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Figure S1. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 2
0.0000007
= _ Ov
=
7] ]
£ 00000006 o O
E ]
3 E Br
& 0,0000005 3
[ E
E 3
0 E
2 0.0000004 3
] [i1]
| o
3 m
0.0000003 3 |
] Q
E ]
00000002 55 |
3 =+
00000001 i B8R
: | /\_‘_?ﬂ
E . h i
b3 C
228208207 269
el =
e AN
1 i 14 13 12 1 10 g 8 7 g g § 3 2 1

Chemical Shift (ppm)

Figure S2. 'TH-NMR (400 MHz, DMSO-d,) spectrum of compound 2’
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Figure S3. 'H-NMR (400 MHz, DMSO-d,) spectrum of compound 3
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Figure S4. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 3’
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Figure S5. 'TH-NMR (400 MHz, DMSO-d;) spectrum of compound 4a
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Figure S6. 3C-NMR (101 MHz, DMSO-dj) spectrum of compound 4a
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Figure S7. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 4b
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Figure S8. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4b
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Figure S9. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 4¢
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Figure S10. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4¢
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Figure S11. '"H-NMR (400 MHz, DMSO-d;) spectrum of compound 4d
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Figure S12. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 4e
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Figure S13. BC-NMR (101 MHz, DMSO-dj) spectrum of compound 4e
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Figure S14. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 4f
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Figure S15. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4f
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Figure S16. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 4g
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Figure S17. '"H-NMR (400 MHz, DMSO-d;) spectrum of compound 4a’

1
Chemical Shift (ppm)

Figure S18. 3C-NMR (101 MHz, DMSO-dj) spectrum of compound 4’°a
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Figure S19. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 4’b

23

3 s £

g & go B

E a 95 H

2 i o8 7
a2l

~—138.88{11)
43 48{

~=127 83
~124.74{12)
—1 1808

o
Chemical Shift (ppm)

Figure S20. 3C-NMR (101 MHz, DMSO-d,) spectrum of compound 4°b
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Figure S21. '"H-NMR (400 MHz, DMSO-d;) spectrum of compound 4°¢
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Figure S22. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 4°d
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Figure S24. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 4’e
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Figure S25. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4’e
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Figure S26. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 4°f
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Figure S27. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4°f
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Figure S28. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 4°g
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Figure S29. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 4°g
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Figure S30. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 4’h
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Figure S31. BC-NMR (101 MHz, DMSO-dj) spectrum of compound 4°h
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Figure S32. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 6
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Figure S33. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 7a
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Figure S34. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 7b
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Figure S35. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 7¢
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Figure S36. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 7d
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Figure S37. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 7e
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Figure S38. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 7f
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Figure S39. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 8a
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Figure S40. '"H-NMR (400 MHz, DMSO-dj) spectrum of compound 8b
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Figure S41. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 8¢
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Figure S42. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 8d
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Figure S43. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 8e
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Figure S44. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 8f
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Figure S45. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 9a
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Figure S46. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 9b
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Figure S47. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 9b
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Figure S48. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 9¢
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Figure S49. BC-NMR (101 MHz, DMSO-dj) spectrum of compound 9¢
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Figure S50. '"H-NMR (400 MHz, DMSO-dj) spectrum of compound 9d
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Figure S51. 3C-NMR (101 MHz, DMSO-dj) spectrum of compound 9d
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Figure S52. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 9e
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Figure S53. BC-NMR (101 MHz, DMSO-dj) spectrum of compound 9e
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Figure S54. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 9f
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Figure S55. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 9f
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Figure S56. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 10
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Figure S58. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 13a
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Figure S61. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 13d
f O\ :
o
00000003 @
m
o]
0
00000002 5
o
o
cg_l\-
i ’\E 4 g
-
.
00000001 i Fw
N
B e s =
098 197107198085 139 m
— IR
125 120 M5 H0 05 100 95 80 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 0§ O

Chemical Shift (ppm)

Figure S62. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 13e
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Figure S63. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 13f
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Figure S64. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 13g
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Figure S65. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 13h
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Figure S66. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 13i
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Figure S67. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 14a
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Figure S68. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 14b
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N
00000003 \>—®*0
N
H
00000002 i 2,
B B8
Ly LJ E?
(]
0.0000001 k
4] " !\h oo
| 0y 8%07 £ mf‘_
] EWE ’Lrlr :'T‘JE
788 85 —
L] oL
. ] |
0 i " . - ol
gt
1.0 1M 220406159
H 4 d i HH
I|\\Ill\III|\III‘\III‘IIII‘III\‘III\'III\‘IIII‘III\‘III\|IIH|II\\lll\l||\\Ill\II|I\II|HII|\Illl\III‘\III‘IIII‘III\‘III\|III\|II\\|II\I|II\I|IHI|I\II|I\II|HII|\III|\\I
il i 1" 1 12 1 1 9 § it ] 5 4 i 2 1 0

Chemical Shift (ppm)

Figure S70. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 14d
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Figure S71. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 14e
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Figure S72. "TH-NMR (400 MHz, DMSO-dj) spectrum of compound 14f
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Figure S74. "H-NMR (400 MHz, DMSO-d;) spectrum of compound 14h
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Figure S75. "H-NMR (400 MHz, DMSO-dj) spectrum of compound 14i
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Figure S76. "H-NMR (400 MHz, DMSO-dj) spectrum of compound 14j
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Figure S78. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 15a
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Figure S79. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 15b
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Figure S80. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 15¢
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Figure S81. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 15d
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Figure S82. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 15e

425



N o— 8
”
\
0.0000010 3 ©: o
0.0000008 3
0.0000008 o
= 00000007 3 <
n
c Pl
£
E 0000006 § g
. 3 5 i
= ; =@
£ 00000005 G
Q
5 ]
0.000000¢
E ca ik
0.0000003 3 ad <=
= =
: &
0.0000002
o |
3 23 B
0.0000001 3 i
E id's '
0 El i L.s-— o
290190 200 3.02 208
b ety u
T AR R R L R R RN RN LA LA AN RALLE LAY ARRRNERRRIEEERERRRRE aRRY T :
16 15 1 13 12 1 10 9 E 4 3 2 1 0

Chemical Shift (ppm)

Figure S83. 'H-NMR (400 MHz, CDCls) spectrum of compound 15f
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Figure S84. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 15g
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Figure S85. 'H-NMR (400 MHz, DMSO-dy) spectrum of compound 15h
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Figure S86. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 15i
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Figure S87. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 15j
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Figure S88. 'H-NMR (400 MHz, CDCls) spectrum of compound 15k
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Figure S90. 'H-NMR (400 MHz, DMSO-d;) spectrum of compound 16a
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Figure S92. 3C-NMR (101 MHz, DMSO-dj) spectrum of compound 16a
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Figure S94. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 16b
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Figure S95. 'H-NMR (400 MHz, DMSO-dj) spectrum of compound 16¢
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Figure S96. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 16¢
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Figure S97. 'H-NMR (400 MHz, CH30H-d,) spectrum of compound 16d
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Figure S98. 3C-NMR (101 MHz, DMSO-d;) spectrum of compound 16d
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Name:

Dr/AsmaaAtta

Analysis Report:

Compound C% H % N%
Code
de 75.29 6.80 13.24
4f T4.65 6.44 14.00
dc 70.79 5.02 13.606
4b 58.09 3.55 12.11
da 72.80 5.03 15.88
4'h 75.11 6.77 13.15
4a 73.55 5.39 15.09
4'c 59.77 3.89 11.55
4f 70.45 5.00 13.69
4'g 75.03 T7.02 12.77
G
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Analysis Report:

Compound C% H % N %
Code
4'b 69.11 4.00 14.20
d'e 70.99 5.94 13.11
4'd 71.33 535 13.12
4d 70.33 3.50 13.64
4g 66.88 5.28 12.98
ob 56.38 3.65 15.44
od 00.97 5.60 17.12
9¢ 66.23 5.19 18.20
9¢ 71.84 0.05 16.77
9a 04 .88 4.44 18.90
of 71.25 0.28 17.44
11 42.66 3.20 19.89
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Name:

Analvsis Report:

Dr/ Asmaa Atta

Compound C% H % N %

Code
16b 65.12 0.15 20.21
l6g 60.02 5.09 16.89
16e 69.40 5.43 17.81
161 61.98 4.70 19.14
l6c 65.98 0.25 19.42
10a 635.41 5.62 19.87
16k 61.04 5.63 18.98
16d 00.59 6.32 18.70
16j 05.43 5.27 23.71
16h 61.55 448 15.16
1ot 67.41 5.04 16.59

"
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Aligned poses of the BACEI1 co-crystallized ligand (magenta) and its redocked
conformation (yellow)
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NH ]

SMILES C=CCOc1ccc(ce1)e1nc2e(n1CC(=0)NC(=N)N)ccec2

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (LOGP)

Log Py (XLOGP3)
Log Poy, (WLOGP)
Log Poy (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py

]
AN

FLEX
(]

5 INSATU

Physicochemical Properties
C19H19N502
349.39 g/mol
26
15
0.1
8
4
3
100.98
106.02 Az

Lipophilicity
1.84
3.01
228
1.79
2.07
2.20

SwissADME Profiles

LIPO

INSOLU

SIZE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kj (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessibility

Water Solubility

-3.80

5.52e-02 mg/ml ; 1.58e-04 mol/l
Soluble

-4.90
4.39e-03 mg/ml ; 1.26e-05 mol/l
Moderately soluble
-5.29
1.77e-03 mg/ml ; 5.07e-06 mol/l
Moderately soluble
Pharmacokinetics
High
No
No
No
No
Yes
No
No
-6.29 cmis
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
3 alerts: imine_1, imine_2, isolated_alkene
No; 1 violation: Rotors>7
277

®
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ite0C&

HE

E)\o
Hf

XYY

W4,  INSATU POLAR

o

LiPO

FLEX SIZE

NH

INSOLU

SMILES NC(=N)NC(=0)Cn1c(nc2c1ceec2)cicee(ce1)OC(C)C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Poy (ILOGP)
Log Py (XLOGP3)
Log Py (WLOGP)
Log Posw (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py

Physicochemical Properties

C19H21N502
351.40 g/mol
26

15

0.21

4

3

101.45

106.02 A2
Lipophilicity

1.59

3.17

2,50

1.86

191

2.21

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log 8 (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2CS9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-3.98

3.67e-02 mg/ml ; 1.05e-04 mol/l
Soluble

-5.07
3.01e-03 mg/ml ; 8.57e-06 mol/l
Moderately soluble
-5.26
1.91e-03 mg/ml ; 5.43e-06 mol/l
Moderately soluble
Pharmacokinetics
High
No
No
No
No
No
No
No
-6.19 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2
No; 1 violation: MW>350
2.80

@
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LiPO

H ,c\(
FLEX SIZE

zx

POLAR

HH
\f INSATU
NH,

INSOLU

SMILES CC(COcicce(cct)einc2e(n1CC(=0)NC(=N)N)cccc2)C
Physicochemical Properties

Formula C20H23N502

Molecular weight 365.43 g/mol

Num. heavy atoms 27

Num. arom. heavy atoms 15

Fraction Csp3 0.25

Num. rotatable bonds 8

Num. H-bond acceptors 4

Num. H-bond donors 3

Molar Refractivity 106.26

TPSA 106.02 A2
Lipophilicity

Log Poyy (LOGP) 1.84

Log Py (XLOGP3) 3.70

Log Popy (WLOGP) 2.75

Log Popy (MLOGP) 2.09

Log Py (SILICOS-IT) 2.30

Consensus Log Py, 2.54

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C189 inhibitor
CYP2C3 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kj, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness

Synthetic accessibility

Water Solubility

-4.32

1.75e-02 mg/ml ; 4.79e-05 mol/l
Moderately soluble

-5.62
8.82e-04 mg/ml ; 2.41e-06 mol/l

Moderately soluble

-5.66
7.99e-04 mg/ml ; 2.19e-06 mol/
Moderately soluble
Pharmacokinetics
High
No
No
No
No
Yes
No
No
-5.90 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2

No; 3 violations: MW=>350, Rotors>7,
XLOGP3>3.5

2.92

@
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o0&

LiPO

FLEX . SIZE

Qg ™ |
aasalll )

NH, INSATU

INSOLU

SMILES NC(=N)NC(=0)Cn1c(nc2cicece2)cicee(ce1)OC1CCCC
Physicochemical Properties

Formula C21H23N502

Molecular weight 377.44 g/mol

Num. heavy atoms 28

Num. arom. heavy atoms 15

Fraction Csp3 0.29

Num. rotatable bonds 7

Num. H-bond acceptors 4

Num. H-bond donors 3

Molar Refractivity 108.95

TPSA 106.02 A2
Lipophilicity

Log Popy (LOGP) 2.01

Log Popy (XLOGP3) 3.64

Log Pony (WLOGP) 3.03

Log Pypy (MLOGP) 2.31

Log Py (SILICOS-IT) 2.23

Consensus Log Foy 2.65

Log S(ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log KP (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-4.41

1.48e-02 mg/ml ; 3.91e-05 mol/l
Moderately soluble

-5.65
1.05e-03 mg/ml ; 2.79e-06 mol/l
Moderately soluble
-5.58
9.90e-04 mg/ml ; 2.62e-06 mol/l
Moderately soluble
Pharmacokinetics
High
No
Yes
Yes
No
Yes
Yes
No
-6.02 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2
No; 2 violations: MW>350, XLOGP3>3.5
3.01

®
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LIPO

INSATU

INSOLU

SMILES NC(=N)NC(=0)Cn1c(nc2c1cece2)c1cec({cc1)OCe1cecect

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Pyyy (LOGP)
Log Pypy (XLOGP3)
Log Py (WLOGP)
Log Popy (MLOGP)
Log Popy (SILICOS-IT)

Consensus Log Pypy

Physicochemical Properties

C23H21N502

399.45 g/mol

30

21

0.09

8

4

3

116.32

106.02 A2
Lipophilicity

1.98

3.86

314

2.53

2.76

2.86

SIZE

POLAR

Log S (ESOL)
Solubility

Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness

Synthetic accessibility

Water Solubility

-4.74

7.30e-03 mg/mil ; 1.83e-05 mol/l
Moderately soluble

-5.78
6.58e-04 mg/ml ; 1.65e-06 mol/l
Moderately soluble
-7.33
1.88e-05 mg/ml ; 4.71e-08 mol/l
Poorly soluble
Pharmacokinetics
High
No
No
Yes
Yes
Yes
Yes
No
-6.00 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

3.01

A=y
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fteC&

LIPO

FLEX
S

ook

INSATU

INSOLU

SMILES COc1ccec(c1)COc1cce(cet)cinc2e(n1CC(=0)NC(=N)N)cccc2

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Poyy (LOGP)

Log Pypy (XLOGP3)
Log Pojy (WLOGP)
Log Py (MLOGP)
Log Pypy (SILICOS-IT)

Consensus Log Pypy

Physicochemical Properties

C24H23N503

429.47 g/mol

32

21

0.12

2]

5

3

122.82

115.25 Az
Lipophilicity

2.78

3.83

3.15

222

2.83

2.96

SIZE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C39 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K'J (skin permeation)

Lipinski
Ghose
Veber
Egan
Muegge

Bioavailability Score
PAINS

Brenk

Leadlikeness

Svnthetic accessibility

Water Solubility

-4.81

6.69e-03 mg/ml ; 1.56e-05 mol/l
Moderately soluble

-5.95
4.87e-04 mg/ml ; 1.13e-06 mol/l

Moderately soluble

-7.43

1.61e-05 mg/ml ; 3.74e-08 mol/l

Poorly soluble

Pharmacokinetics

High

No

No

Yes

Yes

Yes

Yes

Yes

-6.20 cm/s
Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

3.24

@
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LIPO

FLEX

INSATU

INSOLU

SMILES NC(=N)NC(=0)Cnic(nc2ciccec2)cicee(ce1)OCeiceee(c)F

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Poyy (ILOGP)
Log Popy (XLOGP3)
Log Py (WLOGP)
Log Popy (MLOGP)
Log Popy (SILICOS-IT)

Consensus Log Py,

Physicochemical Properties

C23H20FN502
417.44 g/mol
31

21

0.09

5

3

116.28

106.02 A2
Lipophilicity

2.22

3.96

3.70

2.9

3.19

3.20

SIZE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness

Synthetic accessibility

@
Water Solubility
-4.90
5.30e-03 mg/ml ; 1.27e-05 mol/|
Moderately soluble

-5.89
5.42e-04 mg/ml ; 1.30e-06 mol/|

Moderately soluble

-7.59

1.07e-05 mg/ml ; 2.57e-08 mol/|

Poorly soluble

Pharmacokinetics

High

No

No

Yes

Yes

Yes

Yes

No

-6.03 cm/s
Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

3.08
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LIPO

FLEX 5 SIZE

INSATU POLAR

INSOLU

SMILES NC(=N)NC(=0)Cn1c(nc2c1ccec2)cicce(cc1)OCcicec(cc1)C(F)(F)F
Physicochemical Properties

Formula C24H20F3N502

Molecular weight 467.44 g/mol

Num. heavy atoms 34

Num. arom. heavy atoms 21

Fraction Csp3 0.12

Num., rotatable bonds 9

Num. H-bond acceptors T

Num. H-bond donors 3

Molar Refractivity 121.33

TPSA 106.02 A2
Lipophilicity

Log Puyy (LOGP) 2.40

Log Popy (XLOGP3) 475

Log Py (WLOGP) 5.31

Log Pow (MLOGP) 3.05

Log Py (SILICOS-IT) 3.86

Consensus Log Popy 3.87

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

G| absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K,J (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness

Synthetic accessibility

W
Water Solubility
-5.59
1.19e-03 mg/ml ; 2.55e-06 mol/l
Moderately soluble

-6.71
9.18e-05 mg/ml ; 1.96e-07 mol/l
Poorly soluble
-8.15
3.32e-06 mg/ml ; 7.11e-09 mol/l
Poorly soluble
Pharmacokinetics
High
No
No
Yes
Yes
Yes
Yes
No
-5.78 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

3.19
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LiPo
. FLEX SIZE
- 4
. OO
0’ ¥
o
L INSATU POLAR
INSOLU
SMILES ;\I&:](:N)NC(:O)Cn1c(nc2c:1cccc2)c1ccc(cc1)OCc1ccc(cc1)[N+](=0)
Physicochemical Properties

Formula C23H20N804
Molecular weight 444.44 g/mol

Num. heavy atoms 33

Num. arom. heavy atoms 21

Fraction Csp3 0.09

Num. rotatable bonds 9

Num. H-bond acceptors 6

Num. H-bond donors 3

Molar Refractivity 125.15
TPSA 151.84 A2

Lipophilicity

Log Py (ILOGP) 1.73

Log Py, (XLOGP3) 3.69

Log Popy (WLOGP) 3.05

Log Py (MLOGP) 1.68

Log Popy (SILICOS-IT) 0.61
Consensus Log Pgpy 2.15

Log S(ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C3 inhibiter
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness

Synthetic accessibility

Water Solubility

-4.80

7.09e-03 mg/ml ; 1.60e-05 mol/l
Moderately soluble

-6.57
1.20e-04 mg/ml ; 2.70e-07 mol/l
Poorly soluble
-6.67
9.61e-05 mg/ml ; 2.16e-07 mol/l
Poorly soluble
Pharmacokinetics
Low
No
No
No
Yes
Yes
No
Yes
-6.39 cm/s
Druglikeness
Yes; 0 violation
Yes
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6
No; 1 violation: TPSA>150
0.55
Medicinal Chemistry
0 alert

4 alerts: imine_1, imine_2, nitro_group, oxygen-
nitrogen_single_bond

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

3.22
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FLEX

H,NYE\H/\N A '

NH [¢]

INSATU

SMILES NC(=N)NC(=0)Cn1c(nc2c1ccec2)ciceeect

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Pyyy (LOGP)
Log Py (XLOGP3)
Log Popy (WLOGP)
Log Popy (MLOGP)
Log Popy (SILICOS-IT)

Consensus Log Py

Physicochemical Properties
C16H15N50
293.32 g/mol
22
15
0.06
5
3
3
85.34
96.79 Az

Lipophilicity
0.93
2.40
i |
1.68
1.25
1.59

LIPO

SIZE

POLAR

INSOLU

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kj, (skin permeation)

Lipinski
Ghose
Veber
Egan
Muegge

Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessibility

Water Solubility

-3.35

1.32e-01 mg/ml ; 4.52e-04 mol/l
Soluble

-4.07
2.47e-02 mg/ml ; 8.43e-05 mol/l

Moderately soluble

-4.73
5.41e-03 mg/ml ; 1.85e-05 mol/l
Moderately soluble
Pharmacokinetics
High
No
No
Yes
No
No
No
No
-6.39 cm/s
Druglikeness

Yes; O violation
Yes
Yes
Yes
Yes
0.55

Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2
Yes
2.50

®
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fieCd
M

T~CH,

N// N’/‘\\ﬂ/’n\\fj;NH

0

SMILES COc1ce(cec10C)e1nc2e(n1CC(=0)NC(=N)N)ccce2
Physicochemical Properties

Formula
Molecular weight
Num. heavy atoms

Num. arom. heavy atoms

Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity
TPSA

Log Py (LOGP)

Log Py (XLOGP3)
Log Py (WLOGP)
Log Py (MLOGP)
Log Py, (SILICOS-IT)

Consensus Log Py

NH, INSATU

C18H19N503

353.38 g/mol

26

15

017

T

5

3

98.33

115.25 Az
Lipophilicity

1.61

2.34

1.73

1.1

1.36

1.63

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

G| absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C3 inhibitor
CYP2Dé6 inhibitor
CYP3A4 inhibitor

Log K; (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-3.47

1.20e-01 mg/ml ; 3.39e-04 mal/l
Soluble

-4.40
1.41e-02 mg/ml ; 3.98e-05 mol/l
Moderately soluble
-4.96
3.91e-03 mg/ml ; 1.11e-05 molA
Moderately soluble
Pharmacokinetics
High
No
Yes
No
No
No
No
No
-6.79 cm/s

Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55

Medicinal Chemistry
0 alert
2 alerts: imine_1, imine_2
No; 1 violation: MW>350
2.80

®
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Pro-Tox 3.0 Toxicity Analysis Webserver

ProTox-3.0 - Prediction of TOXicity of chemicals

Oral toxicity prediction results for input compound

Mama OnCINC{NENC|C2e0C
(FIFIC=C3)=CCaCT)aC
Predicted LD50: 1000mg/kg | 4 »
Predicted Toxicity Class: 4 | || Mowsisht 347.29
Mumber of hydragen 4
bond acteplors
, N e
' Average similarity: 45.47% | || Mumberof stoms E
| Number of bands |
Prediction accuracy: 54.26% | | number of rotable bongs | 4
| Molecular refractivity | 86.82
4b | | | Tapolagical Palar 81
Surtace Araa
i octanolwater partition. | 4.17
coeflicient{logP)
Toxicity Model Report
[ Gapy | Excel | [ G5V | [POF ]
Classification [ Target | shorthand | Prediction Probability
Organ loxicity Mephroloxicity | nephro Inactive 0.56
I DOrgan loxicity | Cardiotoxisity i cardio | Inactive . 0.89
| Touicty end paints || Immunatoxicity [ immuna [ inactive 0.8
| Toicity end paits | Mutaganicity | mutagen [ tnactive 0,65
| Toxiciy end poiis | Cytotosicity | ey | Inactive | om
| Toxicity end paints || Mutsitiona) toxicity [ [ inactive 0.76
| Toxz1-Nuclear receplor signalling pathways | Anyl hydrocarbon Receplar (AR) nr_shr | imactive 0.5
| Toxz1-Nuclear receplor signaling pattways | Androgen Recsplor (AR) nr_ar [ mactive ' 0.96
| Tox21-Nuclear receplor signaling pathways | Androgen Receplor Ligand Binding Dotnain (AR-LBD) nr_ar_lbd Inactive 099
| Tox21-Nuclear recepior signalling pathways | Aromaiase nr_aramatase Inactive 0.3
| Tax21-Nuclear receplor sgnaling gathways | Estroqen Recentor Alpha (ER) | nr_er | Inactive DBS
| Tox21-Muclear receptor signaling pathways | r_er 1ba [ tnactive | 0.97
| Toxz1-Nuclear receplor signaling pathways | nt_ppar_garmema | Inaciive 0.96
| Tox21-Siress rasponse pathways i i 5F_are | Inactive 0.96
| Tax21-Stress respanse pathweys | Heat shock fackor response element (HSE) | ar_hae | Inactive 0.06
! Tox21-Siress response pathways | Mitochondrial Membrame Potential (MMP ! ar_mmg | Inactive | 063
| Toxn21-51ress response palivways | Phosphop rotain Si SE01 | ar_p53 ! Inactive 0.7
i T2 1-Siress response pathways i ATPase family AfA domain-containing protein 5 (ATADS) ar_atads Inactive 085
i Maolecular Iniiating Events | d harmone al HR) mie_thr_alpha Inactive 0.83
| Moleculer Initating Events | Thyroid hormone recepior beta (THRE) | mie_thr_teta | inaciive 086
| Molecular Inilating Events | Transtyresin (TTR) [ rie_tr Inactive 052
i Molecular |nitiating Events i RYR | FiE_ryr Inactive 0.87
| Molecular Initiating Events GABA receplor (GABAR) | mie_gabar i Inactive | 088
| Molecular Initating Events | Glutamats Wnetry.o- MOAR] || mie_nmaar [ inactive 0.95
Molecular nitiating Events alpitea- amino-3-hydrony- 5 methyl-d-isncaeeleproponate. ie_smipar Inacdive 0.99
| e | |
[ Molecular Initiating Events [ mia_kar [ Inactive | 10
| Molesular Iniating Events [ mia_ache [ nactive | n.az I
| Molecular Initiating Events [ mie_car [ inactive | 088
[ Molesular Iniiating Events [ mia_par [ nactive [ om |
| Molecular Initiating Evarts || mie_adhaox [ tnactiva | 088
[ Molecular Initiating Events [ mie_nis [ mactive I 050 T
| Matabolism [ cvPiaz [ tnactiva [ e |
[ Metabolam [cvrecis [ nactive [ osz B
[ Metabolism ["cypzca [“Inactiva [ em |
hitps:iftox charite de/protaxdfindex. php?site=compound_search_similarity 1/2
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ProTox-3.0 - Prediction of TOXicity of chemicals

| Classification | Target [ shorthand | Pradiction Probability
Metabolsm Cytochrome CYP2DE CYPZDE Iraacstive 0.63
Metabolsm me CYP CYPIAL Inactive 0.a1
Metabolsm Cylochrome CYPZEL CYP2E1 Inactive 10
Toxicity targets

Possible binding to toxicity targeds is shown below, For more information an the targaets, please click on tha individual abbreviabions.

v bina ol
AAZAR | ADRBZ | AMDR = AOFA CRFR1 DRD3  ESR1 | ESR2 GCR | HRH1 | NR112 OPRK OPRM PDE4D PGH1 | PRGR

https:-iftox charite de/protoxdindex php?site=compound_search_similarity 22
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ProTox-3.0 - Prediction of TOXIcity of chemicals

Oral toxicity prediction results for input compound

Marne O=CINC{MN=NC{C2ecs
Predicted LD50: 1000mglkg | 4« »
Predicted Toxicity Class: 4 | | =" 0735
bk
EEEE [ |
Average similarity: 48.19% | Mo chems i3
Number of bonds 28
Prediction accuracy: 54 26% | | Mumberafroisble bonds | 4
Molscular refractivity 91.43
4d | I Tapolegical Polar 81
Surtace Area
| octanoliwater 367
coefficient{logP)
Toxicity Mode! Report
[ Copy | Excel | G5V | [PDF |
Classification | Target | shorthand || Prediction Probability
Organ texicity Cardieinieity eardio Inactive 085
| Toxicly end painis || Immunotonicity [ immuno | nactive 0.08
| Taxicity end poinls | Mutagenicily | riLitagen | Inactive 0.56
| Toicay end points | Cytotosicity | cyto | inactive 77
| Toxicty end points | Mutdtional soxcity | rwri | inactive 0T
| Tox21-Nuclear receplor signalling pathways | Anyl hydrocarbion Receplor (AR) | i_anr Iractive 056
| Tox21-Nuclear receplor signalling pathways | Andragen Recaplor (AR} [ r_ae Inactive 0.90
| Toxz1-Nuclear receplor signalling pathways | Androgen Receplor Ligand Binding Dofmain (AR-LBD) | ni_ar_ba Inactive 097
| Tox21-Nuelear receplor signalling pathways Aromalase nr_aromatase Insacfive 0.1
| Tox2i-Nuclear receplor signalling pathways | Esbiogen Receplor Alpha [ER) fr_es Inactive 0.62
| Tox21-Nuclear receplor signalling gathways Estregen Receplor Ligand Binding Dorrain (ER-LBD) nr_g_lbd Inacive 0.9
| Tox21-Nuclear recepior signalling pathways Percxisome Proffraor Ativated Receptor Gamma (PPAR. | ni_ppar_gamma | Inaclive 096
| Gamma) | |
‘ Tox21-5iress response pathways ‘ Muclaar factor {andhroid-derivad 2)-like 2antioxidant | sr_gre | Inactiva 0.96
esponsive elament (o ARE)
| Tox21 -Sress responss pathways | Heal shock facior response element (HSE) | &f_hsa | Inactive 0.96
| Tox21-Stress response pathweys | Misochondrial Mambrane Polentis s1_mmg | Inacive 06T
| Tax21-Stress responss palhways | Ehosphoprotain (Tumor Supressor) ped | s_ps3 | Inactiva oar
I Tou2-Siress response patways | ATPass family ARA domain-containng protein 5 (ATADS) | ar_atads | Inactive 088
| Molecular Iniliating Events | Thyroid harmone receptor alpha (THR:) mie_thr_alpha | Inactive 0.88
| Moleculst Initating Events | Thyroid hormane recepior beta (THRE) riie_thr_tta | imactive 0.83
| Malecular |nitiating Events | Transtyretrin (TTR) | mie_tr | Incaclive 0.57
| Molecular Inllaing Events Ryanodine receptor (RYR) | ie_ryr Inactive 0.96
| Walecular niliating Events GABA recaplar (GABAR) riie_gabar Inactive 0.82
| Molecular Initiating Events Glutamate N-methyl-0-asparate receptor (MMOAR) mie_rimidar Insacdive 0.86
‘ Molecular Initiating Events | e~ BT o3 e P - A 0 0 G ‘ il _ 2T i Inactive: 0.99
recaplar (AMPAR)
| Molecular Initiating Events | mie_kar | mactiva 10
[ Molecular Initiating Events [ mia_ache [ inaciiva n.az [
| Molecular Initiaing Evants | mie_car | Inactive 096
| Malssular Initiating Events [ mmie_par [ Imactiva 090 N
| Molecular Infiating Evants | mia_nadhos | Inactive 096
[ Molecular Iniiating Events [ me_pis [ inaciiva o |
[ Metabolism [crria [ inaciiva orw |
[ Metabolsm [ crrzcis [ Imactive 0.81 [F
| Matabolism [ crpece | mactive 071
[ Metabolism [ cvPzDs [ inaciiva oss |
[ Metabolism [cvpass [ Inaciiva ome |
hittpes:iftox .charite de/protox ¥index php?site=compound_search_similarity 1/2
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ProTox-3.0 - Pradiction of TOXcity of chamicals
Classification Target Shorthand i Pradiction | Probability
Metabolsm Cylochrome CYPZET CY¥P2ZE1 Inactive 0.99

Toxicity targets

Possible binding to towicity targets is shown below. For more information on tha targets, please click on the individual abbreviations.

hittpes:ftox . charite de/protox dindex php?site=compound_search_similarity 242
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ProTox-3.0 - Prediction of TOXicity of chemicals

Oral toxicity prediction results for input compound

MName OmCINC{MjsNC|CCIn:
(FIF)C=C3)=CCRC2)=C 1
Predicted LD50: 350mg:‘kg__J 4 - »
Predicted Toxicity Class: 4 | | Motwisnt | 6132
Number of hydrogen 4
bead acceplors |
nnnn ‘ Number of hydrogen |2
tond danors
Average similarity: 43.05% | || Mumber of stoms | 28
. | Number of bands | 28
“N Prediction accuracy: 54.26% | || umberof rotavla bonas | 5
41 C Molecular refractivity | 8083
| | Topolkgical Polar a1
Surface Arna |
o e e octanolwater parttion | 4.08
coafficient{logF)
Toxicity Mode| Report
Classification | Target | shorthand | Prediction Probability
Organ losicity Mephiotoxici nephro Inactive 0.53
| organ tosicity | Cardioloxicity | cardio | Inaciive I 084
| Taicty end poirts || Immunctoxicity [ immune | Inactive 097
| Tasicity end paints | Mulagenicily | mutagen | Inaciive 0.66
| Tasicty end pairts Cylatasicity | eyta | Inactive 0.70
| Toicity end painis M toxici |t Inactive 0.75
|| Toxz1-Muciear rece plor signating pathways R AKR [ n_anr Inactive 061
Ton21-Nuclear receplor signaliing pathways Androgen Receplor (AR} | ne_ar Inactive 0.896
Tox21-Nuclear receplor signaling pattways | Androqen Receplor Linand Binding Dormain {AR-LBD) | rr_ar_tba Inactive .08
| Tox21-Nuclear receplor signaing pattways | Aromatase | nr_aromatase Inactive | 0.82
| Toxz1-Nuciear receptor signating patways | Estrogen Recstor Alpha (ER) [ e Inactive 082
[ Toxz1-Nuclear receptor signaling pathways | Estraqen Recsplor Ligand Binding Dormain {ER-LBD) [ner_iba [ naciive | 0.96
| T2 1-Muchear receptor signalling pathways Peroxisome Proiferator Activated Garnimi [PPAR- | NF_DErar_gamema ‘ Inaictive: 0.85
Gamma) | |
Tou21-5tress response pathways ‘ Nuclear factar (arythroid-derived 2)-like 2/antioxidant 5r_are ‘ Inactive 0.95
[Esponsive alement o2 ARE)
Tax21-5iress response pathways | Heat shock factor responee alement (HSE) ar_hsa | Inactive 0.95
| Tox21-51ress responze pathweys | Misschondrial (MMP) | sr_mme | Inactive | om
| Tax21-5tress response pathways | Phosphogrotsin (Tumor Supresscr) ps3 [ o ps3 [ Inactive 083
Tox2 1 -Siress response pathways ATPage family AfA domaln-containing protein 5 (ATADS) ar_atads Inaciive 0.4z
Molecular Initiating Events Thyraid hormone al HR]) mig_thr_akha Inactive | 0.8
| Molecular Initiating Events | Thyraid hormone receptor bets (THRE) || mie_thr_veta | Inaciive 084
| Molecular Initiating Events | Transtyretrn [TTR) | et | Inactive T
Malecular Iniliating Evants i RYR rle_yr Inactive 085
Malecular Initiating Events GABA receplor (GABAR) mie_gabar Inactive 0.79
| Malecular Initiating Events Glutamits N-methyl-D-asparals reoaptor (NMOAR) riey_reTiEar Inactive | 0.4
| Molecular Initiating Events ‘alpharaming-3- hydroy-5-metiyl-d-issszolepropionate mie_ampar Inactive 0,44
receplor (AMPAR}
| Malscular Initiating Evants i mie_kar | Inactive [ 10
| Molegular Initiating Events || mie_ache | Inactive I 0.85 B
! Malscular Initiating Evants | mie_car | Inactive | 098
[ Molecular Initiating Events [ mie_pxr [ Inactive [ e |
| Molecular Iniiating Everts [ mie_nadnax [ inactive | 097
| Molecular Initisting Events | mie_nes | Inaciive .88
[ Metaboksm [ ovPiaz [ Inactive I am
[ Metabolsm [ cvPecie [ Inactive o |
[ Metabotsm [ovracs [ Inactive [ oe8 |
hittpes -dftox charite de/protox3findex. php?site=compound_search_similarity 172
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ProTox-3.0 - Pradiction of TOXldty of chamicals

[ Classification [ Target [ Shorthand | Pradiction Probability
Metabolsm Lytochrome CYP2DE CYP2DE Insactive 0.63
Matabolsm Cylochrome CYP3A4 CYPA4 Inactiva 0.7z
Metabolksm Cyinchrome CYPZET CYPZE1 Inaciive 1.0

Toxicity targets

Possible binding to towicity targets ks shown balow. For more information on the targets, please click on the individual abbreviatons.

AAZAR ADRB2 ANDR | AOFA CRFR1 DRD3  ESR1  ESR2  GCR | HRH1 | WRilZ2  OPRK OPRM PDE4D PGH1  FPRGR

Ep—

https:iftox charlte da'protox3index php?site=compound_search_similarity 22
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PraTox-3.0 - Prediction of TOXcity of chemicals

Oral toxicity prediction results for input compound

Mama O=CANC{M=NC(CC2eT
Predicted LD50: 300mg/kg | 4 »
Predicted Toxicity Class: 3 | | "™ 3242
;ﬂmmman . 3
nnnn Number of hydragen |2
bend donors
Average similarity: 46 06% | | Mmoo ofetoms |35
| Mumber of bonds | ar
Prediction accuracy: 54 26% | | Numberof otable bonds | 6
Molsgular refractivity 103 54
4‘ Tapological Polar | T
R oom  Rw  w octanolwater parttion | 4.53
coeflicientlogP)
Toxicity Mode| Report
[ Copy | Excel | [CsV ][ PDF]
Classification || Target | shorthand | Prediction Probability
Owegan toxicity Hepalotogeity dili Inactive | oss
| Degan toxicity | Mephrotoxicity [ neparo [ inactive 065
| Ongan tosicity | Cardiotonicity | cardio | tnactive 0.66
| Tosicty end paints | carcinogeniciy | carcing [ inactive [ ose
| Tosicity end paints Immunetsxicily [ immuno | nactive 0.5
| Tasicity end paints Mutagenicity | mutagen Inactive 0.68
| Tosiciy end paints | Cytotosicity [ erio Inactive 0.77
| Tuniciy end painis | Mulrifienal baxicity | rualri Inaetive | 072
| Tax21-Muclear receplor signaling pathways [ n_anr Inactive 0.64
|| Tax21-Huctear recepior signaling pathways | nae Inaciive | naez
| Tax21-Muclear receplor signaling pathways [ nr_ar_tba Inactive 0.08
| Tux21-Nuclear receplor signaling pathways | nt_aomatass | Inactive | o
| Tox21-Muclear receplor signalling pathways | nr_er Inaicdive 0.83
| Toxz1-Muclear receptor signaling pathways | r_er_tba Inactive | 0.08
‘ Tauz1-Nuclear receplor signalling pathways ‘ ni_ppar_garnma | Inactive | 0.97
I Tow21-Stress responsa pathways. | MNudsar tagtor {erythoid-gerved 2)-ike 2/anticxidant ‘ EI_Are | Inaciive | 0.95
responsive slement {nf2 ARE) |
| Tou21-Siress response pathways | Heat shock factor response element (HSE) ar_hae | Inactive | 0.85
| T2 1-5iress responss pathways | Mitochondrial Membranse Polential (MMP) ST_Mmg Inactive 083
| Tau21-Siress response patiways | Phosphoprotein | Tumor Supresser) p53 | se_ps3 Inactive 091
| Tox21-Stress respanse pathways | ATPase tamily AfA domain-containing prolein 5 (ATADS) | sr_alad5 | tnactive | 083
| Molecular Iniliating Events | Thyroid hormone receptor algha (THRa) mig_ihr_apha | Inactive | 081
Malecular Initiating Events Thymaid hormane receplor beta (THRE) mie_thr_beta Inacdive 085
Molecular Iniliating Events Transtyrebrin [TTR} mie_ttr Inaciive 0.7
| Molecular Iniliating Events | Byanadine receptor (RYR) iliE_ryr | tnactive 092
| Molecular Iniliating Events | GABA recaplor (GABAR) mie_gabar | Inactive 060
Malecular Iniliating Events [FFTia] M-t iyl-D- [l e _nimdar Inactive: [i%:1}
Malecular Initiating Events rliis_aimipar Inactive | 0.99
| Molecular Initiating Events | mie_kar | inactive | 1.0
" Molecular Iniiating Events [ mie_ache [ Inaciive [ om T
| Molecular Initiating Everts [ mie_car [ mactive I 0.08
[ Molecular Initiating Events [ mie_pr [ inactive 087 T
[ Molecular Initiating Events [ mie_nadhox [ nactive 081 §
| Molecular Initiating Evarts [ mie_nis [ tnactiva | 088
[ Metabolsm [cvriaz [ nactive [ om |
[ Metaboksm ["ovPeca [ Inactive [ om [
https:iftox charite de/protox3findex. php?site=compound_search_similarity 112
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ProTox-3.0 - Prediction of TOX|city of chemicals

| Chassification [ Target [ Shorthand | Prediction Probability
Muetabolsm Cytochrome SYP2C8 . CYP2Ce . Inaacivee . or
Metabolsm ma CYP CYP2DE Inactive 0.63
Metabolsm Cylochrome CYPRAL CYPRA4 Inactive 076
Metabolsm me CYP2ET CYP2E1 Inactive 0.99
Toxicity targets

Possible binding to toxicity targets s shown below. For more information on the fargeds, please click on the individual abbreviations.

Fratasia ndng

AMZAR | ADRBZ  ANDR | AOFA CRFR1| DRDS  ESR1 | ESR2  GCR | HRH1 | NR1l2 OPRK OPRM PDE4D PGH1  PRGR

https:itox charite de/pratox3findex php?site=compound_search_similarity

112S



ProTox-3.0 - Prediction of TOXicity of chemicals

Oral toxicity prediction results for input compound

Name o-::t_n-mc:z-c:m-c.-,
Predicted LD50: 200mghkg | | 4 R
Predicted Toxicity Class: 3 | [ [ 834
Number of hydrogen 5
bond acceplors |
nnnn ‘ Number of hydrogen ]
bond donors
Average similarity: 49 45% | | Numberofastoms |2
| Number of bonds | =
Prediction accuracy: 54 26% | | Mumberof otsble bonds | 4
Molecular rafractivity 89,52
9C | I Tapokgical Polar | 106.49
Surface Area |

octanoliwater partition | 3.66

cosfficientilogP)
Toxicity Model Report
(Copy | Excel | G5V ] [POF]
Classification [ Target | shorthand | Prediction Probability
Organ toxicily Mephioloxicity nephra |active | o088
| organ woxicity | Resairatory towicity | respi [ Inactive 0154
| organ tosicity | Cardiotonicity | cardio [ Inaciive 0.80
| Taxicay end pairie || Immunctonicity | imenuna | Inaciive I 0,96
| Toxicty end paints Mutagenicily | mutagen [ Inaciive 0.53
| Toxiciy end pairts Cylntosicity | eyio Inactive 085
| Toxicity ead paints || linical wxicity | inical Inactive 0.50
| Touicity end poirts | nutr Inactive | s
| Toxz1-Nuclear recepor signalling pathways | ne_anr Inactive 0.50
| Tox21-Nuclear receplor signalling pathways | nr_ar Inaciive | 0BT
| Toxz1-Huclear receptor signaliing pathways | nr_ar_tba Inactive 0.85
| Toxz1-Nuclear receptor signaling pathways | naramatase | Inactive : o
| Toxz1-Muclear receptor signaliing pathways [nr_er Inactive 084
| Toxz1-Muclear receptor signalling pathways | nr_er_tba Inactive | 0.08
| Touz1-Nuclear receplor signalling pathways. | nr_ppar_gamma ‘ Inactive | 0.4
I Tox21-Siress response pattways | Muclsar tactor {arythoid-derivad 2)-lika 2/antioxidant | &r_re | Inactiva | 0.94
esponsive alement {2/ ARE) |
! Tiox21-Siress response pathways | Heat shock factor response element (HSE) | ar_hae | Inactive | 0.94
| Toxz1-Siress response pathways | Miscenondrial Membrane Potential (MME) | ae_mme |nactive 0.56
| Tax21-Siress response pathways | Phosphoprotein (Tumer Supressor) ps3 | ar_p&3 Inaciive 0.74
| Tax21-Siress response pathways | ATPase lamily ARA domain-conlaining prolein 5 (ATADS) | ar_atads | |naciive | 078
| Molecular Iniiating Events | Thyroid hormone receplor alpha (THRA) mie_thr_alha | |naciive | 083
Malecular Iniiating Events Thyraid hormene recepior beta (THRE) mia_thr_beta Inaciive 0.80
Molecular Iniliating Evanls Translynetin (TTR} mig_tte Imactive 052
| Molecular Infiating Events [ e RYR Fig_ryr [ inaciive 0.96
| Molecutar Initaung Events | GABA mecapior (GRBAR) mie_gabiar [ inaciive 082
Malecular Iniliating Events ulamate N-methyl-D- M Mies_nimidar Inactive 097
Malecular Initiating Events ii_aimipsar |nactive | 0.99
| Molecular Initiating Everts | mie_kar | Inactive | 10
| Molecular Initiating Events [ mia_ache [ Inactiva [ om |
| Molecular Inttiating Events [ mie_car [ nactiva nea iz
| Molecular Iniiating Events [ mie_pnr [ inactiva 028 I
| Molecular Initiating Events | mie_nadhox | Inactve 0.86
[ Malecular Initiating Events [ mie_nis [ Inactiva o |
| Metaboksm | cyPiaz | Inactive 0.50
[ Metaboksm [cvpecie [ Inactiva ors |

httpe-/ftox charite da'protox3findex. php?site=compound_search_simllarity
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ProTox-3.0 - Prediction of TOXIcity of chamicals

i Classification Targat | Shorthand | Pradiction | Prohahllit_:.r
Metabolism Cylochrome CYP2CA CYP2C8 Inactive 0.63
Matabolsm Cylochrome CYP2DE CYP2DE Inactiva 068
Metabolsm Cylochrome CYPAAL CYP3A4 Inactive 0.72
Metabolsm Cyipchrome CYP2E1T CYPZE1 Inactive 0.99

Toxicity targets

Passible binding to towcity targets is shown below. For more information on the targets, please click on the individual abbreviations.

abindng

AAZAR ADRBZ ANDR = AOFA CRFR1| DRD3 ESR1 | ESR2 GCR | HRH1 | KWR1|Z2 | OPRK OPRM |PDE4D PGH1 | PRGR

https:ftox charite defprotox3findex php?site=compound_search_similarity 22
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ProTow-3.0 - Pradiction of TOXicity of chemicals

Oral toxicity prediction results for input compound

Nae | O=C(C1aCHC2C1CRT
Predicted LD50: 200mg/kg | P >
Predicted Toxicity Class: 3 | | o=t o
bend accepiors |
EEEE [ [

Average similarity: 44 47% | | mberofaoms 2

Number of bands |27
Prediction accuracy: 54.26% | | Numberof rotatla bonds | 6
Moleculer refractivity | 10242
Qe | Topokogical Folar w72
Surface Area |
W ww e wew octanolwater partiion | 4.99
coeflicientllogP)
Toxicity Model Report
[ Capy | Excel | [c5v ][ POF |
Classification || Target | shorthana | Prediction Probability
Organ toxicity Hapalaticily il |naiive | 0s2
| organ texicity | Mephrotcicity | nepara [ inaciive | oe
| Organ toxicity | Cardiotoxicity | cardio | |naciive 081
| Tuxicty end paints | carcinageniciy | carcina [ nactive 0.57
| Taicity end paints Immunoloicity | immuno | Inaciive I 0.05
| Toxicity end pairis Mutagenicily miltagen | maactive | oe2
Toxicity end painls Cylalomieity eyl Inaciive 072
Toxicty ndl pairls Clinical bexieity dlinical Inactive | o0s6
Toxicity end painls Mutritional toxicity st Inactive | os7
Tox21-Nuclear receplor signalling patiways | Anyl hydrocarbon Recaplor {ANR) nr_ahr Inactive [ o
| Tox21-Nuclear receptor signaling pathways | Androgen Receplor {AR) n_ar Inacive [ Tom
| Tox21-Nuclear receplor signaling pathways | n_ae_tba | Inactive | 083
| Tox21-Nuclear receplor signaliing patiways | nr_aromatase Inaciive | 0.85
| To21-Nuclear receplor signaling gathways | e Inactive [ oe
| Tor21-Nuclear receptor signaling gathways [ nr_er_1ba [ Inactive | .08
Tox21-Nuclear receptor signaling pathways | nr_ppar_gamma ‘ Inactive gz
‘ Tk 1-5iress responsa pathways | ST_Are ‘ Inactive . 0.90 [¥
| Toxz1-Stress respanse pathways | Heat shock factr response element (HSE) ar_haa | |nactive [ 0.80
| Tox21-Stress response pathways | Mitochondrial Membrene Potential (MMP) sr_mmg [ inactive | nes
| Tou21-Slress response pathways | Ehospnogrotsin Supeessor [ o ps3 | |nactive 0.80
| Toxa1-Stress respanse pathways ATPase family AAA domain-contsining grolein 5 (ATADS) | sr_atadS | inactive | 0.85
Molecular Initiating Evenbs Thyroid hormone recepton alpha (THRa) mie_thr_akha Inactive | 0.94
Molecular Iniliating Evanls Thyroid hofmong receplor bela (THRE) riig_thi_beta Inactive : 061
| Malecular Inifiating Evants Transtyrettin (TTR} mie_ttr |naiive 08T
| Molecular Initiating Events i RYR riie_ryr Ireactive 094
Malecular Iniliating Events GABA receplar (GABAR) mie_gabar Inactive 0.61
Molecular Iniliating Events Glutamats N-mettyl-D- MOAR rie_paryiar Inactive | 0.87
Maolecular Initiating Events Alpha-aming-3-hydrawy-5-methyl-d-isxazelepropionate mie_ammpar Inactive 0.99
recaplor (AMPAR) |
[ Molecular Iniiating Evants i | mia_kar [ inactiva | 0.98
| Molecular Infiating Events | mie_ache [ Inactive [ om |
[ Molesular Iniating Events [ mie_car [ Inactive 097
| Molecular Infiating Evarts [ mie_por [ nactive | 084 [
[ Molecular Iniiating Events | mie_nadhox [ nactiva | 0.94
| Molecular Infiating Everts [ mie_res [ Inactive | 087 B
| Matabolsm | crrisz | inactiva 0.58
https:iftox charite de/protox3index. php ?site=compound_search_similarity 12

115S



ProTox-3.0 - Prediction of TOX|city of chamicals

| Classification ! Target
Metabolsm Cylochrome CYP2C18
Matabolism me CYE
Metabolsm Cytochrome CYP2DE
Matabolsm me CYE
Metabolism Cylochrome CYPZET

Toxicity targets

Possible hinding to toxicity targets is shown balow, For mare information on tha targsts, pleasas click on the individual abbraviations.

% b pratama bindng

AAZAR | ADRBZ AN AQFA | CRFR1 DRD3  ESR1  ESR2 | GCR

HEH1

| shorthand
CYPZC18
CYP2CE
CYPZDE
CYPXA4
CYPZE1

NE112 | OPRK

OPRM

! Pradiction
Insacetive
Inactiva
Insacetive
Inactiva

Inactive

Probability

o072
062
0.58

072

0.93

PDEAD | PGH1 | BPRGR

hittpes-/ftox charite da/protox3findex php?site=compound_search_similarity

22

116S



PraTox-3.0 - Pradiction of TOXicity of chamicals

Oral toxicity prediction results for input compound

Mame | OmC{MN=C(NMCHICIC
Predicted LDS0: 800mg/kg )| 1 1 4
Predicted Toxicity Class: 4 | |- | 2%
mﬁumman . 8
nnnn Mumber of hydrogen 2
bond donors |
Average similarity: 52.33% | | Mumoerofatms =]
Mumber of bonds 28
Prediction accuracy: 67 38% | | Mumberofwtsblebonds | 7
| Molecular rafractivity | 10098
| | | Topolagical Polar | 1oe.52
Surface Area
arn arn [ e mmmmpwm 3.47
cosfficientilogP)
Toxicity Mode| Report
[ Gony || Excal | [Gav | [ PDF
Classification || Target | shorthand | Prediction Probability
Organ tlexicity Hepaloloweily dili |active 070
| Organ toxieity || Mephrotoicty | nephro | Inactive 052
| Organ texicity | Cardiolaxicity cardio | Inactive 0.77
| Towicty end paints | Carcinagenicity carcing [ Inactive [Tos
Toxicty end pairls | immuneicsicity | imrmune | Inactive 0.99
Taxicly end painis | Mutagenicity | mutagen [ Inactive 0.1
! Taxicity &nd painls cyla | A ctive 1 0.61
| Toxicty end paints eca Inactive | oss
Toxiciy end painis | nuri Inactive | 054
Tox21-Nuclear receplor signalling pathways nr_ahr Inactive | Lida ]
| Tox21-Nuclear receplor signaling pathways nr_ar Inactive | 086
| Toxz1-Nuctear receptor signating pathways nr_ar_|bd | nactive l 0.96
Tox21-Nuclear receplor sigrialling pathways fr_aromatase Incacivee | 081 i
Tow21-Nuclear receptor signaliing pathways nr_er Imacdive | 0.85
| Tox21-Nuclear receptor signaling pathways nr_er_lbd [ Inactive 0.2 [
Tox21-Nuclear receplor signalling pathways nr_ppar_garmma ‘ Inaictive 0.69
| Tox21-5ress responsa pathways Br_gre ‘ Inacive | 0.90 i
| Toxz1-5uress response patways | Heal shock factor response lement (HSE) | s _hse | Inacive 0.40
Tox2 1 -Siress responss palivays Mitechondrial Mambrans Potential (MMP) &F_Mimg Inactive 0.80
T2 -Siress fesponss pathways Phcssi roaliin S S0 ar_pb3 Inactive | 085
T2 1 -Siress response pathways ATPasa family AfA domain-conlaining protein 5 (ATADS) ar_atads | Inactive | 058
Maolecular Iniliating Events Thyroid hormone receplor alpha {THRa) mie_thr_alpha | Inactive 050
Molecular Iniliating Events Thyroid hormone recepior bela (THRE) mig_thr_beats | nacdive ' na
Molecular (niliating Events Transtyretrn (TTR) mitie_tts | ctive 0.80
Makssular Iniliating Events i RYR ile_ryr | Inactive | 0.90
Malecular Iniiating Events GABA recaplor [GABAR) riies_gabiar | Inactive 062
Malscular Initiating Events Glutamate N-methyl.0- MDAR] riie_arydar Inacivee | 0.95
Molecular |niliating Events alpha-aming-3-hydroxy-5-methyl-4-issxaroepropanate mie_ampar Inactive | 0.85
recaplor (AMPAR)
| Molscular Initiating Events | mia_kar | Inactive 0.9
| Molecular Initiating Evants | mia_sche | Inactiva I 0.al [
[ Molecular Iniiating Events [ min_car [ Inactive I 0.98
[ Molecular nitiating Events [ mie_pr [ inactiva [ o |
| Molecular Initiating Events [ min_nadhox [ inactiva 097
| Molecular Initiating Events [ mia_nis [ Inactiva [ om |
| Matabalsm [cvPiaz [ Inactiva o= | -
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ProTox-3.0 - Pradiction of TOXIcity of chemicals

| Classification | Target Shorthand Pradiction Probability
Metabolsm Cytochrome CYP2C15 CYPEC1® Inactive 0m
Metabolsm Cytochrome CYP2CO CYP2CE Iractiva 0.61
Metabolism Cylochrome CYP2DE CYPZDE Inactive 0.70
Metabolsm me CYP CYP3A4 Insacctive 0.59
Matabolsm Cytochrome CYPZET CYFZE1 Inactive .99
Toxicity targets

Paossible binding to toxicity targets i shown balow, For more information on tha targets, please click on the individual abbraviations.

AAZAR ADRBZ ANDR & AQFA CRFR1 DRD3 ESR1 | ESR2 GCR | HRH1  NRil2 OPRK OPRM PDE4D PGH1  PRGR

https-iftox . charite de/protox3index php?site=compound_search_similarity
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ProTox-3.0 - Prediction of TOXIcity of chemicals

Oral toxicity prediction results for input compound

MNamea OmC{eC{NNICH1CIC
Predicted LD50: 700mg/kg | 4 »
Predicted Toxicity Class: 4 | | o= =14
bond secscion - |
nnnn | MNumber of hydrogen 2
bond danors
Average similarity: 54.73% | [ Momberotstoms =
| Mumber of bonds 28
Prediction accuracy: 67 38% | || Mumberofroteblebonds | &
Molecular refractivity 10145
16b | Tapakagical Polar 10B.52
Surtsce Argi
W ww we e octanoliwater partition 360
coefficientlgF)
Toxicity Model Report
Classification || Target | shorthand || Prediction Probability
Ovgan texieity Hepalatosieily dil Inaclive 07
| Organ texicity | Mephrotoicity | nepnea [ insctive 0.60
| Organ toxiciy | Cardiotoxicity | cardio [ Inactive 078
| Taxicay end pairis | carinogenicity | caring [ insctve 0.5
| Taxicty end paints || immunetoxicity | immuna | inaciive 0.8
| Toxicay end paints | Mutagenicity | mutagen Inactive .61
| Taxicty end paits = cyin Inacive 062
Touicty end paints Ecotowsity eco Inactive 0.53
Teicty end painis Mutrilienal fesicity | i Iractive 0.53
Tox21-Nuclear recepior signalling pathways | Anyl hydrocarbon Receptor (AhR) nr_ahr Inaactive .86
Towu1-Nuclear receplor signalling pathways | Androgen Receplor (AR} nr_ar Insacdive 0.97
| Taxa1-Nuclear receptor signal | Angrogen Receptor Ligand Binding Domain (AR-LBD) Ar_ae_lbd Inactive .89
| Tox21-Nuclear recepior signaling pattways | Aromatase [‘r_aomatase | inactive | n.90 [
| Twx21-Nuclear receptor signaling pattways | Esiragen Receqlor Algha (ER) | r_er | inaciive .90
| Toxz1-Nuclear receptor signaling pathways | Estreqen Receptor Ligand Binding Dermsin (ER-LBD) | nr_er_1ba | naciive ' 088
T2 -Nuclear receplor signaliing pathwarys Perxisome Profersor Activated Reo | Inactive 0.80
| Tax21-5iress response pathways Inactiva 0.96
| Tox21-Siress response paliweys Heat shock facor response element (HSE) &f_hae Ineactive 0.9
| Tonz1-Stress response patvways | Misochondrial Membrane Potentisl (MME) [ sz_mmg | Inactve 0.749
| To21-Stress response pattways | Bhosphogrotein (Tumor Supressor) p53 [ se_ps3 Inactive 0.87
Tou21-Siress responss pathweys ATPase family AAA damain-gontainng pratein 5 (ATADS) 8r_atads Inactive 0.88
Muolecular Iniliating Events Thiyroid Mormione recepton alpha (THRa) mitie_thr_alpha Inactive 0.8s
Molecilar Iniliating Events | Thiyroid hormions receplor beta (THRR) | riig_thr_beda Inaclive o.re
Malecular Initiating Events | Transtyretrin (TR} Pies_thr Inaetive 082
Molecular Iniliating Events Ryanodine receplor (RYR) rriies_ryr Insaedive 091
Molecular Inilialing Events GRBA receplar (GABAR) iiee_gabar Inactive 0.61
Malecular Iniliating Events | Glutamate N-mettyD- MOAR] | rie_rimvtae IRactive 0.97
Molecular Initiating Events | ie_ampar Inactive 0.08
| Molecular Initiating Events | mia_kar | Inactive 0.9
| Molecular Iniiating Everts [ mie_ache [ nactiva o3 [
| Molecular Initiating Events | mia_car | Inactiva 039
[ Molecular Initiating Events [ mia_pxr [ nactive 01 |
| Molecular Initiating Events || mis_nadnox | Inactiva 0.98
| Moleculsr Initiating Events | mia_nis | Inactiva 0.9
[ Matabolism ["evriaz [ Inactiva s |
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ProTox-3.0 - Prediction of TOXlcity of chemicals

i Classification i Target Shorthand | Prediction | Probability
Metabolism Cylochrome CYP2C19 CYPZC18 Inactive Q.77
Matabolsm mg CYE CYP2CH Inactive 0.59
Metaholism Cyfochrome CYP2DE CYPZDE Inactive 0.74
Metabolsm Cylochrome CYP3A4 CYPRAd Inactiva 0.59
Metabolsm Cytochrome CYPZEY CYPZE? Inactive 1.0

Toxicity targets

Possible binding to towicity targsts i shown balow. For more information on the targets, please click on the individual abbraviatons.

s bl px
Fra

AAZAR ADRBZ AMDR @ AOFA CRFR1 DRD3  ESR1  ESR2Z GCR HRH1I @ NRi2 OPRK OPRM PDE4D | PGH1 | PRGR

httpe-iitox charite de/proloxdfindex php?site=compound_search_similarity
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PraTox-3.0 - Prediction of TOXicity of chamicals

| =

If you want to close this window, you can get
Accass results

Toxlcity Mode| Computation

your recults laber with this link :
|please copy link location)

Model computation |5 complete. You can view the toxcty radar chart hese (opens a new tab) Toxicity Radar Ghart and the network char here Network Chart

Oral toxicity prediction results for input compound

Name O=C{N=CIN)N)CN1C(C
Predicted LD50: 700mg/kg | 1 »
Mohweight 744
Predicted Toxicity Class: 4 | ‘ Number of hydrogen &
bond
nnﬂn Number of hydrogen 2
bond danors
S | Mumber of atoms K1
Average similarity: 49.6% | | jumber of bonds P
ALY Humber of ratabl T
Prediction accuracy: 54.26% | | bonds i
16 | Molecular refractivity 116.28
g | ‘ Topological Polar 0652
Burface Area
R e octanolwater partition 4.62
coeficient{logP)
Comparison of input compound with dataset compounds
I value of ingul compaund
I Mean value of datasat
Distribution of dose value
16 -
z
£
=
2
m E
|~ 4 B
5
£
g g ¥ g
3 ~ & o
+ Similar compounds
Toxicity Model Report
| Classification [ Target | Shorthand || Prediction | Probability [
Organ toxicsty Hepatabooeity dili Inachivi 0.3
Qrgan loxicity Maphrotoricity naphrg Inaciive 0.51
Organ towicsty Cardictaxicity cardia Inachivi [ 1]
Towicity mnd poinis Carginogenicity carCing Inactive 0.57
Toxicity end points Immunosoxicity meTang Inachivia 0.96
https:tox charite de/protox3findex. php?site=compound_search_similarity 13
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ProTox-3.0 - Prediction of TOXicity of chemicals

| Classification | Target | Shorthand Prediction | Probability |
Towicity and points ici mutagen Inactive 0es |
Towicity end poinks oyt Inactive 0.57
Towicity and points nutsi Inactive 054
Tox21-Nuclear raceptor signalling patways nr_ahr Inactiva o8 | |
Tox21-Muclear receptor signalling pattways nr_ar Inactive n.98
Tox21-Muckar raceptor signalling pathways nr_ar_lbd Inactive 0.98
Tow21-Muckear raceptor signalling pattways nr_aromatase Inactive 090 ]
Tox21-Nuclear raceptor signalling patways nr_er Inactiva 0.87 I
Tox21-Muclear receptor signalling patfways nr_ar_lbd Inactive 0.5 [
Tox21-Muclesr receptor signalling patways nr_ppar_gamma | Inactiva T []
Tow21-Stress response pathways ar_ars Inactive [ 082 [T
Tew21-Stress response pathways sr_hse Inactive [13:73
Tex21-Stress nesponse palhways S_mimp Inactivie 076
Ten21-Slress respanse pathways s1_psa Inactive 085 | |
Tenc?1-Strass response pathways sr_atadS Inactive 0.8
Meolecular Inifiating Events miie_the_alpha Inactive 088
Molacular Iniating Events mie_the_beta Inactive 0.80
Molecular Inifiating Events riks_Hr Inactive 081
Molacular Inifiating Events mie_ryr | Inactive 0.80
Molecular Initiating Events mie_gakbar Inactive oes |
Molacular Inifiating Events mia_nmdar Inactive 0.85 I
Molocular Inifiating Events mie_ampar Inactive 0.85 |
Molacular Initiating Events | mie_kar Inactive [V )
Molacular Inifisting Events mie_acha Inactive 0.82 [ ]
Molacular Initisting Events mie_car Inactive B 099
Bdolacular initisting Events mie_pur Inactive o.r0
Molacular Initisting Events " mie_nadhox Inactive [ 0.98
Molacular Initiating Events mie_nis Inaciive 0.8
Metabollsm CYP1AZ Inactive [ oma | |
Metabalism CYP2C19 Inactive 075
Metaballsm Cylochrome CYP2CE cYPace inactive 0.55
Metabollam Cytochrome CYP2DE | CYP206 Inactive 0.68
Metabolism Cytochrome CYP3A4 CYP3Ad Inaciive 0.64
Baatabaliam Cylochrome CYPZEY CYPZE1 Inactive 10

The toxicity radar chart is intended to quickly llusirate the confidence of positive toxicity resulls compared to the average of its class.
Click the thurmnbnail to sccess the plot once it has finished |oading.

The network chart |5 intended to quickly illustrate the connection the d and activities.
Click the thumbnail to access the plot once it has finished |oading.

Toxicity targets

Pozsible binding to toxdcity targets is shawn below. For maore information on the targets, please click on the individual abbreviations.

ra brang

peabsies tindng

AAZAR ADRBZ AMDR @~ ADFA  CRFRY1 DRD3 ESR1  ESR2Z2 GCR  HRH1  WR1Z @ OPRK OPRM PDE4D PGH1 | PRGR
https:iitox charite delprotox3/index php?site=compound_search_similarity
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ProTox-3.0 - Prediction of TOXIcity of chemicals

Last updated: May 2024
Dizclairmer: Compound struciures submitied will not be released under any sircumstances. This work is licensed under a Crealive Commons Lisense.
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ProTox-3.0 - Prediction of TOXicity of chemicals

Oral toxicity prediction results for input compound

Mame OIE‘.{J‘I_«IIC(N]M;CM{:{C
Predicted LD50: 1200mg/kg | 4 »
Predicted Toxicity Class: 4 | [ L
i Y
nnﬂn Number of hydrogen 2
| bend donors.
Average similarity: 52 41% | | Mumberafatoms 26
Mumber of bonds 28
Prediction accuracy: 67 38% | | Mumberof rowiebonds | 6
| Molecular refractivity 98,33
15k | Tapolegical Polar 117.75
Surface Area
e octanolwater partition 292
coeflicient{logP)
Toxicity Model Report
[Capy | Excel | [Csv | PDF]
Classification | Target | shorthand || Prediction Probability
Crgan baxieily Hepalatasicily dili Inactive 0.66
| organ taxcity | Meghrotoxicity | nepnea [ tnscte 0.57
| Drgan texicity | Cardiotoxicity | cardio | nactive 077
| Tusicay end paints | Carcinogenicity | carcing Inacive 052
| Taxicty end painis Immunoiosicity | immuna Inaclive 002
| Tusicty end paints Muitaqenicity | mutagen Inactive 0.58
| Tasicty end poinis Cotateweity | era Inactive 0.54
| Tusicay end paints Ecoloxicily | eca Inactive 0.57
| Todicly end painis Nubrifional doxieity | e Inactive 0.55
| Tou2t-Nuclear receplor signaling pathways | Ar R AhR | nr_anr Inacive 06T
To21-Nuclear receplor signaliing pathways | Androgen Receplor [AR) fr_ar Inactive 0.98
Te21-Nuclear receplor si Androgen Receptor Ligand Binding Dorrsin (AR-LBD] r_ar_lbd Iracive 0.99
| Tan21-Nuclear receplor signaling pattways | Aromatase | nr_aramatase Irsacive 080 [
| Tas21-Nuclear receptor signaling pathways | Estrogen Receptor Alpha (ER) | r_es Inactive .88
Tax1-Nuclear receplor signaling pathways | Estrogen Reoegter Ligand Binding Dormain (ER-LBD) | rr_er_tbd | mactive .98
Tox21-Nulenr receptor signalling pathways Activated B | Inactive 08
Tox21-Siress responsa pathways Inactive 0.96
Tou21-Siress response pathways Heat shock facior response element (HSE) | sr_hea Inactive 0.96
I Tou21-Stress response pathways | Mitorhondrial Membrane Potential (MMP) [ se_rmmg | Inactive 0.82
| Tax21-Stress response pathways | Ehosphoprotein (Tumor Supresser) p53 | s ps3 | nactive 0.84
Tox21-S1ress fesponse paliviays ATPage family Afk domain-containing protein 5 (ATADS) &f_atads Inactive 0.40
Muolecular Iniiating Events Thyroid harmone receplor alpha (THRa) mie_thr_salgha Insactive o.ar
| Molecular Infiating Events Thyroid harmane recepior beta (THRE) | rmie_inr_beta Inacive: 079
! Malecular [nitiating Events Transtyretrin (TTR) | et Inaetive: 0.81
Malecular Inilialing Events i RYR ies_ryr Inactive 088
Malecular Iniliating Events GABA recaplor (GABAR) mig_gabar Iactive 0.61
Molecular Iniliating Events mats N .D- MOAR] ie_nmidar Inactive 0.67
Maolecular Initiating Events alpha-aming-3-hydrowy- 5 mathyl-4-issazcleprapicnate ries_amipar Inaedive 0.97
raceplor (AMPAR)
| Molecular Iniiatng Events | mis_kar | mactive 0.89
[ Molecular Infiating Events mie_ache [ active o7E |
| Molecular Initiating Events | rmie_car | Inactive 099
[ Molecular Initiatng Events [ mia_pur [ Inactive orr |
| Molecular Initiating Events || mis_nadhox | nacive 0.97
| Molecular Initiatng Events | mim_ni= [ inactive 0.87 I
| Metabolsm [crriaz [ inactive ord |
hitps:itox.charite de/protoxd/index php?site=compound_search_similarity 1/2
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ProTox-3.0 - Prediction of TOXicity of chemicals

Classification | Target Shorthand Prediction Probability

Metaboksm Cytochrome CYPR2C19 CYP2C19 Inactive 0.80

Motabolksm Cylochrome CYP2C9 CYP2C9 Inactive 0.60

Meotabolksm Cylochrome CYP2DE CYP2D6 Inactive 077

Metabolsm Cyiochrome CYPIA4 CYPaA4 Inactiva 0.55

Metabolsm Cytochroma CYPZE1 CYPZE1 Inactive 0.99
Toxicity targets

Possible binding to toxicity targets is shown below. For more information on the targets, please click on the individual abbreviations.

AAPAR ADRB2 ANDR AOQFA CRFR1 DRD3 ESR1 ESR2 GCR HRH1 NRU2 OPRK OPRM PDE4D PGH1 PRGR

* Toxicity-related biotargets tested include; Adenosine receptor A2a (AA2AR), Beta-2
adrenergic receptor (ADRB2), Androgen receptor (ANDR), Amine oxidase flavin A
(AOFA), Corticotropin-releasing factor receptor 1 (CRFR1), D3 dopaminergic receptor
(DRD3), Estrogen receptor alpha (ESR1), Estrogen receptor beta (ESR2), Glucocorticoid
receptor (GCR), Histamine H1 receptor (HRH1), Nuclear receptor subfamily 1 group I
member 2 (NR112), Kappa-type opioid receptor (OPRK), Mu-type opioid receptor (OPRM),
3',5'-cyclic-AMP phosphodiesterase 4D (PDE4D), Prostaglandin G/H synthase 1 (PGH1),
and Progesterone receptor (PRGR).
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