Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm:177+3 =0. . = .
2007 " 171/2/0 m?- t;) ((7)0:1()0 ' creamaso (0.79), 0{0.87) gR —5:3)80(?042) 0.2/0.2
o CYP2D6= 0.02 (0.29), 0 (0.59) " : e
A549: >5000 SI=0.13 IV =210 (0.32)
OB: Good SC =720 (0.43)
Lm: 147 + 30 AMES= 0.207 (0.42 IP =260 (0.47
m (042)  yp3ra-0.04 (0.63), 0.85 (0.54) (0-47)
2812 345/25/13 hERG= 0.94 (0.46) CYP2D6=0.61 (0.53)  0.07 (0.6) OR = 1000 (0.33) 0.03/0.02
A549: >5000 SI=0.49 T e R IV = 27.74 (0.42)
OB: Moderate SC =220(0.36)
Lm: 263 + 20 =0. . = .
o s nereonsiosy  CPIM=030s6),00208y  FTER
o ) CYP2D6= 0.07 (0.79), 0.06 (0.75) - ’ R
A549: 2163 + 1222 SI=0.3 IV = 46.74 (0.23)
OB: Poor SC =890 (0.7)
Lm: 98 12 AMES= 0.651 (0.47 IP =150 (0.56
m (047) " yp3na=0.16 (0.51),0.02 (0.81) (0.56)
5455 369/89/79 hERG= 0.04 (0.34) CYP2D6= 0.05 (0.76) . 0.04 (0.63) OR = 1400 (0.81) 0.04/0.02
A549: 750 + 2 SI=0.32 T e IV = 51.06 (0.42)
OB: Moderate SC=1000 (0.71)
Lm: 635 + 26 AMES= 0.968 (1 IP =350 (0.43
m () CYP3A4=0.23 (0.33), 0.08 (0.47) (0-43)
11352 213/20/5 hERG= 0.49 (0.23) CYP2D6=0.17 (0.34) . 0.06 (0.52) OR =240 (0.33) 0.06/0.08
A549: 4699 + 311 SI=0.37 T A IV = 22.87 (0.58)
OB: Good SC =350 (0.84)
Lm: 392 + 40 AMES= 0.459 (0. IP =280 (0.
m 5=0459(033)  (ypaps 005 (0.77),0.01 (0.7) 80(0.55)
89966 299/15/6 hERG= 0.06 (0.28) CYP2D6= 0.11 (0.56) . 0.07 (0.45) OR = 960 (0.49) 0.02/0.03
A549: >5000 SI=0.35 T e IV = 47.04 (0.41)
OB: Good SC =260 (0.52)
Lm: 502 + 87 AMES=0.081 (0.8 IP=97.64 (0.74
m (©8) " yp3aa=0.49(0.2), 0.06 (0.38) (0.74)
298107 282/9/0 hERG= 0.73 (0.48) CYP2D6= 0.84 (0.36) , 0.5 (0.08) OR =310 (0.56) 0.3/0.17
A549: >5000 SI=0.37 R IV = 42.46 (0.88)
OB: Moderate SC=230(0.53)
Lm: 46 +12 AMES= 0.032 (0.74 IP=68.71(0.7
359323 " 217/10/2 hERGS— c? 3033 (0(?17) ! cpae-oas (0.72),0.11(084) OR -668380 (2042?) 0.2/0.1
= ) CYP2D6=0.19 (0.59), 0.11 (0.65) B . o
A549: >5000 SI=0.39 IV = 28.35 (0.83)
OB: Poor SC=92.87 (0.79)
Lm: 117 22 AMES= 0.675 (0.23 IP =360 (0.41
m (023)  ypang-031 (0.1),0.03 (0.41) (0-41)
380438 249/3/0 hERG= 0.21 (0.1) CYP2D6= 0,08 (0.26) , 0.01 (0.16) OR = 1100 (0.48) 0.03/0.03
A549: >5000 SI=0.99 e IV =57.17 (0.33)
OB: Moderate SC=430(0.33)
Lm: 289 + 44 ES=0.321(0.11 =110 (0.
m AMES=0321(0.11)  \oars_035(0.15),000 (0.18) - +10(0-33)
422270 146/10/3 hERG= 0.45 (0.12) OR =720 (0.44) 0.06/0.05
CYP2D6= 0.07 (0.33), 0.03 (0.26)
A549: 2919 + 320 SI=0.74 IV = 28.74 (0.43)
OB: Good SC =220 (0.43)
Lm: 121 + 20 AMES= 0.07 (0.43) IP = 35.64 (0.32)
CYP3A4=0.04 (0.53),0.01 (0.71
457964 274/18/8 hERG= 0.02 (0.28) CYP2D6= 0.02 EO 58; 0.01 EO 67; OR = 81.07 (0.35) 0.27/0.19
A549: >5000 SI=0.28 Come R IV = 30.33 (0.25)
OB: Good SC = 96.64 (0.24)
Lm: 202 + 11 AMES= 0.555 (0.25) IP = 72.05 (0.26)
CYP3A4=0.02 (0.56), 0 (0.61
460747 224/56/19 hERG= 0.04 (0.28) (0:56),0(0.61) OR =170 (0.67) 0.08/0.07

A549:158 + 18

SI=0.34
OB: Good

CYP2D6= 0.02 (0.55) , 0.01 (0.6)

IV = 20.09 (0.83)
SC = 46.91 (0.52)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 403 + 31 =0. . = .
625053 " 149/2/0 :Elrlec-;s— (;) 2968 (60(((3397)7) CYP3A4=0.76(0.27), 0.05(0.3) L)PR —3$$<§?05;i) 0.08/0.07
= ) CYP2D6=0.27 (0.53), 0.08 (0.22) " ) R
A549: >5000 SI=0.99 IV = 100 (0.65)
OB: Good SC =300 (0.49)
Lm: 379+ 77 AMES= 0.246 (0.55 IP=59.78 (0.72
m (0:55) CYP3A4=0.67 (0.78), 0.38 (0.67) (0.72)
629413 165/6/0 hERG= 0.83 (0.57) CYP2D6= 0.87 (0.57) . 0.34 (0.53) OR =230 (0.54) 0.03/0.08
A549: >5000 SI=0.73 e RS AS ’ IV =12.79 (0.83)
OB: Poor SC = 20.46 (0.82)
Lm: 255 + 21 =0. . = .
e ) CYP2D6= 0.3 (0.22), 0.17 (0.17) - - R
A549: >5000 SI=0.33 IV = 49.11 (0.56)
OB: Good SC=73.17 (0.63)
Lm: 723 +24 AMES= 0.246 (0.16 IP=320(0.36
m (0.16) CYP3A4=0.6 (0.15), 0.08 (0.43) (036)
645317 290/3/0 hERG= 0.24 (0.12) CYP2D6= 0.13 (0.27) , 0.05 (0.4) OR =580 (0.42) 0.05/0.05
A549: >5000 SI=0.32 T B ’ IV = 71.55 (0.55)
OB: Moderate SC=180(0.37)
Lm: 845 + 136 AMES= 0.3 (0.13) IP=91.92 (0.18)
CYP3A4=0.49 (0.09), 0.05 (0.3
657546 321/35/15 hERG= 0.68 (0.21) CYP2D6= 0.45 io 29; 0.25 go 0)9) OR =390 (0.22) 0.08/0.13
A549: >5000 SI=0.35 ’ B : IV = 22.69 (0.28)
OB: Moderate SC =140 (0.28)
Lm: 392 + 50 AMES= 0.337 (0.1 IP= .61
m 5=0.337(0.18) CYP3A4=0.27 (0.14), 0.02 (0.36) 390(0.61)
728862 274/3/0 hERG= 0.36 (0.09) CYP2D6= 0.88 (0.14) , 0.34 (0.21) OR =340 (0.4) 0.05/0.01
A549: >5000 SI=0.63 T e ' IV = 79.06 (0.53)
OB: Good SC =270 (0.29)
Lm: 827 + 11 =0. . =56.8 (0.
m: 8 6 AMES= 0.097 (0.22) CYP3A4= 0,17 (0.12) , 0,01 (0.44) IP = 56.8 (0.49)
742546 162/2/0 hERG=0.79 (0.11) CYP2D6= 0.88 (0.17) . 0.67 (0.24) OR =190 (0.45) 0/0.02
A549: >5000 SI=0.71 ’ B : IV = 79.46 (0.68)
OB: Moderate SC =340 (0.65)
Lm: 353 + 25 AMES= 0. . IP=89.1(0.
757789 " 316/20/8 hERGS— : 2879 (50(2)35) CYP3A4=0.2(0.35), 0.02 (0.38) OR —8390((?)5;52)) 0.08/0.05
e ) CYP2D6=0.11 (0.22), 0.05 (0.41) " . R
A549: >5000 SI=0.32 IV = 16.38 (0.44)
OB: Good SC = 58.83 (0.48)
Lm: 545 + 118 AMES= 0.738 (0.41 IP =780 (0.36
m (041) CYP3A4=0.09 (0.26) , 0.02 (0.42) (0-36)
759209 152/13/4 hERG= 0.64 (0.19) CYP2D6= 0.08 (0.31) , 0.08 (0.33) OR = 760 (0.41) 0.03/0.03
A549: 2576 + 185 SI=0.32 ) R : IV = 63.39 (0.33)
OB: Good SC = 860 (0.48)
Lm: 108 + 23 ES=0.432 (0.2 =270(0.32
760847 " 300/8/1 /r?'E\:IzGS- (;) :23 (0(25)8) CYP3A4=0.51(0.17), 0.08 (0.39) IcER = Z;i)((()osz;) 0.1/0.1
- ) CYP2D6= 0.65 (0.18) , 0.22 (0.28) " : e
A549: >5000 SI=0.31 IV = 52.69 (0.28)
OB: Moderate SC=370(0.41)
Lm: 180 + 35 AMES= 0.143 (0.33) IP = 380 (0.45)
CYP3A4=0.62 (0.13), 0.21 (0.14
786799 193/4/0 hERG= 0.58 (0.22) CYP2D6= 0.08 EO 13; 0.02 EO 28; OR = 2200 (0.19) 0.01/0.02
A549: >5000 SI=0.98 o e : IV = 82.36 (0.51)
OB: Moderate SC=250(0.51)
Lm: 287 + 145 - 0. ) - ]
871185 " 314/23/7 :Elrlec-;s— (;) 5226 (10(212)2) CYP3A4=0.74(0.1), 0.25 (0.29) L)PR —8220(8 (308;5) 0.1/0.01
= ) CYP2D6=0.13 (0.53), 0.02 (0.38) " : e
A549: >5000 SI=0.91 IV = 200 (0.52)

OB: Good

SC = 1800 (0.43)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 205 + 21 AMES=0.891 (0.54) CYP3A4=0.32 (0.18), 0.1 (0.24) IP =420 (0.44)
952234 152/6/1 =0.14 (0. e = . 0.1/0.1
16/ hERG=0.14(0.23) CYP2D6= 0.05 (0.33), 0.02 (0.53) OR = 1700 (0.17) /
A549: 4082 + 352 SI=0.87 IV =130 (0.48)
OB: Good SC=510(0.4)
Lm: 513 +52 AMES= 0.236 (0.06) IP = 690 (0.35)
CYP3A4=0.27 (0.37),0.1(0.21
1471937 195/13/3 hERG= 0.9 (0.35) CYPIDE= 0.12 tO 51; o 16( 0 0)9) OR =940 (0.4) 0.06/0.07
A549: 4313 + 540 SI=0.29 Come e A IV = 87.15 (0.24)
OB: Moderate SC=210(0.31)
Lm: 242 +29 AMES=0.717 (0.33) CYP3A4= 0.86 (0.27), 0.37 (0.4) IP =50.13 (0.42)
1475345 150/23/4 =0.96 (0. Com e = . 0.09/0.1
) /23/ hE_RG 0.96(0.16) CYP2D6= 0.2 (0.32), 0.08 (0.38) OR_ 820(0.43) /
A549: 955 + 25 SI=0.53 IV =32.94(0.34)
OB: Good SC = 6600 (0.15)
Lm: 784 + 36 AMES= 0.658 (0.18) IP =110 (0.6)
CYP3A4=0.38 (0.24), 0.09 (0.22
1537038 143/5/1 hERG=0.33 (0.11) CYP2D6= 0.35 EO 35; 0.08 EO 31; OR =440 (0.65) 0.06/0.03
A549: >5000 SI=0.32 T e IV = 47.45 (0.69)
OB: Moderate SC =380 (0.5)
Lm: 87 21 AMES=0.705 (0.29)  (yoar, oo (0.29), 0,03 (0.28) IP = 480 (0.5)
1736381 99/18/6 hERG= 0.14 (0.06) CYPIDE 0'09 (0'35) ’ oios (0'41) OR = 350 (0.08) 0.08/0.08
A549: 613 + 109 SI=0.5 I ' T ' IV =260 (0.24)
OB: Poor SC =240 (0.36)
Lm: 166 + 9 AMES=0.363 (0.15) IP =500 (0.39)
CYP3A4=0.56 (0.38),0.03 (0.46
1811924 170/12/2 hERG= 0.05 (0.37) CYP2D6= .16 EO 31; 0.05 EO 34; OR = 1100 (0.56) 0.07/0.1
A549: >5000 SI=0.58 Bt IV =130 (0.36)
OB: Poor SC =340 (0.24)
Lm:85+5 AMES=0.697 (0.14) (oo, o0 (0.19), 0.08 (0.35) IP = 690 (0.63)
1987332 174/7/3 hERG= 0.85 (0.23) cvpzoe: 0'04 (6 38; '0 o1 (6 39) OR =610 (0.31) 0.06/0.1
A549: >5000 SI=0.26 T el B IV =37.71 (0.44)
OB: Moderate SC=287.85(0.3)
Lm: 499 + 135 AMES= 0.744 (0.13) _ IP = 340 (0.39)
2137463 155/7/0 hERG=0.19 (0.17) CYP3A4=0.26 (0.25), 0.03 (0.36) OR =470 (0.58) 0.04/0.04
CYP2D6= 0.16 (0.33), 0.06 (0.32)
A549: >5000 SI=0.31 IV=130(0.3)
OB: Good SC=410(0.31)
Lm: 718 + 86 AMES=0.678 (0.33) IP =300 (0.59)
CYP3A4=0.31(0.63), 0.1 (0.67
2194030 214/16/0 hERG= 0.37 (0.08) CYP2DE= 0.1 (é 39) ) 0.08 }o 5) ) OR =610 (0.29) 0.05/0.04
A549: >5000 SI=0.29 I ' T ' IV =120 (0.61)
OB: Moderate SC =100 (0.23)
Lm: 767 £ 160 AMES= 0.165 (0.25) CYP3A4=0.59 (0.24) , 0.08 (0.44) IP =460 (0.35)
2766929 157/15/2 ERG=0. .11 e ' e ’ = .21 0.07/0.06
) 115/ h _RG 0.55(0.11) CYP2D6= 0.04 (0.32), 0.02 (0.35) OR_ 430(0.21) /
A549: 3546 + 582 SI=0.86 IV =59.18 (0.24)
OB: Moderate SC =89.97 (0.23)
Lm:35+1 AMES= 0.103 (0.34) IP = 29.59 (0.66)
CYP3A4=0.09 (0.63),0.04 (0.75
2846928 158/19/3 hERG= 0.99 (0.51) CYPIDE= 0.57 EO 47; 022 EO 2 ) OR =560 (0.58) 0.02/0.03
A549: 1635 + 59 SI=0.7 I ' T ' IV =27.68 (0.66)
OB: Poor SC =440 (0.56)
Lm: 133 +35 AMES=0.103 (0.18) CYP3A4=0.52 (0.2), 0.45 (0.39) IP =240 (0.44)
2851545 301/5/0 =0. N e o ’ = B 0.05/0.06
_ 15/ hE_RG 0.7(0.34) CYP2D6= 0.67 (0.36), 0.36 (0.19) OR_ 1600 (0.56) /
A549: >5000 SI=0.57 IV=61.19 (0.56)

OB: Moderate

SC = 440 (0.38)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 122 + 12 = 0. . = .
2855568 " 257/5/0 m?- (;) 1097 (10(273)5) CYP3A4=0.7(0.14), 0.11 (0.46) L)PR —9520(?062) 0.09/0.1
e ) CYP2D6= 0.1 (0.38) , 0.07 (0.34) - ) RS
A549: >5000 SI=0.85 IV = 94.14 (0.38)
OB: Poor SC=73.61(0.3)
Lm: 751 + 110 AMES= 0.907 (0.58 IP = 630 (0.66
m (0:58) CYP3A4=0.7 (0.21), 0.04 (0.52) (0.66)
2856077 194/9/1 hERG= 0.45 (0.19) CYP2D6= 0.35 (0.17) , 0.17 (0.26) OR = 1300 (0.54) 0.05/0.03
A549: >5000 SI=0.91 e e ’ IV = 85.49 (0.74)
OB: Moderate SC =380 (0.42)
Lm: 60 0.1 = 0. . = .
2923184 " 163/3/0 /;2/;:35— (? 7078 L(lo((;:)n CYP3A4=0.25(0.24), 0.06 (0.41) IoPR -2525?042) 0.1/0.1
e ) CYP2D6= 0.4 (0.27), 0.25 (0.27) - . e
A549: >5000 SI=0.42 IV = 45.62 (0.45)
OB: Moderate SC =460 (0.57)
Lm: 255 + 48 AMES=0.331 (0.16 IP =250 (0.23
m (0.16) CYP3A4=0.6 (0.21), 0.06 (0.31) (0.23)
2937831 150/2/0 hERG= 0.41 (0.11) CYP2D6= 0.16 (0.17) , 0.04 (0.35) OR =890 (0.31) 0.04/0.04
A549: >5000 SI=0.3 T R ' IV = 41.35 (0.43)
OB: Moderate SC =350(0.31)
Lm: 515+ 66 AMES=0.316 (0.36 IP = 470 (0.45
m (036) CYP3A4=0.81 (0.31), 0.44 (0.25) (045)
2946668 269/5/0 hERG= 0.1 (0.18) CYP2D6= 0.05 (0.23) . 0.01 (0.42) OR =360 (0.26) 0.07/0.07
A549: >5000 SI=0.27 ’ B ’ IV =71.23 (0.28)
OB: Moderate SC =260 (0.3)
Lm: 164 + 42 AMES= 0.164 (0.22 IP =240 (0.57
m 5=0.164(0.22) CYP3A4=0.85 (0.3), 0.38 (0.24) 0(0:57)
2964134 189/3/0 hERG= 0.48 (0.15) CYP2D6=0.83 (0.22) , 0.55 (0.21) OR =850 (0.52) 0.07/0.09
A549: >5000 SI=0.3 T e ' IV =49.3(0.57)
OB: Moderate SC=270(0.27)
Lm: 187 + 26 AMES= 0.482 (0.1) IP = 680 (0.23)
CYP3A4=0.94 (0.19), 0.55 (0.23
2999476 304/4/0 hERG= 0.7 (0.19) CYP2D6= 0.79 go 32; 034 ;o ) ) OR =570(0.2) 0.02/0.04
A549: >5000 SI=0.27 ) e : IV = 88.86 (0.23)
OB: Moderate SC=94.7 (0.2)
Lm: 452 + 74 AMES= 0.914 (0.4 IP= .
m 5=0.914(0.43) CYP3A4= 0.65 (0.16) , 0.07 (0.36) 560(0:3)
3127155 194/4/1 hERG= 0.14 (0.29) OR =380 (0.47) 0.07/0.05
CYP2D6= 0.22 (0.25), 0.05 (0.4)
A549: >5000 SI=0.91 IV =120 (0.36)
OB: Good SC =620 (0.41)
Lm: 218 + 54 AMES= 0.525 (0.26 IP = 69.95 (0.23
m (0-26)  yp3a4-0.03 (0.46), 0 (0.59) (0.23)
3164059 162/34/11 hERG= 0.09 (0.23) CYP2D6= 0.02 (0.53) . 0.01 (0.59) OR = 180 (0.66) 0.08/0.07
A549: 1059 + 156 SI=0.33 ) e : IV = 18.97 (0.8)
OB: Good SC = 43.55 (0.52)
Lm: 105 + 10 ES=0.327 (0.1 = .
3236501 " 332/5/0 /:,E\:IRGS- (;) 335 (70(?37)) CYP3A4=0.71(0.19), 0.65(0.19) lch -4520(8 (‘:)6;9) 0.04/0.07
e ) CYP2D6= 0.29 (0.13), 0.04 (0.37) " : R
A549: >5000 SI=0.44 IV = 70.96 (0.54)
OB: Moderate SC =450 (0.38)
Lm: 743 £ 62 AMES=0.512 (0.27) IP =580 (0.3)
CYP3A4=0.9 (0.39), 0.36 (0.19
3237155 246/3/0 hERG= 0.25 (0.12) CYP2D6= 0 87( 0 3)7) 0 17( © 4)1) OR =420 (0.16) 0.1/0.2
A549: >5000 SI=0.3 o RESRS ’ IV =99.8 (0.38)
OB: Poor SC=580(0.31)
Lm: 111 + 10 =0. . = .
3242548 " 270/2/0 m?- (;) :21 (70((;51)) CYP3A4=0.85(0.15), 0.27(0.27) L)PR —1120(?062) 0.05/0.09
e ) CYP2D6= 0.72 (0.15), 0.37 (0.18) " : U
A549: >5000 SI=0.87 IV = 76.69 (0.5)

OB: Moderate

SC =200 (0.54)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 326 + 40 AMES= 0.802 (0.68) CYP3A4=0.71(0.25), 0.14 (0.33) IP =400 (0.26)
3521510 163/2/0 =0. 5 e ' e ' = . 0.01/0
/2/ hERG=0.09(0.19) CYP2D6=0.14 (0.25), 0.04 (0.33) OR =150(0.28) /
A549: >5000 SI=0.39 IV =100 (0.57)
OB: Moderate SC=170(0.36)
Lm: 636 + 60 AMES= 0.977 (0.86) IP = 450 (0.6)
CYP3A4=0.22(0.28),0.01 (0.47
3536067 163/8/2 hERG= 0.01 (0.32) CYP2D6= 0.12 tO zs; 0.05 tO 23; OR = 640 (0.45) 0.1/0.1
A549: >5000 SI=0.99 Coe R, EEE IV =190 (0.62)
OB: Moderate SC=520(0.51)
Lm: 565 + 35 AMES= 0.064 (0.55) CYP3A4=0.94 (0.22), 0.75 (0.32) IP =270 (0.32)
3564202 220/27/5 =0. 5 e ’ e ' = R 0.03/0.03
) /27/ hE_RG 0.94(0.68) CYP2D6= 0.09 (0.33), 0.02 (0.29) OR_ 330(0.42) /
A549: 2106 + 77 SI=0.29 IV =56.14 (0.48)
OB: Moderate SC=72.69 (0.24)
Lm:73+13 AMES= 0.86 (0.13) IP = 600 (0.49)
CYP3A4=0.94 (0.09), 0.34 (0.19
3609942 205/35/12 hERG=0.71 (0.12) CYP2D6= 0.07 EO 2) ) 0.02 ((g 33)) OR =880 (0.55) 0.04/0.07
A549: 2748 + 73 SI=0.27 Co e EEe IV = 24.53 (0.52)
0B: Poor SC=16.53 (0.17)
Lm: 504 + 66 AMES= 0.34 (0.44) CYP3A4= 037 (0.22), 0.06 (0.51) IP = 310 (0.44)
3769434 152/5/2 hERG= 0.54 (0.09) CYP2DG= 0'25 (0'37) ! 0-08 (0.63) OR =680 (0.35) 0.09/0.1
A549: >5000 SI=0.54 I ' T ' IV=91.91(0.29)
OB: Good SC =190 (0.36)
Lm:61+4 AMES= 0.982 (0.8) CYP3A4= 0.64 (0.17), 0.1 (0.56) IP = 400 (0.43)
3932660 211/6/2 hERG= 0.28 (0.08) YPaD 6: o. 22 o' . 9)’ o. 1 ('O 49) OR =500 (0.69) 0.03/0.03
A549: >5000 SI=0.99 T, R IV =77.78 (0.3)
0B: Good SC = 460 (0.49)
Lm:192+2 AMES=0.536 (0.22) CYP3A4=0.94 (0.29) , 0.24 (0.22) IP =980 (0.51)
3980962 168/5/2 hERG= 0.49 (0.08) CYP2DG= 0'02 (0'33) ! 0'01 (0'27) OR =1100 (0.45) 0.04/0.04
A549: >5000 SI=0.9 TR B IV = 270 (0.49)
OB: Moderate SC =730(0.38)
Lm: 767 £ 76 AMES=0635(0.11) .\ oor 000 (0.3),0.03 (0.47) IP = 430 (0.64)
4202676 152/6/2 hERG= 0. .4 e D ’ R =4 X 0.06/0.04
16/ G=0.06 (0.46) CYP2D6=0.13 (0.24) , 0.05 (0.42) OR =450(0.69) /
A549: >5000 SI=0.33 IV =210 (0.4)
0B: Good SC=340(0.37)
Lm: 545 + 193 AMES=0525(0.08)  (\oo ) (oo (0.13),0.11(0.34) IP = 840 (0.35)
4271960 163/4/0 hERG= 0.75 (0.18) CYPADG- 0'16 (0'22) ’ 0'07 (o.zs) OR =690 (0.31) 0.06/0.07
A549: >5000 SI=0.47 TR imesl, BT IV = 86.7 (0.49)
OB: Moderate SC =100 (0.29)
Lm: 856 + 33 AMES=0.692 (0.24) CYP3A4=0.27 (0.13), 0.05 (0.36) IP =340 (0.34)
5032706 167/2/0 ERG=0.1 .2 e ' e ' =2 .1 0.04/0.03
12/ hERG=0.17(0.24) CYP2D6=0.13 (0.13), 0.02 (0.29) OR =250(0.18) /
A549: >5000 SI=0.31 IV =110 (0.48)
0B: Good SC=390(0.32)
Lm: 382 £ 56 AMES= 0.031 (0.14) IP =710 (0.39)
CYP3A4=0.66 (0.17),0.03 (0.25
5309827 286/7/1 hERG= 0.54 (0.09) CYPAD6= 0.08 EO 16; 0.06 EO 24; OR = 2500 (0.33) 0.1/0.1
A549: >5000 SI=0.45 I ' T ' IV =83.63 (0.4)
OB: Moderate SC =550 (0.35)
Lm: 788 £ 114 AMES=0.934 (0.17) CYP3A4=0.7 (0.29) , 0.06 (0.36) IP =430 (0.49)
5833488 150/16/2 =0. X e ’ - ’ = B 0.1/0.1
/16/ hERG=0.18 (0.07) CYP2D6=0.06 (0.28) , 0.01 (0.39) OR=720(0.35) /
A549:151+10 SI=0.31 IV =250 (0.27)

OB: Poor

SC = 80.56 (0.26)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 306 + 31 = 0. . = .
6261459 " 170/9/1 :erlzi;s— (;) 6218 (((?0292)) CYP3A4=0.44(0.28), 0.03 (0.52) L)PR —35:3)0(?032) 0.07/0.1
- ) CYP2D6=0.33 (0.14), 0.08 (0.22) - - RS
A549: >5000 SI=0.73 IV = 60.82 (0.28)
OB: Moderate SC =64.07 (0.21)
Lm: 104 + 27 AMES=0.139 (0.31 IP =200 (0.4
m (0:31) CYP3A4=0.53 (0.17), 0.06 (0.46) (04)
6602747 311/5/1 hERG= 0.48 (0.12) CYP2D6= 0.7 (0.19) , 0.3 (0.1) OR = 1700 (0.23) 0.1/0.1
A549: >5000 SI=0.14 R ’ IV = 43.75 (0.4)
OB: Moderate SC =840(0.41)
Lm:10+3 = 0. . = .
6602880 " 286/7/1 :2/;{?— (? 6024 (60((;)2) CYP3A4=0.49(0.15), 0.1 (0.15) IoPR —32(5)0((()06;)3) 0.01/0.03
- ) CYP2D6= 0.44 (0.18) , 0.33 (0.18) " : R
A549: >5000 SI=0.94 IV = 37.36 (0.56)
OB: Moderate SC =200 (0.43)
Lm:83+5 AMES=0.301 (0.33 IP=170(0.48
m (0:33) CYP3A4=0.69 (0.3), 0.1 (0.12) (0-48)
6603247 305/10/2 hERG= 0.92 (0.16) CYP2D6= 0.4 (0.24) , 0.56 (0.11) OR = 660 (0.39) 0.02/0.06
A549: >5000 SI=0.44 oo ' IV = 46.76 (0.43)
OB: Moderate SC=41.63(0.3)
Lm: 274 + 51 AMES= 0.086 (0.16) IP =250 (0.18)
CYP3A4=0.88 (0.36), 0.34 (0.26
6603672 305/3/0 hERG= 0.64 (0.25) CYP2D6=0.71 ;0 28; 023 io 13; OR =970 (0.28) 0.03/0.08
A549: >5000 SI=0.21 ’ e : IV =110 (0.79)
OB: Poor SC =330 (0.52)
Lm:5+0.1 AMES= 0.048 (0. IP = 36.15 (0.62
m 5=0.048 (0.6) CYP3A4=0.1 (0.49), 0.03 (0.66) 36.15(0.62)
6604199 210/20/5 hERG= 0.01 (0.31) CYP2D6-= 0,01 (0.74) , 0.01 (0.66) OR =96.4 (0.4) 0.2/0.1
A549: 1903 + 1400 SI=0.3 T R ' IV = 81.54 (0.78)
OB: Good SC =220 (0.63)
Lm: 137 + 40 AMES=0.115 (0.27 IP =150 (0.51
m (0-27)  yp3na=0.54 (0.24), 0.03 (0.48) (0-51)
9549148 200/7/0 hERG= 0.88 (0.21) CYP2D6= 0.87 (0.09) . 0.63 (0.14) OR =500 (0.5) 0.06/0.1
A549: >5000 SI=0.39 ’ o : IV = 27.55 (0.57)
OB: Moderate SC=270(0.44)
Lm: 164 + 11 AMES=0.42 (0.31 IP=220(0.21
9549170 " 176/25/2 hERGS— : ( 2(60) W CYP3A4=0.04(0.56), 0.01 (0.61) OR = 92 gjt (0)35) 0.2/0.3
At CYP2D6=0.01 (0.74), 0.01 (0.66) Co : o
A549:72 %5 SI=0.3 IV =120 (0.38)
OB: Poor SC =720 (0.29)
Lm:50+0.1 AMES=0.112 (0.39 IP=120(0.47
m (0.39) CYP3A4=0.82 (0.37),0.17 (0.4) (0-47)
9550329 216/23/9 hERG= 0.23 (0.37) CYP2D6= 0.08 (0.32) . 0.02 (0.29) OR =570 (0.51) 0.05/0.1
A549: >5000 SI=0.69 ) e : IV =32.35(0.3)
OB: Poor SC=220(0.37)
Lm:10+2 ES=0. . =160 (0.2
s s heracosean  CPIM=036028),00505)  JERORED
e ) CYP2D6= 0.27 (0.15), 0.08 (0.4) B : U
A549: 1296 + 76 SI=0.39 IV =37(0.38)
OB: Moderate SC=530(0.46)
Lm: 142 +32 AMES= 0.095 (0.29) IP = 360 (0.56)
CYP3A4=0.51 (0.16), 0.15 (0.19
11834429 188/3/0 hERG= 0.4 (0.09) CYP2D6= 0.69 EO " ) 0.69 (é 15) ) OR = 600 (0.54) 0.06/0.07
A549: >5000 SI=0.39 o B : IV = 68.39 (0.53)
OB: Moderate SC=1100 (0.51)
Lm: 211 + 47 =0. . = .
11834470 " 200/24/3 :erlzi;s— (;) 26: (10(((3392)2) CYP3A4=0.76(0.12), 0.18 (0.34) L)PR _251320(8 3391)18) 0.1/0.09
= ) CYP2D6=0.24 (0.37), 0.07 (0.24) - ) e
A549: >5000 SI=0.84 IV = 68.33 (0.3)

OB: Moderate

SC =130 (0.26)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 607 + 166 =0. . = .
11948854 " 180/4/0 ﬁxzi;s— (;) ;28 (10(212)) CYP3A4=0.39(0.09), 0.04(0.21) gR —73(7)0(?07;)) 0.04/0.01
e ) CYP2D6= 0.55 (0.3), 0.15 (0.3) " : o
A549: >5000 SI=0.81 IV =230 (0.75)
OB: Moderate SC=210(0.4)
Lm: 205 + 21 AMES= 0.345 (0.1 IP=77.01(0.58
m (0.1) CYP3A4=0.19 (0.48), 0.06 (0.55) (0-58)
11957314 200/26/3 hERG= 0.98 (0.25) CYP2D6= 0.75 (0.37) . 0.24 (0.14) OR =970 (0.51) 0/0.01
A549: 1143 + 53 SI=0.71 e RESRS ’ IV = 14.72 (0.68)
OB: Poor SC =320 (0.5)
Lm: 174 +32 =0. . =24, .
11958710 " 193/10/1 /;2/;{25_ (? 8641 (60(322)) CYP3A4=0.53(0.14), 0.04 (0.38) IoPR —2253;6((()032) 0.02/0.03
o ) CYP2D6= 0.39 (0.24) , 0.17 (0.28) e : R
A549: >5000 SI=0.72 IV=12.2(0.22)
OB: Poor SC = 35.08 (0.3)
Lm: 746 + 211 AMES=0.37 (0.42 IP=47.19 (0.13
m (042) CYP3A4=0.96 (0.86) , 0.48 (0.3) (0.13)
12004512 162/6/2 hERG= 0.03 (0.27) CYP2D6= 0.05 (0.39) . 0 {0.41) OR =450 (0.42) 0.08/0.2
A549: >5000 SI=0.48 T e IV = 6.34 (0.23)
OB: Poor SC = 38.47 (0.33)
Lm: 491 + 92 AMES= 0.477 (0.21) IP = 11.02 (0.06)
CYP3A4=0.66 (0.17),0.09 (0.26
12004742 181/25/10 hERG= 0.94 (0.12) CYP2D6= 0,31 ;o 2 ) 0.34 (é 18)) OR =140 (0.12) 0.07/0.1
A549: >5000 SI=0.68 ’ B : IV = 8.4 (0.36)
OB: Poor SC =110 (0.25)
Lm: 629 + 107 AMES= 0.049 (0.54 IP = 46.51 (0.51
m 5=0.049(054)  (ypans_ 009 (0.53), 0.06 (0.66) 6:51(0.51)
12005597 172/19/6 hERG= 0.99 (0.56) CYP2D6=0.32 (0.38) , 0.1 (0.45) OR =700 (0.46) 0.03/0.05
A549: 4067 + 721 SI=0.67 T e ’ IV = 23.31 (0.69)
OB: Poor SC =350 (0.55)
Lm: 229 + 34 AMES= 0.646 (0.16 IP=41.73 (0.46
m (016)  vp3a4=0.4(0.26), 0.1 (0.58) (0.46)
13481921 166/11/0 hERG= 0.96 (0.19) CYP2D6= 0.78 (0.5) . 0.48 (0.35) OR =130 (0.44) 0/0.01
A549: >5000 SI=0.72 ) s : IV = 18.84 (0.44)
OB: Poor SC=29.98 (0.37)
Lm: 849 + 99 AMES= 0.254 (0.2 IP= .
m 5=0.254(026)  (ypaps_ 067 (0.12),0.11 (0.51) 580(0:39)
15944965 168/14/3 hERG= 0.87 (0.13) OR =480 (0.27) 0.04/0.07
CYP2D6= 0.69 (0.2), 0.42 (0.17)
A549: >5000 SI=0.73 IV = 60.54 (0.41)
OB: Moderate SC=130(0.32)
Lm: 505 + 54 AMES= 0.841 (0.25) IP = 76.17 (0.15)
CYP3A4=0.68 (0.12),0.08 (0.48
15944971 166/23/5 hERG= 0.97 (0.23) CYP2D6= 0.56 :o " ) 0.35 (é 13) ) OR =290 (0.22) 0.02/0.04
A549: >5000 SI=0.7 ) B : IV =12.69 (0.31)
OB: Poor SC = 48.86 (0.16)
Lm: 178 + 36 ES=0. .1 = .
15945170 " 164/2/0 /rT’E\:IzGS- (;) 2425 ?0(21)9) CYP3A4=0.37(0.12), 0.01 (0.43) Ic':R -Gf;)()(g (‘:)8)19) 0.1/0.2
e ) CYP2D6=0.28 (0.27) , 0.07 (0.28) " ) e
A549: >5000 SI=0.16 IV = 13.24 (0.43)
OB: Poor SC = 1000 (0.31)
Lm: 184 + 12 AMES= 0.425 (0.14) IP = 24.19 (0.54)
CYP3A4=0.28 (0.19), 0.04 (0.45
15945780 168/10/1 hERG= 0.8 (0.14) CYP2D6= 0.58 EO 38; 026 EO 35; OR =550 (0.41) 0.03/0.03
A549: >5000 SI=0.3 o R : IV = 29.82 (0.61)
OB: Moderate SC=110(0.4)
Lm: 165 # 25 =0. . = .
16187569 " 151/2/0 ﬁxzi;s— (;) 91 ?(? 13)13) CYP3A4=0.34(0.16), 0.03 (0.3) gR -35(2)0(?04;8) 0.1/0.1
I CYP2D6= 0.48 (0.08) , 0.24 (0.27) - ) e
A549: >5000 SI=0.62 IV = 47.74 (0.41)

OB: Moderate

SC = 260 (0.43)



Predictive in silico ADMET

Pubchem ECso (NM) Pubchem AID/Active Test (RI) [CYP] IC5o <50 uM, Mouse LDs Tanimoto Score
(el]») Ave £ SD Flags/Confirmed 1C50 < 10 uM (RI) (mg/kg) (R1) (SSG/AB)
Lm: 14 £13 =0. . = )
16187595 " 145/2/0 :erlzi;s— (;) 30:; (60((()J£12)9) CYP3A4=039(0.23), 0.02 (0.3) L)PR -1fg(§8 (302;7) 0.02/0.06
oo CYP2D6= 0.45 (0.19) , 0.24 (0.46) B ) e
A549: >5000 SI=0.7 IV =36.81(0.45)
OB: Moderate SC =150 (0.37)
Lm:511+44 AMES=0.157 (0.2 IP =300 (0.26
m (0.2) CYP3A4= 0.2 (0.09) , 0.01 (0.26) (0-26)
16187738 149/2/0 hERG= 0.68 (0.1) CYP2D6= 0.45 (0.25), 033 (0.25)  OR =760 (0.41) 0.09/0.1
A549: >5000 SI=0.48 T e Eee IV = 36.53 (0.6)
OB: Moderate SC =340 (0.52)
Lm:571+113 =0. N = B
16189740 " 146/2/0 ﬁx{?— (? fsl ?0(271)4) CYP3A4=0.5(0.26),0.1(034) IoPR —1;(5)0((()07;9) 0.04/0.06
o ) CYP2D6=0.29 (0.2), 0.2 (0.27) " : R
A549: >5000 SI=0.84 IV=27.54(0.2)
OB: Moderate SC = 86.87 (0.41)
Lm: 301 + 50 AMES=0.624 (0.5 IP=1100 (0.39
m (05) CYP3A4= 0.31 (0.24), 0.1 (0.38) (0.39)
16192568 148/2/0 hERG= 0.14 (0.19) CYP2D6= 0.1 (0.44) , 0.01 (0.54) OR =520 (0.59) 0.12/0.07
A549: >5000 SI=0.3 S B IV = 130 (0.66)
OB: Moderate SC =270 (0.69)
Lm: 357 £ 56 AMES=0.073 (0.5 IP=220(0.6
m (05) CYP3A4= 0.29 (0.19), 0.04 (0.47) (06)
16192591 153/5/0 hERG= 0.68 (0.14) CYP2D6= 0.34 (0.22) , 0.09 (0.26) OR =490 (0.72) 0.01/0.04
A549:3754 + 623 SI=0.44 ’ e ' IV=41.19(0.67)
OB: Moderate SC =160 (0.37)
Lm:50+9 AMES= 0.4 .1 IP =57.67 (0.
m $=0.403(0.15)  (ypang 045 (0.39), 0.12 (0.34) 57.67(0.55)
16196001 146/2/0 hERG=0.72 (0.37) CYP2D6=0.39 (0.19), 0.18 (0.22) OR =330(0.55) 0.04/0.06
A549: 5000 SI=0.72 ST e IV = 12.85 (0.56)
OB: Poor SC =200 (0.33)
Lm:703 +44 AMES=0.21 (0.11 IP=14.24 (0.61
m 011 yp3a4=0.72 (0.47), 032 (0.35) (0.61)
16196006 145/5/1 hERG= 1 (0.43) CYP2D6= 0.79 (0.33) . 0.29 (0.34) OR =470 (0.33) 0.03/0.03
A549: >5000 SI=0.64 ’ U ' IV=1.66(0.41)
OB: Poor SC=20.73 (0.36)
Lm:18 £ 2 AMES= 0.4 .1 IP=51.41(0.54
m 5=0.469(0.13)  (ypang_078 (0.15),0.12 (0.2) 51.41(0.54)
16196223 156/18/2 hERG=0.96 (0.4) CYP2D6= 0,63 (0.33), 0.34 (0.22) OR =350(0.27) 0.01/0.05
A549: 2325 + 205 SI=0.7 TP sl B IV = 11.38 (0.55)
OB: Poor SC=74.17 (0.36)
Lm:15+1 AMES=0.304 (0.12) IP =23.87(0.48)
CYP3A4=0.69 (0.2), 0.05 (0.32
16196319 150/11/1 hERG= 0.92 (0.33) CYPID6= 0.42 }o 3)2) o 2; 0 2)1) OR =400 (0.31) 0.01/0.08
A549: >5000 SI=0.71 ’ DA ' IV =13.55 (0.59)

OB: Poor

SC = 70.87 (0.37)



