | R 1A2 | 2B6 |2C8/9 [2C19 |2D6 |2E1 | 3A457
COTI217 | C17H22N6S | 0.57 | 0.03 | 0.08 0.05 |0.84 |0.03 |0.51
COTI220 | C18H20N6S | 0.07 | 0.02 | 0.12 005 |0.22 |0.02 |0.93
COTI219 | C17H18N6S | 0.34 [ 0.03 |0.15 |[006 |0.52 {003 |06
COTI2 C19H22N6S | 0.05 [0.03 |0.13 [0.06 |08 |0.03 |0.93
COTI5 | C20H24N6S | 0.21 | 0.03 | 0.2 0.07 [0.58 |0.04 |0.87
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CYP [CYP [CYP |[CYP |CYP [CYP |CYP
SFID | kR 1A2 | 2B6 | 2C8/9 | 2C19 | 2D6 | 2E1 | 3A457
COTI217 | C17H22N6S | 01| 0.06 | 0.08 | 0.07 |022 |0.07 |0.22
COTI220 | C18H20N6S | 0.09 |0.06 |0.33 |012 |0.16 | 0.06 |0.12
COTI219 | C17H18N6S | 0.11 | 0.06 | 022 |0.08 |0.12 | 0.06 |01
COTI2 C19H22N6S [ 0.09 [0.06 [0.33 [0.18 [0.37 | 0.07 |04
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5 F 1D {53 ProbHepTox1 ProbHepTox2
COTI217 | C17H22N6S | 0.146 0.086
COTI220 | C18H20N6S 0.082 0.47
COTI219 | C17H18NBS | 0.079 0.457
COTI2 C19H22N6S 0.065 0.371
COTI5 C20H24N6S 0.099 0.2562
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53F ID B2 BHE FRL 5 A1
COTI217 | C17H22N6S 0.57 0.81
COTI220 | C18H20N6S | 0.62 0.87
COTI219 | C17H18N6S | 0.19 0.75
COTI2 C19H22N6S | 0.79 0.9
COTI5 C20H24N6S 0.82 0.9
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FBR TH | MRTD
ORL- IPR- | mgkg | MRTD
53F 1D b5 ORL-LD50 | LD50 | IPR-LD50 |LD50 |/H mg/ B
COTI217 | C17H22N6S | 609.7 192.8 | 1396 442 |2 120.5
COTI220 | C18H20N6S | 761.1 240.7 [ 1755 555 | 1.3 79.9
COTI219 | C17H18N6S | 1022 3232 |227.8 72 1.2 70.4
COTI2 C19H22N6S | 842.8 266.5 | 195.3 618 |16 99
COTI5 C20H24N6S | 773.9 2447 [ 1515 479 |11 67
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7+ 1D 9529 IC50(u /) | ProblC50>1u <&/ | ProblC50>10
COTI217 | C17H22N6S | 2.6 0.88 0.06
COTI220 | C18H20N6S | 1.8 0.9 0.03
COTI219 | C17H18N6S | 2.2 0.92 0.04
COTI2 C19H22N6S | 1.6 0.92 0.02
COTI5 C20H24N6S | 0.6 0.79 0.04
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53+ 1D = ProbAMES+ | PolyPldy

COTI217 | C17H22N6S | 0.94 0.15

COTI220 | C18H20N6S | 0.06 0.16

COTI219 | C17H18N6S [ 0.06 0.15

COTI2 C19H22N6S | 0.06 0.16

COTI5 C20H24N6S | 0.06 0.23
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#14 : EMRRKICKT DA B T1C50

AR NE 5 DFEIE COTI-2 IC50 (nM) COTI-219 IC50 (nM)

SHP77 SCLC 156 +/- 8 787 +/- 61

DMS153 SCLC 73 +4/-9 233 +/- 39

DMS114 SCLC 51 +/-9 267 +/- 40

H226 NSCLC 15000 +/- 1129 B

A460 NSCLC 7900 +/- 620 B

A549 NSCLC 6300 +/- 671 i Eoncach

T47D LY A 221 +/- 12 367 +/- 44

MCF7 LAY A 101 +/- 8 421 +/- 31

HT29 T BB H3 A 121 +/- 11 403 +/- 32

K562 i 1f.f75 176 +/- 22 222 +/- 28

HL60 F 5% 236 +/- 9 374 +/- 46
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COTI-2 (nM)

COTI-219
(nM)

VAT T F
>(nM)

BCNU
(nM)

us7

48 +/- 9

2370 +/- 270

490 +/- 9

1620 +/- 130

SNB-19

8+/-3

1990 +/- 140

870 +/- 40

2250 +/- 700

SF-268

66 +/- 8

1170 +/- 80
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#%16:0. 5mg,/mLTOHLMIIZXAEEME IO V7T A HE
L& 78 E (uM) Ty, (57) C. (uL/%3/mg)
COTI-2 1 102.1 12
10 285.7 4
100 683.1 2
COTI-219 1 301.2 42
10 420.7 3
100 508.5 25
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