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General experimental

All chemicals were supplied by Enamine Ltd. (www.enamine.net). All solvents were purified
according to standard methods. Thin-layer chromatography (TLC) was carried out using Merck
aluminium backed DC 60 F254 0.2 mm precoated plates. Spots were then visualized by the
quenching of ultraviolet light fluorescence (Amax 254 nm) and then stained and heated with
potassium permanganate solution. *H NMR spectra were recorded at 500 or 400 MHz, and 3C
NMR spectra were recorded at 126 or 101 MHz using Bruker spectrometers. *H and 3C NMR
chemical shifts are calibrated using residual undeuterated DMSO (& = 2.50 ppm for H, 39.52
ppm for C). Coupling constants (J) are given in Hz, multiplicities are given as s (singlet), d
(doublet), dd (doublet of doublets), t (triplet), m (multiplet) and br (broad). High-resolution mass
spectra (HRMS) were recorded on an Agilent 6224 TOF LC/MS mass spectrometer by
electrospray ionization time-of-flight reflectron experiments. Starting dihydro-2H-thiopyran-
3(4H)-one 1 was synthesized as described [Synth. Commun. 2018, 48, 2198-2205

https://doi.org/10.1080/00397911.2018.1486427]. All reactions were performed in 5 mL

Wheaton V-vials (Thermo Fisher Scientific Inc.) with PTFE screw cap under argon atmosphere
using preheated oil bath where necessary.

General method A for the synthesis of compounds 2a-r. A stirred reaction mixture of
dihydro-2H-thiopyran-3(4H)-one 1 (148 mg, 1 mmol, 1 equiv), an appropriate urea (1.2 mmol,
1.2 equiv), and aromatic aldehyde (1 mmol, 1 equiv) in acetic acid (1 mL) was heated at 110 °C
for 4—6 h. The progress of the reaction was monitored by TLC. After completion the reaction,
solvent was evaporated in vacuo and the semi-crystalline residue was triturated or
recrystallized from isopropyl alcohol.

General method B for the synthesis of compounds 2a,c,d,h,j,k,0,r. A stirred reaction
mixture of dihydro-2H-thiopyran-3(4H)-one 1 (148 mg, 1 mmol), an appropriate urea (1.2

mmol), aromatic aldehyde (1 mmol), and Yb(OTf)s (62 mg, 10 mol %, 0.1 equiv) was heated
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without solvent at 140 °C for 4—6 h. After cooling, the reaction mixture was triturated with water,

and then recrystallized from isopropyl alcohol.

4-Phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(6H)-thione 5,5-
dioxide (2a)

Yield: A 218 mg (74%), B 191 mg (65%), m.p. 176-177°C, white powder. *H NMR (500
MHz, DMSO-ds), &, ppm (J, Hz): 10.50 (1H, s, NH), 9.74 (1H, s, NH), 7.38 (2H, m, H""), 7.30
(3H, m, HA"), 5.24 (1H, s, CH), 3.28 (2H, m, CH>), 2.52 (2H, m, CH2), 2.21 (2H, m, CH2). 3C
NMR (126 MHz, DMSO-de), ppm: 174.29 (C=S), 141.77, 140.33, 128.61, 128.08, 126.66,
109.54, 50.18, 50.01, 25.18, 18.15. HRMS (ESI-TOF), m/z: found 295.0563, calculated for
C13H15N202S2 [M+H]" 295.05609.

4-(Benzo[d][1,3]dioxol-5-yI)-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-
2(6H)-thione 5,5-dioxide (2b)

Yield: A 177 mg (52%), m.p. 122-125°C, white powder. *H NMR (500 MHz, DMSO-ds),
5, ppm (J, Hz): 10.49 (1H, s, NH), 9.69 (1H, s, NH), 6.90 (1H, d, J=7.8 Hz, H""), 6.80 (1H, s,
HA"), 6.76 (1H, d, J=7.8 Hz, H""), 6.02 (2H, d, J=3.0 Hz, OCH:0), 5.16 (1H, s, CH), 3.28 (2H,
m, CHz2), 2.53 (2H, m, CH2), 2.20 (2H, m, CH2). *C NMR (126 MHz, DMSO-dg), ppm: 174.04
(C=S), 147.41, 147.08, 140.37, 135.75, 120.25, 109.56, 108.15, 107.00, 101.18, 49.99, 49.86,
25.15, 18.14. HRMS (ESI-TOF), m/z: found 339.0460, calculated for C14H15N204S2 [M+H]*
339.0468.
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4-(4-Fluorophenyl)-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(6H)-
thione 5,5-dioxide (2c)

H
N__S

Yield: A 193 mg (62%), B 197 (63%), m.p. 139-142°C, white powder. *H NMR (DMSO-
ds, 500 MHz), 6, ppm (J, Hz): 10.54 (1H, s, NH), 9.76 (1H, s, NH), 7.33 (2H, dd, J=8.4 Hz,
J=5.6 Hz, HA"), 7.21 (2H, t, J=8.4 Hz, HA"), 5.25 (1H, s, CH), 3.29 (2H, m, CH2), 2.55 (2H, m,
CH2), 2.21 (2H, m, CH2). 3C NMR (DMSO-ds, 126 MHz), 6, ppm: 174.20 (C=S), 161.82 (d,
1JcF=243.1 Hz), 140.45, 138.05, 128.86 (d, 3Jcr=8.5 Hz), 115.43 (d, 2Jc-r=21.8 Hz), 109.42,
49.98, 49.54, 25.16, 18.15. HRMS (ESI-TOF), m/z: found 313.0470, calculated for
C13H14FN202S2 [M+H]* 313.0475.

4-(4-Methoxyphenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(3H)-
thione 5,5-dioxide (2d)

Yield: A 168 mg (52%), B 224 mg (69%), m.p. 108-111°C, white powder. H NMR
(DMSO-ds, 500 MHz), 6, ppm (J, Hz): 10.45 (1H, s, NH), 9.68 (1H, s, NH), 7.20 (2H, d, J=8.2
Hz, HAY, 6.92 (2H, d, J=8.2 Hz, H""), 5.19 (1H, s, CH), 3.74 (3H, s, CH3), 3.26 (2H, m, CH2),
2.50 (2H, m, CH2), 2.20 (2H, m, CH2). 3C NMR (DMSO-ds, 126 MHz), &, ppm: 174.04 (C=S),
159.05, 140.04, 133.99, 131.81, 127.97, 114.52, 113.92, 109.80, 55.13, 50.02, 49.64, 25.15,
18.16. HRMS (ESI-TOF), m/z: found 325.0669, calculated for C14aH17N203S2 [M+H]" 325.0675.
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4-(4-Nitrophenyl)-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(6H)-thione
5,5-dioxide (2e)

NO,

Yield: A 183 mg (54%), m.p. 158-160°C, yellow powder. *H NMR (DMSO-ds, 500 MHz),

5, ppm (J, Hz): 10.67 (1H, s, NH), 9.87 (1H, s, NH), 8.19 (1H, d, J=8.3 Hz, H""), 7.73 (2H, d,

J=8.3 Hz, HA"), 5.44 (1H, s, CH), 3.32 (2H, m, CH2), 2.54 (2H, m, CHz), 2.22 (2H, m, CH2). 13C

NMR (DMSO-ds, 126 MHZz), 6, ppm: 174.53 (C=S), 147.89, 143.71, 141.21, 133.50, 130.45,

123.21, 121.54, 108.66, 49.97, 49.62, 25.20, 18.19. HRMS (ESI-TOF), m/z: found 340.0425,
calculated for C13H14N304S2 [M+H]* 340.0420.

4-(4-Bromophenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(3H)-
thione 5,5-dioxide (2f)

Br
Yield: 260 mg (70%), m.p. 109-112°C, light brown powder. *H NMR (DMSO-ds, 500
MHz), 8, ppm (J, Hz): 10.55 (1H, s, NH), 9.76 (1H, s, NH), 7.59 (2H, d, J=8.4 Hz, H""), 7.24
(2H, d, J=8.4 Hz, H""), 5.23 (1H, s, CH), 3.29 (2H, m, CH2), 2.50 (2H, m, CH2), 2.20 (2H, m,
CH2). 3C NMR (DMSO-ds, 126 MHZ), &, ppm: 174.26 (C=S), 141.13, 140.58, 131.60, 128.99,
121.40, 109.11, 49.96, 49.72, 25.17, 18.15. HRMS (ESI-TOF), m/z: found 372.9665, calculated
for C13H14BrN202S2 [M+H]" 372.9675.

4-(Furan-2-y1)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-thione 5,5-
dioxide (29)

H
N
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Yield: 193 mg (68%), m.p. 159-163°C, white powder. *H NMR (DMSO-ds, 500 MHz), &,
ppm (J, Hz): 10.56 (1H, s, NH), 9.71 (1H, s, NH), 7.64 (1H, s, H""), 6.41 (1H, s, H""), 6.30 (1H,
s, HA), 5.27 (1H, s, CH), 3.28 (2H, m, CH2), 2.50 (2H, m, CHz2), 2.20 (2H, m, CH2). 13C NMR
(DMSO-ds, 126 MHZz), 6, ppm: 174.69 (C=S), 152.99, 143.28, 140.92, 110.56, 107.51, 107.46,
49.96, 43.64, 25.15, 18.18. HRMS (ESI-TOF), m/z: found 285.0360, calculated for
C11H13N203S2 [M+H]" 285.0362.

4-Phenyl-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one-5,5-dioxide
(2h)

Yield: A 234 mg (84%), B 264 mg (95%), m.p. 176-178°C, white powder. 'H NMR
(DMSO-ds, 500 MHz), 5, ppm (J, Hz): 9.26 (1H, s, NH), 7.87 (1H, s, NH), 7.26-7.37 (5H, m,
HAY), 5.20 (1H, s, CH), 3.22 (2H, m, CH2), 2.44 (2H, m, CH2), 2.19 (2H, m, CH2). 13C NMR
(DMSO-ds, 126 MHz), 5, ppm: 151.82 (C=0), 143.26, 143.08, 128.45, 127.69, 126.55, 107.94,
50.36, 50.14, 25.50, 18.34. HRMS (ESI-TOF), m/z: found 279.0791, calculated for
C13H15N203S [M+H]* 279.0798.

4-(Benzo[d][1,3]dioxol-5-yI)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-
2(3H)-one 5,5-dioxide (2i)
H
N__O

| NH

NS

o

(0]
o—/

Yield: 193 mg (60%), m.p. 138-141°C, white powder. *H NMR (DMSO-de, 500 MHz), 6,
ppm (J, Hz): 9.23 (1H, s, NH), 7.79 (1H, s, NH), 6.87 (1H, d, J=8.0 Hz, HA"), 6.82 (1H, s, H""),
6.77 (1H, d, J=8.0 Hz, H""), 6.00 (2H, s, CH2), 5.13 (1H, s, CH), 3.22 (2H, m, CH>2), 2.44 (2H,
s, CHz2), 2.19 (2H, m, CH2). *C NMR (DMSO-ds, 126 MHz), 6, ppm: 151.68 (C=0), 147.27,
146.74, 143.26, 137.09, 119.96, 108.02, 107.96, 106.97, 101.04, 50.14, 50.10, 25.49, 18.35.
HRMS (ESI-TOF), m/z: found 323.0687, calculated for C14H15N205S [M+H]" 323.0696.
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4-(4-Fluorophenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one
5,5-dioxide (2j).
H
N__O

|
NH
N

o O

£

Yield: A 207 mg (70%), B 157 mg (53%), m.p.162-165°C, white powder. *H NMR (DMSO-
des, 500 MHz), 8, ppm (J, Hz): 9.28 (1H, s, NH), 7.87 (1H, s, NH), 7.34 (2H, dd, J=8.5 Hz, J=5.6
Hz, HA), 7.18 (2H, t, J=8.8 Hz, H""), 5.23 (1H, s, CH), 3.23 (2H, m, CH2), 2.44 (2H, m, CH2),
2.19 (2H, m, CH2). 3C NMR (DMSO-ds, 126 MHz), 6, ppm: 161.65 (d, Jcr=243.1 Hz), 151.66
(C=0), 143.38, 139.38, 128.71 (d, 3Jc-r=8.4 Hz), 115.22 (d, 2Jc-Fr=21.6 Hz), 107.81, 50.13,
49.78, 25.49, 18.35. HRMS (ESI-TOF), m/z: found 297.0698, calculated for Ci13H14FN203S
[M+H]* 297.0704.

4-(4-Methoxyphenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one
5,5-dioxide (2k)

N__0O
[
Sa
(o6}
O\

Yield: A 206 mg (67%), B 200 mg (65%), m.p. 134-136°C, white powder. 'H NMR
(DMSO-ds, 500 MHz), &, ppm (J, Hz): 9.21 (1H, s, NH), 7.78 (1H, s, NH), 7.22 (2H, d, J=8.5
Hz, HAY, 6.90 (2H, d, J=8.5 Hz, H""), 5.17 (1H, s, CH), 3.74 (3H, s, CH3), 3.21 (2H, m, CH2),
2.43 (2H, m, CH2), 2.18 (2H, m, CH2). 13C NMR (DMSO-ds, 126 MHz), &, ppm: 158.79, 151.80
(C=0),142.92,135.29,127.81, 113.77,108.23, 55.11, 50.18, 49.84, 25.50, 18.37. HRMS (ESI-
TOF), m/z: found 309.0894, calculated for C14H17N204S [M+H]" 309.0904.
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4-(4-Nitrophenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one 5,5-
dioxide (2I).

NO,

Yield: A 191 mg (59%), m.p. 154-159°C, yellow powder. *H NMR (DMSO-ds, 500 MHz),
5, ppm (J, Hz): 9.40 (1H, s, NH), 8.23 (1H, d, J=8.3 Hz, H*"), 8.00 (1H, s, NH), 7.59 (2H, d,
J=8.3 Hz, HA"), 5.37 (1H, s, CH), 3.25 (2H, m, CHz), 2.46 (2H, m, CHz), 2.20 (2H, m, CH2). 13C
NMR (DMSO-ds, 126 MHz), 8, ppm: 151.44 (C=0), 150.18, 147.07, 144.07, 128.10, 123.85,
107.01, 50.09, 25.54, 21.07, 18.35. HRMS (ESI-TOF), m/z: found 324.0640, calculated for
C13H14N30sS [M+H]" 324.0649.

4-(4-Bromophenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one
5,5-dioxide (2m)

Br
Yield: A 278 mg (78%), m.p. 135-138°C, light brown powder. *H NMR (DMSO-ds, 500
MHz), &, ppm (J, Hz): 9.30 (1H, s, NH), 7.89 (1H, s, NH), 7.56 (2H, d, J=8.1 Hz, H”"), 7.26 (2H,
d, J=8.1 Hz, HA"), 5.20 (1H, s, CH), 3.23 (2H, m, CH2), 2.44 (2H, m, CH2), 2.19 (2H, m, CH2).
13C NMR (DMSO-ds, 126 MHz), &, ppm: 151.59 (C=0), 143.51, 142.48, 131.41, 128.92,
120.91, 107.49,50.11, 49.98, 25.51, 18.35. HRMS (ESI-TOF), m/z: found 356.9896, calculated
for C13H14BrN203S [M+H]" 356.9903.

4-(Furan-2-yl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidin-2(3H)-one 5,5-
dioxide (2n)

H
N
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Yield: A 182 mg (68%), m.p. 126-129°C, white powder. *H NMR (DMSO-ds, 500 MHZz),
5, ppm (J, Hz): 9.30 (1H, s, NH), 7.90 (1H, s, NH), 7.60 (1H, s, H"), 6.38 (1H, s, H""), 6.25 (1H,
s, HA), 5.24 (1H, s, CH), 3.23 (2H, m, CH2), 2.41 (2H, m, CHz2), 2.18 (2H, m, CH2). 13C NMR
(DMSO-ds, 126 MHz), 6, ppm: 154.24, 151.86 (C=0), 143.95, 142.80, 110.46, 106.67, 105.78,
50.09, 43.95, 25.51, 18.38. HRMS (ESI-TOF), m/z: found 269.0591, calculated for
C11H13N204S [M+H]" 269.0591.

4-Phenyl-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(3H)-selenone-5,5-
dioxide (20)

H
N

YSe

Yield: A 113 mg (33%), B 103 mg (30%), m.p. 174-177°C, pink powder. *H NMR
(DMSO-ds, 500 MHz), 8, ppm (J, Hz): 10.85 (1H, s, NH), 10.28 (1H, s, NH), 7.39 (2H, m, HA",
7.30 (3H, m, HA", 5.26 (1H, s, CH), 3.29 (2H, m, CH>), 2.56 (2H, m, CH2), 2.21 (2H, m, CH2).
13C NMR (DMSO-ds, 126 MHz), 8, ppm: 170.54 (C=Se), 141.35, 139.50, 128.70, 128.24,
126.73,110.11, 50.28, 49.93, 25.10, 18.07. HRMS (ESI-TOF), m/z: found 343.0013, calculated
for C13H1sN202SSe [M+H]" 343.0014.

4-(4-Fluorophenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(3H)-

selenone 5,5-dioxide (2p)

Yield: A 61 mg (17%), m.p. 145-148°C, white powder. *H NMR (DMSO-ds, 500 MHz), 6,
ppm (J, Hz): 10.89 (1H, s, NH), 10.28 (1H, s, NH), 7.33 (2H, dd, J=8.3 Hz, J=5.4 Hz, H""), 7.22
(2H, t, J=8.8 Hz, H"), 5.27 (1H, s, CH), 3.30 (2H, m, CH2), 2.55 (2H, m, CH2), 2.21 (2H, m,
CH2). ¥C NMR (DMSO-ds, 126 MHz), &, ppm: 170.91 (C=Se), 161.46 (d, Jc-F=250 Hz),
143.49, 140.04, 129.37 (d, 3Jcr=8.6 Hz), 115.94 (d, 2Jcr=21.6 Hz), 110.39, 50.31, 50.02,
25.51, 18.50. HRMS (ESI-TOF), m/z: found 360.9913, calculated for C13H14FN202SSe [M+H]*

360.9920.
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4-(4-Methoxyphenyl)-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(3H)-

selenone 5,5-dioxide (2q)

OMe
Yield: A 74 mg (20%), m.p. 158-161°C, white powder. *H NMR (DMSO-ds, 500 MHz),
5, ppm (J, Hz): 10.80 (1H, s, NH), 10.22 (1H, s, NH), 7.20 (2H, d, J=8.5 Hz, H*"), 6.93 (2H, d,
J=8.5 Hz, H""), 5.20 (1H, s, CH), 3.75 (3H, s, CH3), 3.28 (2H, m, CH>), 2.54 (2H, m, CHz2), 2.21
(2H, m, CH2). 3C NMR (DMSO-ds, 126 MHz), &, ppm: 170.15 (C=Se), 159.14, 139.21, 133.57,
128.04, 113.99, 110.35, 55.15, 49.94, 49.71, 25.05, 18.08. HRMS (ESI-TOF), m/z: found
373.0109, calculated for C14H17N203SSe [M+H]" 373.0120.

4-(3-Hydroxyphenyl)-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-2(6H)-
thione 5,5-dioxide (2r)

Yield: A 1.767 g (57%), B 1.891 g (61%) (starting from 10 mmol ketosulfone 1), m.p.
143-145°C, white powder. *H NMR (DMSO-ds, 500 MHz), &, ppm (J, Hz): 10.47 (1H, s, NH),
9.69 (1H, s, NH), 9.50 (1H, s, OH), 7.15 (1H, s, H""), 6.69 (3H, m, H""), 5.14 (1H, s, CH), 3.26
(2H, m, CH2), 2.50 (2H, m, CH2), 2.20 (2H, m, CH2). *C NMR (DMSO-ds, 126 MHZz), 6, ppm:
174.23 (C=S), 157.48, 143.29, 140.09, 129.62, 117.29, 115.09, 113.53, 109.75, 50.22, 50.05,
25.21, 18.14. HRMS (ESI-TOF), m/z: found 311.0511, calculated for CisH1sN203S2 [M+H]*
311.0519.

3,5-Diphenyl-5,7,8,9-tetrahydrothiazolo[3,2-a]thiopyrano[3,2-d]pyrimidine 6,6-
dioxide (3)
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A stirred reaction mixture of 4-phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-
2(6H)-thione 5,5-dioxide (2a, 200 mg, 0.68 mmol, 1 equiv) and 2-bromoacetophenone (203
mg, 1.02 mmol, 1.5 equiv) in acetic acid (2 mL) was heated at 120 °C for 5 h. After completion
the reaction, solvent was evaporated in vacuo and the semi-crystalline residue was triturated
with 5% ag. NaHCOs, water and then recrystallized from isopropyl alcohol. Yield: 185 mg
(69%), m.p. 164-167°C, white powder. *H NMR (500 MHz, DMSO-ds), 8, ppm (J, Hz): 7.56
(1H, t, J=7.3 Hz, H"), 7.48 (2H, t, J=7.3 Hz, H"), 7.40 (1H, s, CH), 7.14-7.26 (5H, m, H*"),
6.67 (2H, d, J=7.3 Hz, H""), 6.37 (1H, s, CH), 3.42 (1H, d, J=12.6 Hz, CH), 3.23 (1H, t, J=12.6
Hz, CH), 2.77 (1H, d, J=18.3 Hz, CH), 2.66 (1H, m, CH), 2.31 (1H, m, CH), 2.21 (1H, m, CH).
13C NMR (DMSO-ds, 126 MHz), &, ppm: 139.48, 138.30, 130.51, 129.34, 129.23, 128.90,
128.75, 127.29, 126.39, 111.22, 55.16, 49.88, 25.99, 18.04. HRMS (ESI-TOF), m/z: found
395.0876, calculated for C21H19N202S2 [M+H]* 395.0882.

3-Amino-5-phenyl-5,7,8,9-tetrahydrothiazolo[3,2-a]thiopyrano[3,2-d]pyrimidine-2-
carbonitrile 6,6-dioxide (4)

To a stirred reaction mixture of 4-phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-
d]pyrimidine-2(6H)-thione 5,5-dioxide (2a, 200 mg, 0.68 mmol, 1 equiv) and potassium
hydroxide (38 mg, 0.68 mmol, 1 equiv) in ethanol (3 mL) bromomalononitrile (99 mg, 0.68
mmol, 1 equiv) was added in portions. The reaction mixture was heated at 82 °C for 10 h. After
completion the reaction, the inorganic solid was filtrated, the filtrate was evaporated in vacuo
and the semi-crystalline residue was recrystallized with isopropyl alcohal. Yield: 163 mg (67%),
m.p. 155-159°C, yellow powder. *H NMR (500 MHz, DMSO-ds), &, ppm (J, Hz): 7.84 (2H, br.s,
NHz2), 7.38-7.30 (5H, m, HA"), 4.49 (1H, s, CH), 3.24 (2H, m, CH2), 2.54 (2H, m, CH2), 2.17 (2H,
m, CH2). 3C NMR (DMSO-ds, 126 MHz), &, ppm: 143.07, 129.10, 128.89, 126.59, 126.56,
116.47, 62.05, 51.56, 50.15, 25.49, 18.37. HRMS (ESI-TOF), m/z: found 359.0631, calculated
for C16H15N402S2 [M+H]* 359.0631.
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13-Phenyl-5,6,9,10,11,13-hexahydronaphtho[1',2":4,5]thiazolo[3,2-
aJthiopyrano[3,2-d]pyrimidine 12,12-dioxide (5)

A stirred reaction mixture of 4-phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-
2(6H)-thione 5,5-dioxide 2a (200 mg, 0.68 mmol, 1 equiv) and 2-bromo-1-tetralone (230 mg,
1.02 mmol, 1.5 equiv) in acetic acid (2 mL) was heated at 120 °C for 6 h. After completion the
reaction, solvent was evaporated in vacuo and the semi-crystalline residue was triturated with
5% aq. NaHCOs, water and then recrystallized from isopropyl alcohol. Yield: 251 mg (88%),
m.p. 158-162°C, light-yellow powder.H NMR (500 MHz, DMSO-dg), &, ppm (J, Hz): 7.03-7.49
(9H, m, HA), 4.72 (3H, m, CH+CH2), 3.49 (1H, m, CH), 3.31 (1H, m, CH), 2.89 (1H, m, CH),
2.68 (3H, m, CH+CH2), 2.32 (2H, m, CHz). 3C NMR (DMSO-ds, 126 MHz), &, ppm: 137.40,
136.56, 131.97, 129.39, 129.13, 129.07, 128.95, 128.91, 127.48, 126.66, 125.80, 124.61,
122.24,110.96, 62.00, 54.04, 49.94, 28.63, 26.59, 21.82, 18.15. HRMS (ESI-TOF), m/z: found
421.1027, calculated for C23H21N202S2 [M+H]" 421.1039.

5-Phenyl-5,8,9,10-tetrahydro-7H-tetrazolo[1,5-a]thiopyrano[3,2-d]pyrimidine  6,6-
dioxide (6)

A stirred reaction mixture of 4-phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine-
2(6H)-thione 5,5-dioxide (2a, 200 mg, 0.68 mmol, 1 equiv), mercury(ll) acetate (217 mg, 0.68
mmol, 1 equiv), and sodium azide (88 mg, 1.36 mmol, 2 equiv) in acetic acid (3 mL) was heated
at 120 °C for 6 h. After completion the reaction, solvent was evaporated in vacuo and the semi-
crystalline residue was triturated with 5% ag. NaHCO3s, water and then recrystallized from
isopropyl alcohol. Yield: 120 mg (58%), m.p. 219-222°C, light-yellow powder. *H NMR (500
MHz, DMSO-ds), 5, ppm (J, Hz): 11.37 (1H, br.s, NH), 7.36 (5H, m, H""), 6.78 (1H, s, CH), 3.21-
3.30 (2H, m, CH2), 2.63-2.76 (2H, m, CH2), 2.28 (2H, m, CH2). *C NMR (126 MHz, DMSO-ds),
ppm: 148.30, 141.84, 138.66, 128.96, 128.64, 127.53, 106.42, 55.77, 49.88, 25.99, 17.94. The

spectroscopic data are in agreement with those reported in the literature [Dil, K. V.; Okovytyy,
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S. l.; Palchykov, V. A. J. Chem.  Technol. 2023, 31, 411-418.
https://doi.org/10.15421/jchemtech.v31i2.126304]

4-Phenyl-4,6,7,8-tetrahydro-1H-thiopyrano[3,2-d]pyrimidine 5,5-dioxide (7)
N
)
/S\
O/ N

(0]

To a stirred reaction mixture of 4-phenyl-3,4,7,8-tetrahydro-1H-thiopyrano[3,2-
d]pyrimidine-2(6H)-thione 5,5-dioxide (2a, 200 mg, 0.68 mmol, 1 equiv) and vanadyl(IV) sulfate
VO(S04)*2H20 (13.5 mg, 0.068 mmol, 0.1 equiv) in ethanol-water (8 mL-0.8 mL, 10:1)
hydrogen peroxide solution (50% ag., 231 mg, 193 pL 3.4 mmol, 5 equiv) was added. The
reaction mixture was heated at 50 °C for 18 h. After completion the reaction was evaporated
in vacuo and the semi-crystalline residue was purified on silica using ethyl acetate as eluent.
Yield: 48 mg (27%), m.p. 128-131°C, Rs (ethyl acetate) 0.15, white powder. *H NMR (500 MHz,
DMSO-ds), 8, ppm (J, Hz): 9.25 (1H, s, NH), 7.86 (1H, s, N=CH), 7.37-7.26 (5H, m, H*"), 5.21
(1H, d, J=2.9 Hz, CH), 3.22 (2H, m, CH2), 2.46 (2H, m, CHz2), 2.19 (2H, m, CH2). 23C NMR (126
MHz, DMSO-ds), ppm: 151.83, 143.28, 128.46, 127.71, 126.57, 121.11, 107.94, 50.36, 50.15,
25.50, 18.34. HRMS (ESI-TOF), m/z: found 263.0842, calculated for CisH1sN202S [M+H]*
263.0849.
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Figure S1. NMR chemical shifts and important 2D correlations for the corresponding
regioisomers 2a:2a’ (ratio 2:1) (400 MHz, DMSO-ds, ppm). This sample was obtained from the
reaction mixture entry 6 (Table 1, see article).
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Figure S19: *H NMR spectrum of 2f (500 MHz, DMSO-ds)
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Figure S20: 3C NMR spectrum of 2f (126 MHz, DMSO-ds)

S24



KD-105-2

g\ — 10.56
\\ —o71
R\ — 764
—6.41
T 630
—5.27
= 2.50-Dimethyl Sulfoxide-d6

| I |
| | |
J | B L I b\_J
E RS g 1L g 4 Ly
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
12.0 115 11.0 105 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
f1 (ppm)
Figure S21: *H NMR spectrum of 2g (500 MHz, DMSO-ds)
KD-105-2_C1:
) T W [ T

<

T T T T T T T T T T T T T T T T T T
200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30
f1 (ppm)

Figure S22: 13C NMR spectrum of 2g (126 MHz, DMSO-ds)
S25



KD-34 £
b}
K]
3
z
ko]
£
[s}
] BSRARHIRY ] ] B3
o 2 5 o RN
| | | I7\
NH\(O
‘ NH
A
o o

o

1.0 ———

<
S -
T

L I e I T T ‘* T T T ‘" T ‘* T T T ‘" T ‘" T " T ‘" T

5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0

12.0 115 11.0 105 100 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0
f1 (Ma)
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Figure S24: 13C NMR spectrum of 2h (126 MHz, DMSO-ds)
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Figure S27: *H NMR spectrum of 2j (500 MHz, DMSO-ds)
KD-69_C13
23 8 88 RE as > Mo Y n
NS — M o 5 00 B ~ b <~ ]
p] a3 I 9 SS papa S 3¢ < ]
|1 | Y Yoo % | |
NH\(O
| NH
AN
o o
F
|
! 1
|
[
| I NN NN By
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10

f1 (ppm)

Figure S28: 13C NMR spectrum of 2j (126 MHz, DMSO-de)
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Figure S29: *H NMR spectrum of 2k (500 MHz, DMSO-ds)
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Figure S30: 3C NMR spectrum of 2k (126 MHz, DMSO-ds)
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Figure S31: *H NMR spectrum of 2| (500 MHz, DMSO-ds)
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Figure S32: 13C NMR spectrum of 2| (126 MHz, DMSO-ds)
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Figure S33: *H NMR spectrum of 2m (500 MHz, DMSO-ds)
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Figure S34: 3C NMR spectrum of 2m (126 MHz, DMSO-ds)

S31



KD-104-4

— 2.50 Dimethyl Sulfoxide-d6

i P i I 7
| ! |1 | |

I A M I

k3 5 £ 4% g : § Y

T T T T T T T T T T T T T T T T T T T

12.0 115 11.0 10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 fl6(.0 ) 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5
A
Figure S35: *H NMR spectrum of 2n (500 MHz, DMSO-ds)
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Figure S36: 3C NMR spectrum of 2n (126 MHz, DMSO-ds)
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Figure S37: *H NMR spectrum of 20 (500 MHz, DMSO-ds)
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Figure S38: 13C NMR spectrum of 20 (126 MHz, DMSO-ds)
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Figure S39: *H NMR spectrum of 2p (500 MHz, DMSO-ds)
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Figure S40: 13C NMR spectrum of 2p (126 MHz, DMSO-ds)
S34



KD-115

™\-2.50 Dimethy! Sulfoxide-d6

2 3 LY S g 52 ®
2 B ~NK S w NN N
| | N | [
| l
I |
\ | U ‘k j
A A
L I ‘T T 'z T4 T
@ *x e < < < < @ <
& 3 ] R S ER 30X
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
120 115 11.0 105 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 1.5 1.0 0.5 0.0
f1 (ppm)
; .1
Figure S41: *H NMR spectrum of 2q (500 MHz, DMSO-ds)
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Figure S42: 13C NMR spectrum of 2q (126 MHz, DMSO-ds)
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Figure S43: *H NMR spectrum of 2r (500 MHz, DMSO-ds)
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Figure S44: 13C NMR spectrum of 2r (126 MHz, DMSO-ds)
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Figure S46: 3C NMR spectrum of 3 (126 MHz, DMSO-ds)
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Figure S47: *H NMR spectrum of 4 (500 MHz, DMSO-ds)
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Figure S48: 13C NMR spectrum of 4 (126 MHz, DMSO-ds)
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Figure S49: 'H NMR spectrum of 5 (500 MHz, DMSO-ds)
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Figure S50: 3C NMR spectrum of 5 (126 MHz, DMSO-ds)
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Figure S51: *H NMR spectrum of 6 (500 MHz, DMSO-ds)
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Figure S52: 13C NMR spectrum of 6 (126 MHz, DMSO-ds)
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Figure S53: 'H NMR spectrum of 7 (500 MHz, DMSO-ds)
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Figure S54: 13C NMR spectrum of 7 (126 MHz, DMSO-ds)
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Table S1: In silico evaluation of ADMET parameters and biological profile

Ne Structure Log Pow | LDso TSA, Predicted biological profile
mg/kg A
Dengue larvicida (60%), C_albicans (100%),
2a 1.60 927 98.67 | Leishmania braziliensis (60%),
Alphis gossypii (100%), Alzheimer — iNOS
\% (80%), Tcruzi_amastigota (60%),
class Tcruzi_epimastigota (80%)
Dengue larvicida (80%), Sars-Cov (80%),
2b 1.45 2000 | 117.13 | C_albicans (100%), Leishmania
amazonensis — Promastigota (80%),
\% Leishmania infantum — Promastigota (100%),
class Leishmania braziliensis (60%), Alphis
gossypii (100%), Alzheimer — iINOS (60%),
Lamazonensis_promastigota (60%),
Tcruzi_amastigota (80%),
Tcruzi_epimastigota (80%)
Dengue larvicida (60%), Salmonella (60%),
2c 1.92 927 98.67 | C_albicans (100%), Leishmania braziliensis
(80%), Alphis gossypii (100%), Promastigote
v Ldonovani (80%),
class Lamazonensis_amastigota (60%),
Tripomastigote Chagas (60 %),
Tcruzi_amastigota (80%),
Tcruzi_trypomastigota (80%),
Tcruzi_epimastigota (60%)
Dengue larvicida (80%), C_albicans (100%),
2d Leishmania braziliensis (60%),
1.60 155 | 107.90 | Alphis gossypii (100%), Tcruzi_amastigota
(80%), Tcruzi_epimastigota (80%)
1]
class
Dengue larvicida (80%), C_albicans (100%),
2e 1.20 150 | 144.49 | Leishmania braziliensis (60%), Leishmania
infantum — Promastigota (60%), Leishmania
1] amazonensis — Promastigota (80%), Alphis
class gossypii (100%), Alzheimer — iNOS (60%),
Tripomastigote Chagas (60%),
Tcruzi_amastigota (80%),
Tcruzi_epimastigota (60%)
Dengue larvicida (80%), C_albicans (100%),
2f 2.23 1000 | 98.67 | Leishmania braziliensis (60%), Alphis
gossypii (100%), Tcruzi_epimastigota (80%)
\%
class
Dengue larvicida (80%), C_albicans (100%),
29 0.92 950 | 111.81 | Leishmania braziliensis (60%), Alphis
gossypii (100%), Alzheimer — iINOS (80%),
\Y) Promastigote Ldonovani (60%),
class Tripomastigote Chagas (60%),
Tcruzi_amastigota (100%)
Dengue larvicida (100%), Alphis gossypii
2h (100%), Tcruzi_epimastigota (100%)
1.08 1000 | 83.65
\%
class
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Dengue larvicida (100%), Sars-Cov (80%),
2i C_albicans (100%), Leishmania
0.94 2000 | 102.11 | amazonensis — Promastigota (60%),
Leishmania infantum — Promastigota (80%),
\% Leishmania major (100%), Alphis gossypii
class (100%), PTR L major (100%)
Dengue larvicida (80%), Salmonella (60%),
2j C_albicans (100%), Leishmania braziliensis
1.41 1000 | 83.65 | (60%), Alphis gossypii (100%), Promastigote
Ldonovani (60%), Epimastigote Chagas
\% (100%), PTR L major (80%),
class Lamazonensis_amastigota (80%),
Tripomastigote Chagas (100%),
Tcruzi_epimastigota (80%)
Dengue larvicida (100%), C_albicans
2k (100%), Alphis gossypii (100%),
1.09 1000 | 92.88 | Tripomastigote Chagas (100%),
Tcruzi_amastigota (60%),
v Tcruzi_epimastigota (100%)
class
Dengue larvicida (100%), C_albicans
2l 0.57 1000 | 129.47 | (100%), Leishmania amazonensis —
Promastigota (80%), Hepatite C - RNA
v dependent (100%), Alphis gossypii (100%),
class Tripomastigote Chagas (100%),
Tcruzi_amastigota (60%),
Tcruzi_epimastigota (60%)
Dengue larvicida (100%), C_albicans
2m (100%), Alphis gossypii (100%),
1.72 1000 | 83.65 | Tripomastigote Chagas (80%),
Tcruzi_epimastigota (100%)
\%
class
Dengue larvicida (100%), E_coli (80%),
2n 0.43 927 96.79 | C_albicans (100%), Leishmania braziliensis
(80%), Alphis gossypii (100%), Alzheimer -
\% COX2 (60%), Promastigote Ldonovani
class (60%), Tripomastigote Chagas (80%),
Tcruzi_amastigota (100%)
Dengue larvicida (80%), C_albicans (100%),
20 0.60 1000 | 66.58 | Leishmania braziliensis (80%), Alphis
gossypii  (60%), Tripomastigote Chagas
v (100%), Tcruzi_epimastigota (80%),
class
Dengue larvicida (60%), C_albicans (100%),
2p 0.90 1000 | 66.58 | Salmonella (60%), Leishmania braziliensis
(80%), Alphis gossypii (100%), Promastigote
v Ldonovani (60%), Tripomastigote Chagas
class (100%)
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Dengue larvicida (80%), C_albicans (100%),
2q 0.54 581 75.81 | Leishmania Dbraziliensis (80%), Alphis
gossypii  (100%), Tripomastigote Chagas
\Y) (100%)
class
Dengue larvicida (80%), C_albicans (100%),
2r 1.19 927 | 118.90 | Leishmania infantum — Promastigota (60%),
Alphis gossypii (100%), Alzheimer — iNOS
v (60%), Tcruzi_epimastigota (80%)
class
No—S Leishmania amazonensis — Promastigota
3 | \Nr% 3.76 1000 | 88.05 | (60%), Alphis gossypii (100%), C_albicans
83 (80%), Leishmania braziliensis (60%),
O O pp Ph \Y; Tcruzi_epimastigota (100%), Tripomastigote
class Chagas (60%)
NS Salmonella (60%), C_albicans (80%),
4 | 7\1// CN 1.98 1000 | 137.88 | Leishmania braziliensis (60%), Alphis
S gossypii (100%), Alzheimer — iINOS (60%),
0" O pn  NH v Tcruzi_trypomastigota (100%),
class Tcruzi_epimastigota (100%)
NS Dengue larvicida (60%), Hepatite C - Typel
5 [T 411 | 1000 | 88.05 | (60%), C albicans (80%), Leishmania
>s¢ N braziliensis (60%), Alphis gossypii (100%),
ofiNe) Ph \% PTR L major (60%), Tripomastigote Chagas
class (80%), Tcruzi_epimastigota (100%)
C_albicans (100%), Alphis gossypii (100%),
6 1.17 2025 | 98.15 | Tripomastigote Chagas (60%),
Tcruzi_epimastigota (60%)
\Y
class
H Sars-Cov (60%), C_albicans (100%), E_coli
7 | 3 1.46 1000 | 66.91 | (80%), Alphis gossypii (100%),
N Tripomastigote Chagas (100%),
o v Tcruzi_epimastigota (60%)
Ph class
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0=S1(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CC=C1

Heo¢ Water Soluility
Lo Log 5 (ESOL) 248
Solubility B.85e-01 mgiml ; 2.352-03 mall
FLEX =FE Class Soluble
L I.r"x_ﬁl Log S (Al) -2.68
QL\E// A Solubilicy 6.132-01 mgimi ; 2.08-03 mak
1 -
HH z’_a_i Class Soluble
- oan  Leg S (SILICOST) -4.19
N e Solubility 1.912-02 mg/ml ; 549205 mol]
H Class Moderately soluble
ey Pharmacokinetics
SMILES S=CINGC2=C(C(N1)cicecoc)S{(=0N=0)jCCC2 3l absorption High
Physicochemicsl Propertiss BEB8 permeant e
Formula C13H14N20252 P-gp substrate Ne
Molecular weight 294.38 g/mol CYP1AZ inhibitor Ne
Num. heavy atoms 14 CYP2C19 inhibitor Yes
Mum. arom. heavy atoms g CY¥P2CD inhibitor Mo
Fraction Csp3 0 CYP2D4 inhibiter Mo
Num. rotatable bonds 1 CYPIAL inhibitor Na
Num. H-bend acceptors 2 Leg K, (skin permeation) -7.37 cmis
Num. H-bond donors 2 E—
Molar Refractivity 85.74 - L=
— 03 57 A Lipinski Yes; 0 vielation
Liponhiici Ghose Yes
Log P, (LOGF) 172 Veber o=
Log P, LOGP3] Egan e
08 Fap (X ) 1o Muegge Yes
Log Poy PWLOGF) ez Sioavsilability Score D.55
Log Py, (MLOGF) 1.16 Medicinal Chemistry
Log Py, (SILICOS-T) 245 PAINS 0 alert
Consensus Log B, 180 Brenk 1 alert: thiccarbormd_group
Leadlikensss es
Synthetic accessibility 3.59
. | MName |
Predicted LD50: 927mg/kg | Mol 29439
. .. Number of hydrogen 5
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 4
3 ]efs]e et
| MNumber of atoms | 19
T Number of bonds 21
Average similarity: 33.64% | | N f o |
= Number of rotable 1
[ Lo bonds
Prediction accuracy: 23% | " Molecularrefracivi 7
Topological Polar 98.67
Surface Area
e oclanalivatr parion ‘ 336
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Dengue larvicida

S — T oy e ooy
eliable

0=51(=0)CCCC2=CIC(NC(=S)N2)C1=CC=CC=C1 Active 0.6

Sars-Cov
T STy ettty | it
eliable

0=51(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CC=C1 Inactive 0E

Acetylcholinesterase

I — Ty sty e s
eliable

0=51(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CC=C1 Inactive

C_albicans
I — Ty sy e pcrsronn
0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CC=C1 Active ~aliable
Salmonella
T — T sy e o
0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CC=C1 Inactive ~aliable
E_coli
T — T o s s
0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CC=C1 Inactive ~aliable

Hepatite C - NS3-protease helicase

T — T T

0=81(=0)cccc2=C1C(NC(=S)N2)Cc1=CC=CC=C1 Inactive

Hepatite C - Typel

T S——TY ronst i s st

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CC=C1 Inactive iabl

Hepatite C - Serine protease

e T

0=51({=0)CCCC2=C1C(NC(=S)N2)C1=CC=CC=C1 Inactive unraliable

Hepatite C - RNA dependent

T S— T Pttty Pty
Ina

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CC=C1 reliable

Leishmania amazonensis - Promastigota

T — oty ecie rscsreooy

0=81(=0)CcCcCcC2=C1C(NC(=S)N2)C1=CC=CC=C1 Inactiy

Leishmania infantum - Promastigota

I ST oy i oty

0=81(=0)cccc2=C1C(NC(=S)N2)Cc1=CC=CC=C1 Inactive
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Drosophila melanogaster

“—— o o ooy o s

o=g1i=0lccce2=CICINC(=SINZICI=CC=Ce=C1

Leishmania braziliensis

“—— o e ot st

0=51(=0}CCCC2=CICINC{=SINZICI=CC=CC=C1

Leishmania major

“—— oy e sy sy

0=51(=0)CCCC2=CICINC(=SIN2)C1=CC=CC=C1

Alphis gossypii

“—— oy e sy sy

0=51{=0)CCCC2=CICING(=SINZICI=CC=CC=C1

Alzheimer - iNOS

“—— e e st

o=g1i=0lccce2=CICINC(=SINZICI=CC=Ce=C1

Alzheimer - COX2

“—— o e ot st

0=51(=0}CCCC2=CICINC{=SINZICI=CC=CC=C1

Alzheimer - JHK-3

“—— oy e sy sy

0=51(=0)CCCC2=CICINC(=SIN2)C1=CC=CC=C1

Alzheimer - NADPH

“—— o e s e

0=51(=0)CCCC22CICINGI=SINEIC1=CC=CC=C1

Amastigote Chages

“—— e e ey

0=51(=0)CCCE2=CICINCI=SIN2IC1=CC=CC=C1

Alzheimer - PDES

“—— s e rscssamay

0=51(=0}CCCC2=CICINCI=SIN2IC1=CC=CC=C1

Epimastigote Chagas

“—— o s s e

0=51(=0)CCCC22CICINGI=SINEIC1=CC=CC=C1

Amastigote Ldonovani

“—— i e e vt

0=51(=0)CCCE2=CICINCI=SIN2IC1=CC=CC=C1

Promastigote Ldonovani

“—— e e oy

0=51(=0}CCCC2=CICINCI=SIN2IC1=CC=CC=C1

PTRL majos

“—— o s e rscssama

0=51(=0)CCCC2=CICINC(=SIN2)C1=CC=CC=C1

amastigota

“—— e e o

0=51(=0)CCCE2=CICINGI=SINZIC1=CC=CC=C1

Tripomastigote Chagas

“—— iy e s

0=51(=0}CCCC2=CICINCI=8IN2ICI=CC=CC=C1

Lamazanensis_promastigota

“—— e ety e s

0=51(=0)CCCC2=CICINC(=SIN2)CI=CC=C0=C1

Teruzi_amastigota

“— e e s

0=51(=0}CCCC2=CICINCI=8IN2ICI=CC=CC=C1

Teruzi_epimastigota

“—— e ety e s

0=51(=0}CCCC2=CICINCI=8IN2ICI=CC=CC=C1

Teruzi_trypomastigata

“—— e e e

0=51(=0}CCCC2=CICINCI=8IN2ICI=CC=CC=C1
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0=S1(=0)CCCC2=C1C(NC(=S)N2)C1=CC=C20COC2=C1

HoO& Water Solubility
Lpa Log S (ESOL) 260
s Solubility 8.44e-01 ma/ml ; 2.49e-03 mol/l
/U\ FLEX SIZE Class Soluble
HIN NH Log S (Ali) 2388
o Solubility 4.43e-01 mag/ml ; 1.31e-03 mol/l
< = Class Soluble
0=
- ,‘/s - potar 10D S (SILICOSHT) 392
0 Solubility 4.09e-02 mag/ml ; 1.21e-04 mol/l
Class Soluble
INSOLU Pharmacokinetics
SMILES S=C1NC2=C(C(N1)c1ccc3e(c1)0C03)S(=0)(=0)CCC2 Gl absorption High
Physicochemical Properties BBB permeant No
Formula C14H14N20452 P-gp substrate Yes
Molecular weight 338.40 g/mol CYP1AZ inhibitor No
Num. heavy atoms 22 CYP2C19 inhibitor Yes
Num. arom. heavy atoms 6 CYP2C9 inhibitor No
Fraction Csp3 0.36 CYP2D6 inhibitor No
Num. rotatable bonds ! CYP3A4 inhibitor No
Num. H-bond acceptors 4 Log K;, (skin permeation) -7.77 cmis
MNum. H-bond donors 2 .
o Druglikeness
Molar Refractivity 91.80 o
A Lipinski Yes; 0 violation
TPSA 1713 A2
- o Ghose Yes
Lipophilicity
i Veber Yes
Log Py (LOGP) 2.00
Log P, LOGP3; 0.84 =gan e
09 Popy (X ) . Muegge Yes
LOg Por, (WLOGF) 1.35 Bioavailability Score 055
Log Py (MLOGP) 0.73 Medicinal Chemistry
Log Pgpy (SILICOSHT) 231 PAINS 0 alert
Consensus Log Pgy 1.45 Brenk 1 alert: thiocarbonyl_group
Leadlikeness Yes
Synthetic accessibility 3.95

. Name ‘ 0=81(=0)CCCC2=C1C(l
Predicted LD50: 2000mg/kg | ‘ ’
| Molweight | 338.4
Predicted Toxicity Class: 4 | || Number of hydrogen 7
bond acceptors
Number of hydrogen 2
nnnn bond donors
L i ‘ Number of atoms ‘ 22
Average similarity: 37.23% |  Number of bonds B3
Number of rotable bonds ‘ 1
— a0 \
Prediction accuracy: 23% ] “Molecuar ettty | 918
Topological Polar 17.13
Surface Area
S5 octanol/water partition 3.09
coefficient(logP)

Print Toxicity Report
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Dengue larvicida

S I T T sty

0=51(=0]CCCC2=CICINC[=5)N21C1=CC=C20C0C2=C1 0.2

Sars-Cow

S I T T st

0=51(=0]CCCC2=CICINC[=5)N21C1=CC=C20C0C2=C1

C_abicans

S I T T e

0=51(=0]CCCC2=CICINC[=5)N21C1=CC=C20C0C2=C1

Acetylcholinesterase

e I T T e

0=51[=0}CCCC2=CICINCI=SIN2IC1=CC=C20C082=C1

Salmanells

™S T I T T st

©=s1(=0lcCCC2=CICINCI=SIN2IC1=CC=C20C0C2=C1

™S T —— e st

0=51[=0}CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Hepatite C - NS3-protease helicase

™S T I T T st

0=51[=0}CCCC2=CICINGI=5IN2IC1=CC=C20C0C2=C1

Hepatite C - Typel

™S T I T T st

0=51(=0]CCCC2=CICINGI=SINZIC1=CC=C20C0C2=C1

Hepatite © - Serine protease

I S — I T T e

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Hepatite C - ANA dependent

I — I T T e

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Leishmania amazenensis - Promastigots

S — I T T e

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

o

Leishmania infantum - Promastigata

S — I T T e

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Drasophils mefanogaster

I — I T T e

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Leishmania braziliensis

S g B T T et

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1

Leishmania major

™S I T et

0=51(=0]CCCC2=CICINCI=5IN2IC1=CC=C20C0C2=C1
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Alphis gossypii

™ I T s

0=511=0}cCCC2=CICING(=SINZIC1 =CC=C20C0C2=C1

17 Alzheimer - INOS
S S T
0=51(=01CCCC2=CICINC(=5IN2IC1=CC=C20COC2=C1 Active 0.6 0.6

Alzheimer - JHK-3

™S I T T st

0=51(=0]CCCC2=CICING(=5IN2IC1=CC=C20C0C2=C1

Alzheimer - COX2

e T I T T s

0=51[=016CCC2=CICINC(=SIN2IC1 =CC=C20C0C2=C1

Alzheimer - NADPH

™S I T s

0=51(=01CCCC2=CICINC{=5IN2IC1=CC=C20C0C2=C1

Mlzheimer - PDES

S I T e

0=51(=01CCCC2=CICINC(=5IN2IC1=CC=C20C0C2=C1

Amastigate Ldanavani

™S I T T st

0=51(=0]CCCC2=CICING(=5IN2IC1=CC=C20C0C2=C1

Amastigote Chagas

T I T T s

0=51[=016CCC2=CICINC(=SIN2IC1 =CC=C20C0C2=C1

Epimastigote Chages

™ T I T et

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2=C1

PTR L major

™ T I T T et

0=51(=0lCCCC2=CICINCI=8IN2IC1=CC=C20C0E2:C1

Promastigote Ldonovani

S I T T i

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2=C1 0.2

Lomazonensis_amastigots

S I e

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2:C1

Tripomastigote Chagas

™ S T I T e

0=51(=01CCCC2=CICINGI=SIN2IC1=CC=C20C0C2:C1

Lamazonensis_promastigata

™ Y I T et

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2=C1 08

Teruzi_amastigots

™ T I T et

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2=C1 .|

Toruzi_epimastigota

e e o T et

0=51(=0]CCCC2=CICINCI=SINZIC1=CO=C20C0C2=C1

Teruzi_trypomastigota

™S T I T T e

0=51(=01CCCC2=CICINCI=8IN2IC1=CC=C20C0C2=C1
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FC1=CC=C(C=C1)C1NC(=S)NC2=C1S(=0)(=0)CCC2

HfeOd VWster Solubiity
. i Leg 5 (ESOL) -2.84
Solubility 7.182-01 mgimi ; 2.30e-03 moll
FLEX s Class Soluble
,r Ty Log 5 (Al) 279
A \ Salubility 5.12e-01 mgimi ; 1.84e-03 moll
J__- Class Soluble
- rousn  L09 S (SILICOS-IT) -4.48
Solubility 1.09e-02 mgiml ; 3.482-05 mol]
Class Moderately scluble
ey Pharmacokinetics
SMILES S=CINC2=C{C(N1)ciceiec! FIS(=0)(=0)C0C2 Gl absorption High
Fhysicochemical Propertiss BB8 permeant No
Femula C13H13FM20252 P-gp substrate Na
Muolecular weight 312.38 g/'mal CYP1A2 inhibitor No
MNum. heawy atoms 20 CYP2C19 inhibitor Yes
Num. arom. heavy atoms i CYP2C3 inhibitor Ne
Fraction Csp3 0.3 CYP208 inhibitor No
Mum. rotatable bonds 1 CYP3AS inhibitor Mo
Num. H-bond acceptors 3 Log K, (skin permeation) -T.41 cmis
Mum. H-bend donors 2 E—
Molar Refractivity 2560 - I
— 28 ET A Lipinski Yes; 0 violation
Liponhiic 3::52 :EE
Log Py, (LOGF) 1.88 - -
Log P, LOGP3] Egan =
o s (2 ) 11z Mueppe Yes
Log Fay (WLOGF) 218 Sicavailabiliy Scors 0.55
Log P, (MLOGF) 157 Medicinal Chemistry
Log Py (SILICOS-IT) 285 PAINS 0 alert
Consensus Log Py, 1oz Brank 1 alert: thiccarbomy_group
Leadlikeness Yes
Synthetic accessibility 3.838
. | MName ‘
Predicted LD50: 827mg/kg | " Molweight 31238
2 o Number of hydrogen 5
Predicted Toxicity Class: 4 ] ‘ bond acceptors ‘
Number of hydrogen 2
’ (2] [s]s s
= | Number of atoms ‘ 20
. c Number of bonds 22
Average similarity: 32.75% | I |
Number of rotable 1
Predicti 23% e
rediction accuracy: 0 ] | M lar refract ‘ 25.69
Topological Polar 98.67
| | | | Surface Area
J 11 octanol/water partition 35
coefficient{logP)

Print Toxicity Report
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Dengue larvicida

_ oty e sy

FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0}(=0)CCC2 reliable

=]
m

Sars-Cov

T B

FC1=CC=C(C=C1)CINC(=5INC2=C15(=0}(=0)CCC2 08

reliable

Salmonella

_ T

FC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0}(=0)CcCC2 reliable

m

=]

Acetylcholinesterase

_ T ———

FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0}(=0)CCC2 reliable

C_albicans

_ sy o i

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 reliable
E_coli
_
FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0)(=0)CCC2 nactive reliable

Hepatite C - Typel

_ T

FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0)(=0]CCC2 eliable

Hepatite C - NS3-protease helicase

_

FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0)(=0)CCC2 reliable

Hepatite C - Serine protease

_ sy i ity

FC1=CC=C(C=C1)CINC(=S]NC2=C1S(=0)(=0)CcCcCc2 nac unreliable

Hepatite C - RNA dependent

_ T ——

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 relizble

Leishmania amazonensis - Promastigota

_ sty mases ey

FC1=CC=C(C=C1)CINC(=8]NC2=C15(=0)(=0)CCC2

relizble

=]
m

infantum -

_ sy i it

FC1=CC=C(C=C1)CINC(=S]NC2=C15(=0)(=0]CCC2 nactive reliable
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Leishmania braziliensis

I e e e B T

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CcCC2

Drosophila melanogaster

_ oty o s

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CcCC2 unreliable

Leishmania major

_ Pty e i

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0){=0)CcCcCc2

reliable

Alphis gossypii

S e A T

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active

Alzheimer - INOS

_ T T———

FC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2

=]
m

Alzheimer - COX2

_ ey e i

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CcCC2

Alzheimer - NADPH

_

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0){=0)CCC2 reliable

Alzheimer - JNK-3

“

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0){=0)CCC2

Alzheimer - PDES

_ ity e s it

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0){=0)CCC2

=}
£

08 reliable

Amastigote Ldonovani

_

FC1=CC=C(C=C1)CINC(=5)NC2=C1S(=0){=0)CCC2

reliable

Amastigote Chagas

I T R T

FC1=CC=C(C=C1)CINC(=S)NC2=C15(=0){=0)CCC2

refiable

Promastigote Ldonovani

_— T

FC1=CC=C(C=C1)CINC(=§)NC2=C1S(=0}(=0)CCC2

Epimastigote Chagas

_

FC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0}(=0)CCC2

Lamazonensis_amastigota

I e T T

FC1=CC=C(C=C1)CINC(=5)NC2=C15(=0}(=0)CCC2

=]

m

PTR L major

_— T T———

FC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2

Tripomastigote Chagas

_ sty ecie s ety

FC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0}(=0)CCC2

m

=]
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Lamazonensis_promastigota

I ST oty ety s i

FC1=CC=C(C=C1)CINC(=5)NC2=C1S(=0)(=0)CCC2 Inactive reliable

Teruzi_amastigota

T S— T

FC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CcCC2 Active reliable

Teruzi_trypomastigota

T S— T oty vty s i

FC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CcCC2 Active 0.6 reliable

Teruzi_epimastigota

T S—T oty Pty i sty

FC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CcCC2 Active 0.6 reliable

OMe 2d COC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0)(=0)CCccC2

HEATL poar 0@ S (SILICOS-T) -4.30
. Solubility 05 moi]l
= Class
e Pharmacokinatics
SMILES COclcec{ec!)CINC{=5)NC2=C15{=0)(=0)CCC2 Gl absorption High
Physicochemical Properties BEE permeant Mo
Formula C14H18M20352 P Yes
Molecular weight 324 42 g'mao CYP1A2 inhibitor Mo
Mum. heavy atoms Y CYP2C19 inhibitar Yes
Num. arom. heavy atoms i CYP2CO inhibitar Na
Fraction Csp3 0.58 CYP2DA inhibiter Mo
Num. rotatable bonds 2 CYP2A4 inhibitor Na
Num. H-bond acceptors 3 Liog FC, {skin permeation) -7.57 cmis
Num. H-bo '-:l::-r Ors _7_ _ Druglikeness
Molar Refractivity 9223 . i
TEzA 107.00 A Lipinski .*'.es 0 viclation
Lipophilicity Ghose 1=
Log Py, (LOGP 203 Veber =
.. Egan ez
Log P, PLOGPI 1.00 - -
- Mueppe fes
Log Poy, (MLOGF) 183 Bicawailability Score 55
Log P, (MLOGF) 087 Medicinal Chemistry
Log Py, (SILICOS-IT) 245 alert
Consensus Leg P . &0 '.a ert: thiccarbonyl_group
fes
392
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Oral toxicity prediction results for input compound |

Name COC1=CC=C({C=C1)C1t
(=0)cce2
Predicted LD50: 155mg/kg | | ca— »
Molweight 32442
Predicted Toxicity Class: 3 | || Number of hydrogen 3

bond acceptors

P Number of hydrogen 2
= . 2 ‘ 3 | 4 | 516 bond donors

o Number of atoms 21
Average similarity: 34.18% ) | Number of bonds 23
m— Number of rotable 2
Prediction accuracy: 23% | || oonds
Molecular refractivity 9223
Topological Polar 1079
Surface Area
wmoemmmw octanol/water partition 337
coefficient(logP)

| Print Toxicity Report |

Dengue larvicida

I S—rr ot s sty Pl

COC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active 0.8 0.8 reliable
Sars-Cov
I S T R N T
€OC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive 0.2 reliabla
Salmonella
_
coc1=cc=C(C=C1)CINC(=S)NC2=C1S(=0)(=0)CCC2 Inactive sl reliabla

Acetylcholinesterase

S — T oty e — ot et

COC1=CC=CIC=CT)CINC(=S)NC2=C15(=0)(=0)CCC2Z Inactive reliable

Hepatite C - Typel

T — T oy s oty it

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive 0.8 02 unreliable
E_coli
I ST e ot | e
COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive 02 reliable

Hepatite C - NS3-protease helicase

I —Tre ot e oy et

COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 Inactive relizble
C_albicans
_
COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Active relizble

Leishmania amazonensis - Promastigota

I ST oty e ity i i i

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive

=}
o

reliable

Hepatite C - RNA dependent

T —rr o i ooy e sty

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable
Hepatite C - Serine protease

T S——Tr oty s povsioyacim |  rity

COC1=CC=C(C=C1)CINC(=SINC2=C15(=0)(=0)CCC2 Inactive unreliable
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Leishmania infantum - Promastigota
COC1=CC=C(C=C1)CINC({=8)NC2=C15(=0)(=0)CCC2

Inactive

0z

I T e | |t
S e e T )

Leishmania braziliensis
COC1=CC=C(C=CNCINC({=S)NC2=C15(=0)(=0)CCC2

Active

o

m

Drosophila melanogaster
COC1=CC=C(C=CNCINC({=S)NC2=C15(=0)(=0)CCC2

Inactive

I S— T T

unreliable
Leishmania major
COC1=CC=C(C=C1)CINC({=S)NC2=C1S(=0)(=0)CCC2

I E— T oty e~ ity Pt

Alphis gossypii
COC1=CC=C(C=C1NCINC(=5)NC2=C15(=0)(=0)CCC2

\ctive

I S T R N

Alzheimer - COX2
COC1=CC=C(C=C1)CINC({=S)NC2=C15(=0)(=0]CCC2

Inactive

T E— T T T

Alzheimer - iINOS
COC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2

ility
Inactive 0.3 o

_—
ble
I S — R

Alzheimer - NADPH
COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2

Inactive

reliable
Alzheimer -
COC1=CC=C(C=C1)CINC(=8)NC2=C1S(=0)(=0)CCC2

JNK-3
Inactive

T — Ty e i

reliable
Alzheimer - PDES
COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2

ed Reliability
4] reliable
T ——TT

COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2

T —TT oty ctn oty

Epimastigote Chagas

woucon
Inactive

Predicted Reliability
T e T T

ble
Amastigote Ldonovani
COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2

Inactive

iability
ble
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Amastigote Chagas

I S— T s ey ey s
Inactive

COC1=CC=CIC=C1)CINC(=S)NC2=C15(=0)(=0)CCC2

Promastigote Ldonovani

_

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Ina 0

02

PTR L major
S —Tr ==k W
COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable

Lamazonensis_amastigota

I S—Tr e i

COC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 Inactive 0.0 reliable

Tripomastigote Chagas

I —rr ity i ity i iy
Inactive

coci=cc=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2

Lamazeonensis_promastigota

I S T T

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Ina

Teruzi_amastigota

I — T B T Y

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Active 0.8

Teruzi_trypomastigota

T S——Tr T Y

COC1=CC=C(C=C1)CINC(=S)NC2=C15(=0}(=0)CcCC2 Inactive 0.2

Teruzi_epimastigota

T S— T cosoy e oty e | oty

COC1=CC=C(C=C1)CINC(=SINC2=C15(=0)(=0)CCC2 Active

=]
im
=]
im
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N02 ze

0=N(=0)C1=CC=C(C=C1)C1INC(=S)NC2=C1S(=0)(=0)CCC2

Water Solubility
T Leg S (ESOL) 255
Solubility B.582-01 mgimi ; 2.82e-03 mol]
FLEX e Class Soluble
i "“*«-1 Log S (Al) 3,47
\ Solubility 1.18e-01 mg/ml ; 3.41e-04 mal]
L e | Class Soluble
- pman L0053 (SILICOST) -4.02
Solubility 3.21e-02 mg/ml ; B.48e-05 mal]
Class Moderately soluble
ey Pharmacokinetics
SMILES S=CINCZ=C{C{N1)clcocioe 1 N(=0)=0)S{=0N=0)CCC2 Gl absorption Low
Fhysicochemical Properties BEB permeant Mo
Fomula C13H13N30452 P-gp substrate No
Muolecular weight 339,38 gimal CYP1A2 inhibitor Ne
MNum. heawy atoms 22 CYP2C19 inhibitor Ne
MNum. arom. heavy atoms g P20 inhibitor Nao
Fraction Csp3 0.3 CYP2D4 inhibitor Mo
Mum. rotatable bonds 2 CYPIAL inhibitor Ne
MNum. H-bond acceptors 4 Log K, {skin permeation) -1.77 cmis
MNum. H-bend donors 2 Drusliken
Miclar Refractivity 04,56 - rugteness
TPSA 144 4p A2 Lipinski Yes; 0 violation
Linonhilici Ghose ez
Log P (iLOGF) 152 \eber Na; 1 viclation: TPSA=140
] P““ . } Egan Ma; 1 violation: TRPSA=131.6
08 Py (X ) bes Muegpe Yes
Log Pay, (WLOGF) 203 Sicavailability Score D.55
Log P, (MLOGF) 04 Medicinal Chemistry
Log P, (SILICOS-IT) 057 PAINS D alert
Consensus Log Py, 120 Brank 2 alerts: nitro_group, thiscarbonyl_group
Leadlikeness Yes
Synthetic accessibility 3.90
. ‘ Name |
Predicted LD50: 150mg/kg | " Motweig (33939
2 e 2 Number of hydrogen T
Predicted Toxicity Class: 3 | ‘ bond acoeplors ‘
Number of hydrogen 2
v Bnan ot o1
= ‘ Number of atoms | 22
P— c Number of bonds 24
Average similarity: 35.44% | EE— |
Number of rotable 2
A—q bonds
Prediction accuracy: 23% | [ Molecuiar reiactia 9456
Topological Polar 144 .49
Surface Area
e e octanoliwater partition 38
coefficient(logP)
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Sars-Cov

Pt T,

0=N(=0)C1=CC=C(C=C1)CINC{=S)NC2=C15(=0)(=0)CCC2 reliable

Dengue larvicida

i s T

0=N(=0)C1=CC=C(C=C1)CINC{=8)NC2=C15(=0)(=0)CCC2 Active 02 reliable

Acetylcholinesterase

T E— e T p————

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable
C_albicans
piesoacome e
0=N(=0)C1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 ctive relizble
Salmonella
T —— T Pty s | Pty i | _prciiudetasity
0=N(=0)C1=CC=C(C=C1)CINC{=S)NC2=C15(=0)(=0)CCC2Z Inactive 0.6 0.6 reliable
E_coli
peiins e Pty Ak | ity | e i
0=N(=0)C1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 Inactive relizble

Hepatite C - Typel

e v sy e oty it

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive

=]

™

Hepatite C - NS3-protease helicase

s oo st rers ity rciva Pty

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable

Hepatite C - Serine protease

I T R

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15({=0}(=0)CCC2 Inactive

Hepatite C - RNA dependent

T —Tr Sty e sty v |t

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable

Leishmania braziliensis

I S—TT Pty Rere Pty rcive Py

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Active 0.6 reliable
Leishmania infantum - Promastigota

e T

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15({=0)(=0)CCC2 Active 0.6 reliable
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Leishmania amazonensis - Promastigota

s oo ey st e reicms ey

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active 0.2 relizble

Drosophila melanogaster

T — e oy s~ sty | il

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive unrefizble

Leishmania major

I —rr oty cbvs ety s ricsanaaniny

0=N(=0)C1=CC=C(C=CNCINC(=5)NC2=C15(=0}(=0)CCC2 Inactive relizble

Alphis gossypii

s oo oy e e sy

0=N(=0)C1=CC=C(C=C1)CINC(=5§)NC2=C15(=0}(=0)CCC2 Active 0.0 unrelizble

Alzheimer - iNOS

e T

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active 0.6 reliable

Alzheimer - NADPH

I —rr oty v ety s rcsanaaniy

0=N(=0)C1=CC=C(C=CNCINC(=5)NC2=C15(=0}(=0)CCC2 Inactive relizble

Alzheimer - COX2

o iy i~ ity ety

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Alzheimer - JNK-3

v iy ety e e

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive relizb

Alzheimer - PDES

e ouons oty v praanity asie —prss ity
Inactive

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 reliable

Amastigote Chagas

s oncons oo e P s s

0=N{=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0}(=0)CCC2 Inactive reliable

Epimastigote Chagas

I S ity i ity st

0=N(=0)C1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable

Amastigote Ldonovani

T S— T

0=N(=0)C1=CC=C(C=C1)CINC{=S)NC2=C15(=0)(=0)CCC2 Ina relizble

Promastigote Ldonovani

T — T ot Rty

0=N{=0)C1=CC=C(C=C1)CINC(=SINC2Z=C15(=0)(=0)CCC2 Inactive 0.6 0.6 reliable
PTR L major
I S —T Pty st oty i it
0=N[=0)C1=CC=C(C=C1)CINC(=8)NC2=C15(=0) (=0)CCC2 Inactiv relizble

Lamazonensis_promastigota

T S — v T

0=N{=0)C1=CC=C(C=C1)CINC(=SINC2Z=C15(=0)(=0)CCC2 Inactive reliable

Lamazonensis_amastigota

S — ooy ronsy s sy

0=N(=0)C1=CC=C(C=C1)CINC(=S]NC2=C15(=0)(=0)CCC2 Inactive 08 reliable
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Tripomastigote Chagas

oo iy s~ ity

0=N(=0)C1=CC=C(C=C1)CINC({=S)NC2=C15(=0}(=0)CcCC2 Active 0.6 reliable

Teruzi_amastigota

e e R

0=N(=0)C1=CC=C(C=C1)CINC({=S)NC2=C15(=0}(=0)CcCC2 Active reliable

Teruzi_epimastigota

e T

0=N(=0)C1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active reliable

Teruzi_trypomastigota

s oo T R Y

0=N(=0)C1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 Inactive 08 reliable

Log S {ESOL -3.39
Solubility 1.51e-01 mg/ml ; 4.042-04 mak]
Ex e Class Soluble
| 1 Log 5 (A -3.41
A | Solubility 1.48e-01 mg/ml ; 3.91e-04 mal]
W bt | Class Soluble
- poan Log S (SILICOE-T) -4.99
Solubility 5 mool]
i Clazs
et Pharmacokinetics
SMILES S=C1INCZ=C{C({M1)c1ccci{ce!)Br)S(=0=0)CCC2 3l sbsorption High
Physicochemical Properties BEB permeant Mo
Formula C13H138M20252 Yes
Molecular weight 373.20 gimo CYP1A2 inhilyitor Ng
Mum. heavy atoms 20 CYP2C19 inhibitor fes
Num. arom. heavy atoms i CYP2C4 inhibitor Na
Fraction Csp3 0.3 CYPZD8 inhibitor Na
Num. rotatable ben 1 CYPIA4 inhibitor Yoz
MNum. H-band acceptors - Log K, {skin permeation) -7.38 cmis
Num. H-bond donors 2
Molar Refractivity 9344 - Lo i
TESA 9867 A Lipins| Yes; 0 viclation
Lipophilicity Bhose Ve
Log P, (ILOGF 212 v :V:EE
Log P, (XLOGP3 172 == o
- viuegpe Yes
Log Py (WLOGF) 238 Bioawailability Score 55
Log P, (MLOGF) 1.83 Medicinal Chemistry
Log P, (SILICOS-IT) 312 =0
Consensus Log F_ " 773 1 alert: thiscarbomyl_group
MEMEES No; 1 vielation: MVW=350
Synthetic accessibility 3.89
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‘ Name |
Predicted LD50: 1000mg/kg | “Molweight (37329
. .. Number of hydrogen 5
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 2
2 = [« [= [
= ‘ Number of atoms | 20
/
PR P Number of bond 22
Average similarity: 32.53% | | Number of bonds |
Number of rotable 1
n— 8 ‘ bonds ‘
Prediction accuracy. 23% J ‘ Molecular refractivity | 93.44
Topological Polar 98.67
| | Surface Area
octanol/water partition 413
oo coefficient(logP) ‘
| Print Toxicity Report |
Sars-Cov
BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Dengue larvicida

R e e

BrC1=CC=C{C=C1)CINC(=5)NC2=C1s(=0){=0)CCC2 Active reliable
Salmonella
BrC1=CC=C(C=C1)CINC(=5INC2=C15(=0)(=0)CCC2 Inactive reliable

Acetylcholinesterase

Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability

BrC1=CC=C(C=C1)CINC(=5INC2=C15(=0){=0)CCC2 Inactive reliable

Hepatite C - Typel

“ Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability

BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CcCC2 Inactive reliable
E_coli
“ Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability
BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CcCC2 Inactive reliable

S62



Hepatite C - NS3-protease helicase

S — i

BrC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0)(=0)cCC2 nactive reliable

Hepatite C - RNA dependent

S — T sy s sty s sy

BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 nactive reliable
C_albicans
T S— T == R -
BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)cCC2 Active reliable

Hepatite C - Serine protease

I — T

BrC1=CC=C(C=C1)CINC(=58)NC2=C15(=0)(=0)CCC2 nactive unreliable

Leishmania amazonensis - Promastigota

T — T ot v ot sy

BrC1=CC=C{C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 nactive reliable

Leishmania infantum - Promastigota

S e e )

BrC1=CC=C{C=C1)CINC(=S)NC2=C15(=0)(=0)CcCC2 nactive reliable

Leishmania braziliensis

e o e

BrC1=CC=C(C=C1)CINC(=8)NC2=C1s(=0)(=0)CcCC2 Active 0.8 reliable

Drosophila melanogaster

T — BT

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)cCC2 nactive unreliable

Leishmania major

T —— T Pty sce — Pty erie s ooty

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive reliable

Alphis gossypii

I e N

BrC1=CC=C(C=C1)CINC(=8)NC2=C15(=0)(=0)CCC2 reliable

Alzheimer - iINOS

T — B

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)cCC2 nactive reliable
Alzheimer - COX2

T — T Pty sete Pty e sty

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive reliable
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Alzheimer - NADPH

S S T T

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive eliable

Alzheimer - JNK-3

T —T B T

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive reliable

Alzheimer - PDES

_

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive reliable

Amastigote Ldonovani

_

BrC1=CC=C(C=C1)CINC(=§)NC2=C15(=0)(=0)CCC2 nactive reliable

Amastigote Chagas

T R )

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 nactive reliable

Promastigote Ldonovani

T —T R

BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 nactive reliable

Epimastigote Chagas

S — T oty syt raint

BrC1=CC=C{C=C1)CINC(=5)NC2=C15(=0)(=0]CcCC2 nactive reliable
PTR L major
T — T T
BrC1=CC=C(C=C1)CINC(=S)NC2=C1S(=0)(=0]CCC2 nactive reliable

Lamazonensis_amastigota

T — T R T

BrC1=CC=C(C=C1)CINC(=S)NC2=C15(=0)}(=0)CCC2 nactive reliable

Tripomastigote Chagas

_

BrC1=CC=C{C=C1)CINC(=5)NC2=C15(=0)(=0]CCC2 nactive reliable

Lamazonensis_promastigota

I ST T T

BrC1=CC=C{C=C1)CINC(=SINC2=C15(=0)}(=0)CCC2 nactive reliable

Teruzi_amastigota

S —— T T

BrC1=CC=C{C=C1)CINC(=S)NC2=C15(=0}(=0)CCC2 Active reliable

Teruzi_epimastigota

T S— B T

BrC1=CC=C{C=C1)CINC(=5)NC2=C15(=0}(=0)CCC2 reliable

Teruzi_trypomastigota

T — T e T

BrC1=CC=C(C=C1)CINC(=5)NC2=C15(=0}(=0)CCC2 nactive reliable
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0=S1(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1

S65

| Kl T4 \Nister Solubilty
ueo Log 5 (ESOL) -1.82
Solubility 4 26e-+00 mg/mi ; 1.50=-02 maod
o FLEX oI Class ery soluble
o o [ 5 (Al -2.03
‘Q\E// P “\1 ;?umli:ry ' 2.532400 mg/mi : 9.242-03 mal
MH L\ Class Soluble
/& - pxar  Log S (SILICOST) -3.41
y s Solubility 1.12e-01 mgimi ; 3.93=-04 mal
H Class Soluble
ety Pharmacokinetics
SMILES S=C1NC2=C{C(N1jcicccol)S{=0N=0)jCCC2 Gl absorption High
Physicochemical Properties B8EB permeant Nao
Formula C1IHI2N20352 P-gp substrate Na
Molecular weight 28435 g'mad CYP1A2 inhibitor Yes
MNum. heawy atoms 18 CYP2C19 inhibitor es
MNum. arom. heavy atoms 5 CYP2CY inhibitor Nao
Fraction Csp3 0.6 CYPZD8 inhibitor No
Num. rotatable bonds 1 CYP3A4 inhibitor Ne
Num. H-bond acceptors 3 Log K, (skin permeation) -7.94 cmis
Mum. H-bend donors 2 -
Molar Refractivity 78.00 A
— 1181 A= Lipinski Yes; [ viclation
— . -
Log P, (LOGF) 1.54
Egan Yes
Log P, (MLOGP3) 013 Musgge e
Log Fos (WLOGF) 121 Bicavailability Score 0.55
Log P, (MLOGF) 018 Madicinal Chemistry
Log P, (SILICOSHT) 1.80 PAINS 0 alert
Consensus Log Py, ooz Brank 1 alert: thiccarbomyl_group
Leadlikensss fes
Synthetic accessibility 4.00
Name ‘ 0=51(=0)CCCC2=C1C(
Predicted LD50: 950mg/kg | . M— '
| Molweigt | 28436
Predicted Toxicity Class: 4 | | Jumeerainyiooen | =
MNumber of hydrogen 2
‘9_ nnﬂn ‘ bond donors ‘
- ‘ MNumber of atoms | 18
Average similarity: 31% | | Number of bonds [ 20
‘ Number of rotable ‘ 1
Prediction accuracy: 23% | | %
| Molecular refractivity [ 78
‘ Topological Polar ‘ 11.81
| | | Surface Area
oW Aowm  sow B0 octanol/water partition ‘ 2.96
coefficient(logP) )



Dengue larvicida

T —TY e T

0=51(=0)CCCC2=C1C(NC(=5)N2)C1=CC=CO1 Active reliable
Salmonella
I S T oy scon | omaty i sty
0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CO1 Inactive reliable
sars-Cov
T —Tr T
0=51(=0)CCCC2=CI1C(NC(=5)N2)C1=CC=CO1 Inactive reliable

Acetylcholinesterase

I —TY oty e~ bty e s

0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CO1 Inactive reliable
E_coli
T S— T oy s sty e sy
0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CO1 Inactive reliable

Hepatite C - Typel

I S T R

0=51(=0)CCCC2=CIC(NC(=5)N2)C1=CC=CO1 Inactive reliable

Hepatite C - N53-protease helicase

reovene ety s Pty oty

0=51(=0)CCCC2=CIC(NC(=S)N2)C1=CC=CO1 Inactive reliable
C_albicans
v oy e oty oo
0=51(=0)CCCC2=CIC(NC(=S)N2)C1=CC=CO1 Active 0.0 reliable

Hepatite C - RNA dependent

e ity i | ity i | it

0=81(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CO1 Inactive reliable

Hepatite C - Serine protease

retcns e ot st oo | ot

0=81(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CO1 Inactiva unreliable
Leishmania amazonensis - Promastigota

roaceaoveams ooty e oy civ i

0=51(=0)CCCC2=CI1C(NC(=5)N2)C1=CC=CO1 Inactive reliable
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Drosophila melanogaster

e T

0=51(=0)CCCC2=CIC(NC(=SIN2)C1=CC=CO1 Inactive unreliabla

Leishmania infantum - Promastigota

oo iy i~ ity e et

0=81(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CO1 Inactiva reliable

Leishmania braziliensis

e sy s Pttt

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Active reliable

Leishmania major

s oreon st s~ Pty rcive | prrai

0=81(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CO1 Inactiva reliable

Alphis gossypi

oo iy i Pty e et

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Active reliable

Alzheimer - INOS

v S T

0=81(=0)CCCC2=CIC(NC(=8)N2)C1=CC=CO1 Active reliable

Alzheimer - NADPH

s oveons sty i proavityecive i

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable

Alzheimer - COX2

R

0=51(=0)CCCC2=CICINC(=S)N2)C1=CC=CO1 Inactive reliable

Alzheimer - JNK-3

e

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=C01 Inactive reliable

Alzheimer - PDES

s oveons sty s proavityocive i

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable

Amastigote Chagas

o oveone ——prasity st et ety e st

0=§1(=0)CCCC2=CICINC(=S)N2)C1=CC=CO1 Inactive reliable

Promastigote Ldonovani

0=81(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Active reliable

Amastigote Chagas

“ Predicted Outcome Probability Active Probability Inactive Predicted Reliability

0=81(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable

Amastigote Ldonovani

“ Predicted Outcome Probability Active Probability Inactive Predicted Reliability

0=581(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable
PTRL major
“ Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability
0=81(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable

Lamazonensis_amastigota

“ Predicted Outcome Probability Active Probability Inactive Predicted Reliability

0=51(=0)CCCC2=C1C(NC(=S)N2)C1=CC=CO1 Inactive reliable
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Tripomastigote Chagas

“ T— prosaity —— Prosaity acive Predieantasity

0=s1(=0)cccc2=CIC(NC(=S)N2)C1=CC=CO1 Active eliable

Lamazonensis_promastigota

“ Prciiod uoome Proabity ProbbilyAcie Proabily acive Prdiind ity

0=51(=0)CCCC2=CICINC(=5)N2)C1=CC=CO1 08 eliable

Teruzi_epimastigota

R e R st ouoem — —— — Prcictednelisity

0=81(=0)CCCC2=CICINC(=S)N2)C1=CC=CO1 Inactive eliable

Teruzi_trypomastigota

R e R st prosaity ProvaityAcie Prosaity actve Predieantasiny

0=51(=0)CCCC2=CICINC(=S)N2)C1=CC=CO1 Inaetive eliable

Teruzi_amastigota

“ Prcitod cuome Prosabity ProsbityAcie Proabilyacive Prdiind ity

0=§1(=0)CCCC2=CICINC(=S)N2)C1=CC=CO1 Active eliable

ity
— Log S (ESOL
Solubility a-+00 mag/mil ; 1.00e-02 mol
Ex 2E Class
r
A 1.20=-02 el
P L
- e SILICOE-T)
1 1
Soluble
e Pharmacokinetics
SMILES O=CINCZ=C{C(N1)elcoces!)S{=0N=0)CCC2 an
Phyzicochemical Properties Na
Formula C13H14N2035 ez
Muolecular weight 278.33 g'muoi Na
MNum. heawvy atoms 18 CYP2C19 inhibiter Na
MNum. arom. heawvy atoms i} CYP2CY inhibitor Nao
Fraction Csp3 0.31 CYP2D8 inhibitor Na
Num. rotatable bonds 1 CYPLA4 inhibitor No
-bond accel s 3
Num. H-bond acceptors 2 Log K, {skin 7.70 cmis
MNum. H-bond donors 2 Diruglike
Molar Refractivity 7863 ”_ru"gl 1E_S_
—_— 3,65 A Yes: 0 violation
Yes
Log P, LOGF 1.36 =
- . Yes
Log Py, (RLOGP3 042 Yes
n B W \ 1 4R . FF,
Log Py, (WLOGF 45 availability Score 55
Log Py, (MLOGF) 1.15 Medicinal Chemistry
1.00 ==
1.08 alert
fes
ibility 387
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Oral toxicity prediction results for input compound |
. Name
Predicted LD50: 1000mg/kg | | joiweight =t
: 6 Number of hyd 5
Predicted Toxicity Class: 4 | bond acoepiers
Number of hydrogen 2
Y bond donors
: BT 1= 1]
= Number of atoms 19
.
Average similarity: 35.85% | | Numeerofbonds 2!
Number of rotable 1
Predicti - 23% =
rediction HECHHCYE 0 J Molecular refractivity 7853
Topological Polar 83.65
Surface Area
e octanol/water partition 32
) ) coefficient{logP)
| Print Toxicity Report |
Sars-Cov
Predicted Probablllty Pmbablllt)«r Predicted
“ PrOhablllty Re"ablllty
0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Dengue larvicida

Predicted Probablllty Pmbabllltyr Predicted
“ PrOhablllty Re"ablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Active reliable

Acetylcholinesterase

Predicted Prob. Probability Probability Predicted
Outcome Active Inactive Reliability

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
C_albicans
Predicted Prohal:hllltyr Pn'.nt:iablllt)«r Pre cted
0=CINC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Active reliable
Salmonella
Predicted e Probability Probability Pre cled
Outcome Active Inactive Reli
0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
E_coli
Predicted Prohabllltyr Frobablllly Predicted
“ PrOhablllty Re"ablllty
0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Hepatite C - NS3-protease helicase

Predicted Prohablllty Probablllty Predicted
“ Pr°hablllty Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Hepatite C - Typel

Predicted Prohablllt)|r Prc:ll:iabllltyr Predicted
“ PrOhahlllty Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Hepatite C - Serine protease

Predicted Prohal:ulltyr Pml:iabllltyr Predicted
“ PrOhahlllty Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive unreliable

Hepatite C - RNA dependent

Predicted Prot:ial:ulltyr Pr('.nt:iablllt)«r Predicted
“ PrOhahlllty Rellablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania amazonensis - Promastigota

Predicted Probability Probability Probability Predicted
Outcome Active Inactive Reliability

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania infantum - Promastigota

Predicted Prt:ibal:ullt)pr Probabllltgqlr Predicted
“ PrOhah"Ity Rellablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Drosophila melanogaster

Predicted Prt:lhal:ulltyr Probablllly Predicted
“ PrOhab"Ity Re"ablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania braziliensis

Predicted Prohabllltyr Probabllliy Predicted
“ PrOhablllty Re"ablllty

0=CINC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania major

Predicted Prot:ml:\llltyr Probabllliy Predicted
“ PrOhabllltv Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Alphis gossypii

Predicted Prol'.ial:nllt)pr Probablllt)«r Predicted
“ Prohahllltv Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Active reliable

Alzheimer - COX2

Predicted Probabllltyr Probablllly Predicted
“ PrOhahllltv Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - iNOS

Predicted Prt:ibabllltyr Probabllmqlr Predicted
“ PrOhahllltv Rellablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - NADPH

Predicted Prohablllty Probablllly Predicted
“ PrOhahlllty Re"ablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - JNK-3

Predicted Prohablllty Probablllly Predicted
“ PrOhahlllty Re"ablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - PDES

Predicted Prohablllty Probablllly Predicted
“ PrOhahlllty Re"ablllty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Epimastigote Chagas

Predicted DtOLS Proba Probability Pre cted
Outcome Active Inactive Relia

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Amastigote Chagas

Predicted Proba thabllltyr Pre cted

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Amastigote Ldonovani

Predicted OtOLS Proba Probability Predlcted
Outcome Active Inactive Rel

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Promastigote Ldonovani

Predicted Probablllty Pr('.-l:nabllligqlr Predicted
“ PrObahlllty — “ty

0=C1INC(C2=CcC=CC=C2)C2=C(CcCCS2(=0)=0)N1 Inactive reliable

Lamazonensis_amastigota

Predicted Probablllty Probablllly Predicted
“ Pr°habllltv — "ty

0=C1INC(C2=CcC=CC=C2)Cc2=C(CcCcCSs2(=0)=0)N1 Inactive reliable

Tripomastigote Chagas

Predicted Prohab ity Prohablllly Predicted
“ Pr°hablllty — "ty

0=C1NC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Active reliable
PTR L major

Predicted Probablllty Prt'.nbablllt)«r Predicted

“ PrOhablllty Re"ablllty

0=CINC(C2=CcC=CcC=C2)C2=Cc(CcCcCS2(=0)=0)N1 Inactive reliable

Lamazonensis_promastigota

Predicted Probability Probability Probability Predicted
Outcome Active Inactive Reliability

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Teruzi_amastigota

Predicted Probablllty Probablllty Predicted
“ PrOhablllty Re"ablllty

0=C1INC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Tcruzi_epimastigota
Predicted Probablllty Probablllly Predicted
“ Prohablllty Re"ablllty
0=CINC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Active reliable
Teruzi_trypomastigota

Predicted Probablllt)fr Probablllly Predicted
“ PrOhabllltv Re"ablllty

0=CINC(C2=CC=CC=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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0=C1NC(C2=CC=C30COC3=C2)C2=C(CCCS2(=0)=0)N1

Print Toxicity Report

S73

fft @0 Wter Solubiity
H T~ Log 5 (ESOL) 213
o il Solubility 2.41e+00 mg'mi ; 7.48=-03 moll
Y FLEX e Class Soluble
[ Leg S () .04
A '.|I Solubility 2.88e+00 mg/mi ; 1.142-02 moll
P | Class Vary soluble
- nouan  L0g S (SILICOS-T) 372
o Solubility 5.08e-02 mgi'mi ; 1.89e-04 makl
A Class Saluble
INSCLL Pha Kinetics
SMILES 0D=CINCZ=C{Ci{M1)clcecdeicl)OCO3)5(=0)(=0)CCC2 3l absorption High
Physicochemical Properties BBE permeant Na
Formula C14H14M2085 P-gp substrate fes
Molecular weight 322.34 gimad CYP1A2 inhibitor Ne
MNum. heawy atoms 22 CYP2C19 inhibitor No
Mum. arom. heavy stoms 8 CYP2CY inhibitor N
Fraction Czp3 0.35 CYP204 inhibitor Mo
MNum. rotatable bonds 1 CYPIAYL inhibitor No
Num. H-bond acceptors 5 Log K, (skin permeation) -8.10 cmis
Num. H-bend donors 2 Drusliken
Miclar Refractivity 84,60 - rugieness
TPsA 10241 &= Lipinski Yes; 0 violation
Linonhiici 3::52 iEE
Log B, (iLOGF) 167 - -
Log P, LOGP3) Egan e
08 Py (X ) bz Muegge Yes
Log Fryy (WLOGF) 11z Sioavailability Score 0.55
Log P, (MLOGF) 0.74 Medicinal Chemistry
Log P, (SILICOS-IT) 0.85 PAINS 0 alert
Consensus Log Py, 004 Brenk D alert
Leadlikeness es
Synthetic accessibility 3.83
) | Name |
Predicted LD50: 2000mg/kg | [ Mohweig (32234
. . Number of hydrogen T
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Mumber of hydrogen 2
(3]s ]s ot
=$ | MNumber of atoms | 22
— C Number of bonds 25
Average similarity: 36% | I |
Mumber of rotable 1
2= ‘ bonds ‘
Prediction accuracy: 23% | [ Molecular refraciv Teae
Topological Polar 10211
Surface Area
A ocanclvter pariion ‘ 293




Dengue larvicida

Predicted Probabilit Probability Probability Predicted
Outcome vy Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active reliable
Sars-Cov

Predicted Prnbahlllly Pn:ibablllt)pr Predicted

“ PrObablllty Rellab““y

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active reliable

Acetylcholinesterase

Predicted Probabilit Probability Probability Predicted
Outcome v Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
Salmonella

Predicted Probahllliy Probability Predicted

“ PrOhablllty e Reliahilitv

0=CINC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 1.0 unreliable
C_albicans

Predicted Probabilit Probability Probability Predicted

Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active 0.0 reliable

E_coli

Predicted Pmbahllliyr Probability Predicted

“ PrOhab“Ity Inactive Reliahility

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 0.6 reliable

Hepatite C - NS3-protease helicase

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive unreliable

Hepatite C - Typel

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive unreliable

Hepatite C - RNA dependent

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania amazonensis - Promastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

O=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active reliable
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Hepatite C - Serine protease

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 1.0 unreliable

Leishmania infantum - Promastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=CINC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active 0.2 reliable

Drosophila melanogaster

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive unreliable

Leishmania braziliensis

Predicted Proba Probability Probability Predicted
Outcome Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Leishmania major

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active reliable

Alphis gossypii

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active unreliable

Alzheimer - NADPH

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - JNK-3

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)Cc2=Cc(CCCS2(=0)=0)N1 Inactive reliable

Alzheimer - INOS

Predicted [ —— Probability Probability Predicted
Outcome 4 Active Inactive Reliability

O=C1NC(C2=CC=C30C0C3=C2)C2=Cc(CCCs2(=0)=0)N1 Inactive reliable

Alzheimer - COX2

Predicted P S— Probability Probability Predicted
Outcome 4 Active Inactive Reliability

O=C1NC(C2=CC=C30C0C3=Cc2)C2=Cc(CCcCs2(=0)=0)N1 Inactive reliable

Alzheimer - PDES

Predicted P — Probability Probability Predicted
Outcome Y Active Inactive Reliability

O=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Amastigote Chagas

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Amastigote Ldonovani

Predicted Prob Probability Probability Predicted
Outcome Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Epimastigote Chagas

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable
PTR L major

Predicted Probahlllty Probability Predicted

“ PrOhab“Ity L Re“ahili‘y

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Active 0.0 reliable

Promastigote Ldonovani

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=CINC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 0.8 reliable

Lamazonensis_amastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=CINC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 1.0 reliable

Tripomastigote Chagas

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 0.8 reliable

Lamazonensis_promastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 0.6 reliable
Teruzi_amastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive 0.8 reliable
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Teruzi_epimastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1INC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Teruzi_trypomastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

0=C1NC(C2=CC=C30C0C3=C2)C2=C(CCCS2(=0)=0)N1 Inactive reliable

2j  FC1=CC=C(C=C1)C1NC(=0)NC2=C1S(=0)(=0)CCC2

®
HOO&

Wiater Solubility

Solubility 2.05e+00 mg/mi ; 5.912-03 modl
T3 Class Soluble

f - =

Log 5 (A a5
Solubility 4 21e+00 mgimi ; 1.422-02 moll

A 1 Class ‘Wery soluble

- poag o9 S (SILICOS-IT) -4.28

. Solubility 1.81202 mgiml ; 5.452-05 mal]
Class Moderately scluble

Pharmacokinetics

SMILES O=CANCZ=C{C{N1)cicec{ec1)F)S(=0)(=0)CCC2 High
Physicochemical Properties Ma
Formula C13H13FN2035 Yes
Molecular weight 295.32 g'mai Ne
Mum. heavy atoms 20 CYP2C19 inhibitor Na
MNum. arom. heavy atoms g CYP2C3 inhibitor Ma
Fraction Csp3 0.3 CYPZDA inhibitar Na
Mum. rotatable boands 1 CYP3A4 inhibitor MNa
-bond acceptors 4
Num. H-band acceptors Lag K, {skin permeation) 774 cmis
MNum. H-bend donors 2 -
Molar Refractivity TR 4D Lo i
TESA 21 AF Lipinski Yes; 0 viclation
- B Ghose es
Log P, (LOGP 56 feber s
L o HLOGE2 =g=n =
o P, LGP 0.52 .
= o = uegge s
o P Wy i 04 » .
Log Foy (WLOGF 20 Bigavailability Score .33
Log Py, (MLOGF) 55 Medicinal Chemistry
Log Py, (SILICOSHT 41 FAINE glent
Consensus Log P, 1.41 Brenk slert
Leadlikeness Yes
Synthetic accessibility 3.88
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Oral toxicity prediction results for input compound )

Name
Predicted LD50: 1000mg/kg | | igiweight 296,32
: o Number of hydrogen 5
Predicted Toxicity Class: 4 | || bond acceptors
Number of hydrogen 2
P . bond donors
- afa]<]s]e]
= Number of atoms 20
P
—— Number of bond 22
Average similarity: 34.87% | | oo 2oon®
Number of rotable 1
Predicti 23% i
rediction SerlE s e ° J Molecular refractivity 78.49
Topological Polar 83.65
Surface Area
J L 1 octanol/water partition 334
) coefficient{logP)
| Print Toxicity Report |
Sars-Cov

Predicted Probabilit Probability Probability Predicted
Outcome v Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Inactive .0 0. .0 reliable

Dengue larvicida

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Active 0. 0. . reliable

Acetylcholinesterase

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Inactive . . . reliable

Salmonella

Predicted Probabilit Probability Probability Predicted
Outcome Y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)ccc2 Active 0. 0. 0. reliable

C_albicans

Predicted Probabilit Probability Probability Predicted
Outcome Y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Active .0 .0 . reliable

E_coli

Predicted Probabilit Probability Probability Predicted
Outcome Y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)cce2 Inactive 0. . . reliable
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Hepatite C - NS3-protease helicase

Predicted Probabilit Probability Probability Predicted
Outcome v Active Inactive Reliability
FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)CCC2 Inactive 0 0. 0 reliable

Hepatite C - Typel

Predicted Probabilit Probability Probability Predicted
Outcome Yy Active Inactive Reliability
FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)ccc2 Inactive 0. 0. 0. reliable

Hepatite C - RNA dependent

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive reliable
(=0)ccce2 0 0. 0

Leishmania amazonensis - Promastigota

Predicted Prob Probability Probability Predlcted
Outcome Active Ina Reli

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive reliable
(=0)cCC2 0. : :

Leishmania infantum - Promastigota

Predicted Probabili Probability Proba Predicted
Outcome Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive reliable
(=0)ccc2 0. 0. o

Hepatite C - Serine protease

Predicted Probabilit Probability Probabili Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive unreliable
(=0)ccc2 0 0. 0

Leishmania braziliensis

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccce2 Active . ] . reliable

Drosophila melanogaster

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive reliable
(=0)cccez2 .0 0. .0

Leishmania major

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) Inactive reliable
(=0)cccez2 -0 0. .0
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Alphis gossypii

Predicted Probabi Probability Probability Predlcted
Outcome Active Inactive Rel

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccc2

Active .0 .0 . reliable

Alzheimer - COX2

Predicted P Probability Probability
Outcome Active Inactive

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccce2

Inactive 0. . . reliable

Alzheimer - INOS

Predicted Probability Probability Probability Predicted
Outcome Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccc2

Inactive . 1 . reliable

Alzheimer - JNK-3

Predicted Probabilit Probability Probability Predicted
Outcome Yy Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)CcCC2 Inactive .0 0. .0 reliable

Alzheimer - NADPH

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Inactive 0. . . reliable

Alzheimer - PDES

Predicted Probabilit Probability Probability Predicted
Outcome Yy Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CcCC2 Inactive 0. 0. 0. reliable

Amastigote Chagas

Predicted Probabllny Prohal:lhtur Predicted
“ PrObablhty Rel.ablnty

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Inactive .0 0. .0 reliable

Amastigote Ldonovani

Predicted Probablllty Probablhty Predicted
“ PrOhablhty Rel'ablntv

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)CcCC2 Inactive .0 0. .0 reliable
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Epimastigote Chagas

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)cce2 Inactive . 0. 1.0 reliable

Promastigote Ldonovani

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) .
(=0)ccce2 Active : 0. 0.4 reliable

Lamazonensis_amastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(=0)cce2 Inactive - 0. 0.8 reliable

Tripomastigote Chagas

Predicted Probabilit Probability Probability Predicted
Outcome v Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(= o)cee2 Active .0 .0 . reliable

PTRL major

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability
FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(= o)cee2 Inactive 0. 0. 0. reliable

Lamazonensis_promastigota

Predicted Probabilit Probability Probability Predicted
Outcome v Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(=0)CCC2 Inactive . . . reliable
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Tcruzi_epimastigota

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccc2

Active

Teruzi_trypomastigota

reliable

Predicted o Probability Probability Predicted
Outcome ¥y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)ccc2

Inactive

Teruzi_amastigota

reliable

Predicted Probabilit Probability Probability Predicted
Outcome y Active Inactive Reliability

FC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)
(=0)cccz2

ome 2k

Htele

Fht.
[¢]

cochemical Properties
C14H18M2045

P LOGF3 0.40
=] LOGP AR
=] =P neT

Inactive

COC1=CC=C(C=C1)C1NC(=0)NC2=C1S(=0)(=0)CCC2

Wiater Solubility

Druglikeness

Bs; U wixiation

Medicinal Chemistry

reliable
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Oral toxicity prediction results for input compound

Name
Predicted LD50: 1000mg/kg | |Fijigineight 308.35
c o Mumber of hydrogen 6
Predicted Toxicity Class: 4 | | bondacceptors
Number of hydrogen 2
“ (- []
= Number of atoms 21
=
—— Number of bond 25
Average similarity: 36.31% | | oo 0%
Number of rotable 2
Predict 23% e
rediction EEELE S ° ] Molecular refractivity 85.03
Topological Polar 92.88
Surface Area
- - octanoliwater partition 3
oo - coefficient(logP)

| Print Toxicity Report |

Sars-Cov

Predicted Pn:al:vahllltyr Prohablllty Predicted
“ PrObablllty Rellablllty

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)

(= o0)cce2 Inactive .8 . - reliable

Dengue larvicida

Predicted Pml:bahllltyr Prohablllty Predicted
“ PrObablllty RE"ab“lty

COC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(= o)cce2 Active . . . reliable

Acetylcholinesterase

Predicted Pml:nahllltyr Prohablllty Predicted
“ PrObab“Ity Re“ablllty
COC1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)

(= o)cce2 Inactive . 0. . reliable

C_albicans

Predicted Prnbabllliy Probability Predicted
“ PrObab“Itv Inactive Reliabi"ty

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) .
(=0)CCC2 Active 0.8 0.8 0.2 reliable

Salmonella

Predicted Pmbahllliy Probability Predicted
“ PrObab“Ity iy Reliabi"ty

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) .
(=0)cce2 Inactive : 0. 1.0 reliable

Hepatite C - Typel

Predicted Pl‘obahlllly Probability Predicted
“ PrObablllty iy Reliabi"ty

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0) )
(=0)cce2 Inactive 0.8 Q. 0.8 unreliable
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E_coli

T — T ot ety | e i

COC1=CC=C(C=C1)CINC(=0}NC2=C1S(=0)(=0)CcCC2 Inactive reliable

Hepatite C - NS3-protease helicase

T S — T T e

COC1=CC=C(C=C1)CINC(=0JNC2=C15(=0)(=0)CcCC2 Inactive reliable

Hepatite C - Serine protease

I S Pty Ak |ty | Pttty

COC1=CC=C(C=CT)CINC(=0JNC2=C1S(=0}(=0)}CCC2 Inactive unrelia

Hepatite C - RNA dependent

T E— T e T

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 Inz

tive reliable

Leishmania braziliensis

T — T oy e — oy raein | ey

COC1=CC=C(C=C1)CINC(=0JNC2=C15(=0)}(=0)CCC2 Inactive [aX reliable

Leishmania infantum - Promastigota

I S oy sk | ety | ettt

COC1=CC=C(C=C1)CINC(=0}NC2=C1S(=0)(=0)CcCC2 Inactive reliable

Leishmania amazonensis - Promastigota

s oaere oy s Py ity

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2

=1
m

reliable

Drosophila melanogaster

S oy e —— ity st

COC1=CC=C(C=C1)CINC(=0INC2=C15(=0)(=0)CCC2 Inactive unreliable

Leishmania major

s oo oty s~ ensny s oaeea sy

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2

reliable

Alphis gossypii

I ST iy e Pty | ity

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 \Ctive reliable

Alzheimer - iINOS

e sttt i e saisot

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 Inactive reliable

Alzheimer - COX2

I — T ot oty acon et iy

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2

reliable

Alzheimer - NADPH

omicnoacrs N

COC1=CC=C(C=C1)CINC({=0]NC2=C15(=0)(=0)CCC2 Inactive 06 reliable

=}
m

Alzheimer - JNK-3

T — Ty e

COC1=CC=C(C=C1)CINC(=0]NC2=C15(=0)}(=0)CCC2 Inactive reliable

Alzheimer - PDES

reasisoveor ot et iyt

COC1=CC=C(C=C1)CINC{=0)NC2=C15(=0)(=0)CCC2 Inactive reliable
Epimastigote Chagas

reasisoveor ot et iyt

COC1=CC=C(C=C1)CINC{=0)NC2=C15(=0)(=0)CCC2 Inactive reliable
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Amastigote Ldonovani

iin e oty k| ity e | it
Inactive

COC1=CC=C(C=C1)CINC(=0INC2=C15(=0){=0)CCC2 reliable

Amastigote Chagas

T — e R py—v—
Inactive

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 reliable

Promastigote Ldonovani

I S—T ot s ity sty
Inactive

COC1=CC=C(C=C1)CINC{=0)NC2=C15(=0)(=0)CCC2 reliable

PTR L major

s s R
Inactive

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 reliable

Lamazonensis_amastigota

T e e py—v—

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 Inactive reliable

Lamazonensis_promastigota

s oveon e Y

COC1=CC=C(C=C1)CINC(=0)INC2=C15(=0)(=0)CCC2 Inactive reliable

Tripomastigote Chagas

i oacre P s~ ity s | ity

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0){=0)CCC2 Active reliable

Teruzi_trypomastigota

e Y

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0){=0)CCC2 Inactive reliable

Tcruzi_amastigota

I S—rr T ——y

COC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 Active

=]

m

reliable
Tcruzi_epimastigota

I S—Tr ooty e ity et sty

COC1=CC=C(C=C1)CINC(=0INC2=C15(=0}{=0)CCC2 Active 0.0 reliable
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21 0=C1NC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)N1
ey Vister Sclubiity
" e Log S (ESOL) 207
Q. Solubility 2.742+00 mg/mi ; 8.47=-03 mell
\\\I/ | FLEX e Class Soluble
Hb .
A [ o s
o o Z \\,. Solubility B.55e-01 mg/ml ; 2.95e-03 mol
— A Class Soluble
— poan  L0g S (SILICOS-T) 383
Solubility 4 782-02 mgiml ; 1.48=-04 mokl
oM,
o= g Class Soluble
IS LL Fha Kinetics
SMILES 0=CINCZ=C{C{N1)clcecioc IN(=0)=0)5{(=0}=0)CCC2 Gl absorption High
Physicochemical Properties BB8 permeant Mo
Fommula C13H13M3055 P-gp substrate Mo
Muolecular weight 323.32 g'mod CYP1A2 inhibitor M
MNum. heawy atoms 22 CYP2C19 inhibitor Na
Num. arom. heavy atoms. g CYP2C3 inhibitor M
Fraction Czp3 03 CYP2D08 inhibitor No
Num. rotatable bonds ki CYP2AL inhibitor Mo
Num. H-band acceptors 5 Lag K, (skin permeation) -8.09 cmis
Mum. H-bond donors 2 E——
Molar Refractivity 87.38 - R
Teza 120,47 A= Lipinski :25. 0 violation
- . s
Log Py, (ILOGF) 1.37 - -
Log P LOGP3] Egan =
28 Py (X ) s Muegpe Yes
Log Poy, (WLOGF) 10 Sicavailability Seore 0.55
Log Py, (MLOGF) 0.15 Madicinal Chemistry
Log Py, (SILICOS-IT) 078 PAINS 0 alen
Consensus Lag P, 05T Brank 1 alert: nitro_group
Leadlikensss ez
Synthetic accessibility .88
) | Name |
Predicted LD50: 1000mg/kg | " Molweig B2
g o Number of hydrogen 7
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 2
3]s ]s oo o=
| Number of atoms | 22
- C Number of bonds 24
Average similarity: 36.28% | | Nmber of bon |
Number of rotable 2
Predicti . 23% i
rediction accuracy: (! l | Molecular refractivity | 8736
Topological Polar 129.47
| | | | | Surface Area
octanol/water partition 363
0% A0 0% B0 me]ﬁcjemﬂogp) ‘

Print Toxicity Report
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Sars-Cov

e otcons st sty i et

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Dengue larvicida

mscmosemn | it iy i et

D=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)N1 \Ctive reliable
Salmonella
R T
0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)N1 Inactive reliable

Acetylcholinesterase

T T 7 T Y

0=CINC(C2=CC=C(C=C2IN(=0)=0)C2=C(CCCS52(=0}=0)JN1 Inactive reliable

Hepatite C - Typel

T T T

0=C1INC(C2=CC=C(C=C2)}N(=0)=0)C2=C(CCC52(=0)=0)N1 Inactive 06

Hepatite C - NS3-protease helicase

R T

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Inactive reliable

E_coli

rescoseone T———

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 reliable
C_albicans
Prdcosoucons ooy ooy rciv | s ity
0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Active reliable

Hepatite C - Serine protease

T
Inactive

0=CINC(C2=CC=C(C=C2)N(=0}=0)C2=C(CCCS2(=0)=0)N1

Leishmania amazonensis - Promastigota

T A T

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Active reliable

Hepatite C - RNA dependent

T

0=C1INC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Leishmania infantum - Promastigota

st ouore it Pty s it

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=CI{CCCTS2(=0)=0JN1 Inactive 06 reliable

Leishmania braziliensis

i st sttt

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C{CCCS52(=0)=0}N1 Inactive reliable

Drosophila melanogaster

T T ———

0=CINC(C2=CC=C(C=C2IN(=0}=0)C2=C{CCCS2(=0)=0IN1 Inactive unreliable

Leishmania major

o o iy ooty sty

0=CINC(C2=CC=C({C=C2Z)N(=0)=0)C2=C{CCCS52(=0)=0}N1 Inactive reliabla

Alphis gossypii

e ettt

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0}N1 Active reliable

Alzheimer - COX2

T

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C{CCCS2(=0)=0JN1 Inactive reliable

Alzheimer - NADPH

e ity oty it sy

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C{CCCS52(=0)=0)JN1 Inactive reliable

Alzheimer - iINOS

ittty ity | vkt

0=CINC(C2=CC=C(C=C2]N(=0)=0)C2=C(CCCS52(=0}=0)JN1 Inactive reliable

Alzheimer - JNK-3

T ey o st

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2(=0)=0)JN1 Inactive reliable

Alzheimer - PDES

s oseons —roasty rrasity vty

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C{CCC52(=0)=0)N1 Inactive reliable

Amastigote Chagas

s outom —pity sty ety

0=CINC(C2=CC=C(C=C2]N(=0)=0)C2=C(CCCS52(=0}=0)JN1 Inactive reliable
Amastigote Ldonovani

oo oty ity e ity

0=CINC(C2=CC=C(C=C2]N(=0)=0)C2=C(CCCS2(=0)=0]JN1 Inactive reliable
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Promastigote Ldonovani

T — T S

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCSs2(=0)=0)N1 Inactive reliable

Epimastigote Chagas

s ocoms ooty rrmsivacwa st

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Inactive reliable

Lamazonensis_amastigota

ooty sty i | s iy

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Inactive reliable
PTR L major
T E— T bty b | it
0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52({=0)=0)N1 Inactive reliable

Lamazonensis_promastigota

S — T ety e | ity

0=CINCIC2=CC=C(C=C2)N(=0)=0)C2=C(CCCS52(=0)=0)N1 Inactive reliable

Tripemastigote Chagas

s it ity | et

0=CINC(C2=CC=C(C=C2)N(=0)=0)C2=C(CCCS2({=0)=0)N1 Active reliable

Tcruzi_amastigota

T T

0=C1INC(C2=CC=C(C=C2)N(=0}=0)C2=C({CCCS2(=0)=0)N1 ctive 6 reliabla

Teruzi_epimastigota

S T T

0=C1INC(C2=CC=C(C=C2)N(=0)=0)C2=C({CCCS52(=0)=0)N1 Active reliable

Teruzi_trypomastigota

T Y

0=C1INC(C2=CC=C(C=C2)N(=0)=0)C2=C({CCCS52(=0)=0)N1 Inactive reliable

S89



BrC1=CC=C(C=C1)C1NC(=0)NC2=C1S(=0)(=0)CCC2

L KT T VWiter Solubiity
o T~ Lag S (ESOL) 292
Solubility 433201 mgimi ; 1.212-03 mal
FLEX SFE Class Soluble
Ilh "y Log 5 (Ali} 2.47
o o A Solubility 1.21e-+0 mg/mi ; 3.3%=-03 moll
N Pl B Clazs Soluble
HA | — sousn LG S (SILICOS-T) 480
)\ Solubility 5 85e-03 mg/mi ; 1.582-05 moll
. H Clazs Maoderately scluble
ety Pharmacokinetics
SMILES Q=C1NC2=C{C{N1)clcor{ee!)Br)S(=0}=0)CCC2 3l absorption High
FPhysicochemical Properties B88 permeant No
Formula C13H13B8N2035 P-gp substrate Yes
Muolecular weight 357222 g/mal CYP1A2 inhibitor N
MNum. heawy atoms 20 CYP2C19 inhibitor es
Mum. arom. heavy atoms g CYP2CY inhibitor No
Fraction Csp3 0.3 CYPZDE inhibitar Na
Mum. rotatable bonds 1 CYP3A4 inhibitor Ne
Num. H-bond acceptors 3 Log K, (skin permeation) -7.88 cmis
Mum. H-bend donors 2 -
Molar Refractivity 28.23 B
— 2385 At Lipinski Yes; [ viclation
S . -
Log Py, (ILOGF) 1.78
Egan Yes
Log P, BLOGF3) 112 Musgpe e
Log Py, (WLOGF) 2z Sicavailabiliyy Scors 0.55
Log P, (MLOGF) 1.81 Medicinal Chemistry
Log Py, (SILICOS-T) 166 BAINE 0 allert
Consensus Log P, 172 Brenk 0 alert
Leadlikeness MNa: 1 violation: MW=350

Synthetic accessibility

3.87

®

| Name |
Predicted LD50: 1000mg/kg |  Molwei (w122
. .. Number of hydregen 5
Predicted Toxicity Class: 4 | ‘ bond accaptors ‘
Number of hydrogen 2
[2]-]=]e] ot
| Number of atoms | 20
Average similarity: 34.94% | I [22
Number of rotable 1
T ‘ bonds ‘
Prediction accuracy: 23% | " Molocutar refractv 8623
Topological Polar 83.65
| | | Surface Area
B s B B octanol/water partition 3.96
coefficient(logP)
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Dengue larvicida

Brc1=CC=C(C=C1)CINC(=0)NC2=C15(=0}{=0)cCcc2 Active reliable
Sars-Cov
racesoucane oty oot
BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Acetylcholinesterase

ioseom T ——

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable
E_coli
redintucoms | prasty Pty vt Pty
BrC1=CC=C(C=C1CINC(=0)NC2=C15(=0}(=0)CCC2 nactive 0.6 [+) reliable
C_albicans

racesoucons oty s praciusreiin

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 reliable
Salmonella
roacedoucane oty ot
BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Hepatite C - Typel

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive

reliable

Hepatite C - NS3-protease helicase

reacesoseon oty ot st

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CCC2 nactive reliable

Hepatite C - Serine protease

o oty |t

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}({=0)CCC2 nactive

Hepatite C - RNA dependent

“—

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive

reliable

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Leishmania infantum - Promastigota

S e R T

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Leishmania braziliensis

S B A T T

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Drosophila melanogaster

“

BrC1=CC=C(C=C1)CINCI=0)NC2=C1S(=0) (=0)cCC2 nactive unrelizble

Leishmania major

“

BrC1=CC=C(C=C1CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Alphis gossypii

e R T

BrC1=CC=C(C=C1CINC(=0)NC2=C15(=0}(=0)}CCC2

raliable
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Alzheimer - NADPH

BrC1=CC=C{C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive 06 reliable

Alzheimer - iNOS

roasesoveons sty esrs——prsca

BrC1=CC=C{C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Alzheimer - COX2

s sy i oty

BrC1=CC=C{C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Alzheimer - JNK-3

s T —

BrC1=CC=C{C=C1)CINC(=0}NC2=C15(=0}(=0)CCC2 nactive reliable

Alzheimer - PDES

roasesoveons sty esrs oty

BrC1=CC=C{C=C1)CINC(=0)NC2=C15(=0}(=0)CCC2 nactive reliable

Amastigote Ldonovani

roasesoveons sty esvs——procosrorait

BrC1=CC=C{C=C1)CINC(=0}NC2=C15(=0}(=0)CCC2 nactive reliable

Amastigote Chagas

e R

BrC1=CC=C(C=C1)CINC(=0JNC2=C15(=0)(=0)CCC2 nactive reliable

Epimastigote Chagas

“

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)ccc2 nactive reliable

Promastigote Ldonovani

“

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)CcCC2 nactive reliable
PTR L major
I T ottty it
BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)ccc2 nactive reliable

Tripomastigote Chagas

“

BrC1=CC=C(C=C1)CINC(=0INC2=C15(=0)(=0)CCC2 Active reliable

Lamazonensis_amastigota

“

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0)(=0)ccc2 nactive reliable

Lamazonensis_promastigota

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0](=0)CCC2 nactive reliable

Teruzi_trypomastigota

“

Brc1=CC=C(C=C1)CINC(=0)NC2=C1S(=0)(=0)CcCC2 nactive reliable

Tcruzi_amastigota

BrG1=CC=C(C=C1)CINC(=0]NC2=C15(=0](=0)CCC2 nactive 0.6 reliable

Teruzi_cpimastigota

BrC1=CC=C(C=C1)CINC(=0)NC2=C15(=0](=0)CCC2 reliable
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0=C1NC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1

Water Solubility
e Log S (ESOL) -1.35
Solubility 1.21e+01 mg/mi ; 4.50=-02 moll
FLEX o Class Wery soluble
Ill‘x._ﬁl Log 5 (Al -1.10
. \ Solubility 2.15e+01 mgimil ; 8.02=02 maoll
P ] Class Very soluble
- pouan  Leg S (SILICOSAT) 321
Solubility 1.88e-01 mg/mi ; 6.19e-04 moll
Class Soluble
oy Pharmacokinetics
SMILES O=CINC2=C{C{N1)ciccce)S{=0}=0)CCC2 Gl absorption High
Physicochemical Properties BBE permeant e
Fommula C1H12N2045 P-gp substrate Mo
Muolecular weight 28828 g/ml CYP1A2 inhibitor Neo
Num. heavy atoms 18 CYP2C19 inhibitor No
Num. arom. heawy atoms 5 CYP2CT inhibitor No
Fraction Csp3 0.35 C¥P2D4 inhibiter Mo
Num. rotatable bonds 1 CYP3A4 inhibitor No
Num. H-bend acceptors 4 Log K, (skin parmeation) 227 cmis
Num. H-bend donors 2 e
Malar Refractivity 70.80 - i
— 08 70 A= Lipinski Yes; 0 violation
Li hilici 3:::55 :EE-
Log P, (LOGF) 1.34 = =
Log P, LOGP3] T =gan =
28 Py (X ! Rt Muepge Yes
Log Poyy (WLOGF) 108 Sicavailability Score 0.55
Log Py, (MLOGP) 018 Medicinal Chemistry
Log Py (SILICOS-IT) 0.43 PAIME 0 alert
GCansensus Lag Py, 0.43 Brenk D alest
Leadlikeness Yes
Synthetic accessibility 3493
. | Name |
Predicted LD50: 927mg/kg | [ Molweight (26829
. . Number of hydrogen 5
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 2
> 3]s ]¢] ot oo
= | Number of atoms | 18
T Number of bonds 20
Average similarity: 31.44% | [T |
Number of rotable 1
Predicti - 23% i
reaqiction accuracy: (] l | M \ar refract | 708
Topological Polar 96.79
Surface Area
A octanol/water partition 279
coefficient(logP)
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Dengue larvicida

“ Pt

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 eliable
Sars-Cov
sty
0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 nactive 05 eliable

Acetylcholinesterase

“ g

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 nactive eliable

E_coli

e

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1

eliable

Salmonella

roasesraoy

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)}=0)N1

eliable
C_albicans
it oo Pty v iy b it ettty
0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 eliable

Hepatite C - Typel

“ e

0=CINC(C2=CC=C02)C2=C(CCCs2(=0)=0)N1

Hepatite C - NS3-protease helicase

ot

0=CINC(C2=CC=C02)C2=C(CCCSs2(=0)=0)N1

Hepatite C - Serine protease

et

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 nactive unraliable

Hepatite C - RNA dependent

e

0=CINC(C2=CC=C02)C2=C(CCCSs2(=0)=0)N1 nactive eliable

Leishmania infantum - Promastigota

rdusros

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 nactive eliable

Leishmania amazonensis - Promastigota

ettty

0=CINC(C2=CC=C02)C2=C(CCCSs2(=0)=0)N1
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Drosophila melanogaster

ety

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0]N1 unreliable

Leishmania braziliensis

o e oty e oty e ot

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 reliable

Leishmania major

“ s et

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0)N1 nactive reliable

Alphis gossypii

I e e T )

0=C1NC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 reliable

Alzheimer - NADPH

e

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0]N1 reliable

Alzheimer - INOS

roscs et

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 nactive 06 0.4 reliable

Alzheimer - COX2

e

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 06 06 reliable

Alzheimer - JNK-3

e

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0IN1 reliable

Alzheimer - PDES

roases s

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0)N1 reliable

Amastigote Ldonovani

roases s

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 reliable

Epimastigote Chagas

et

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0)N1 Inactive reliable
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Amastigote Chagas

et

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0IN1

reliable
PTR L major
Pt oucams ity A | Prsbity rcive—_Prccd ity
0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0IN1 nactive reliable

Promastigote Ldonovani

ey

0=CINC(C2=CC=C02)C2=C(CCCSs2(=0)=0)N1 06 06 reliable

Tripomastigote Chagas

e

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1 reliable

Lamazonensis_amastigota

s

0=CINC(C2=CC=C02)C2=C(CCC52(=0)=0)N1

reliable

Lamazonensis_promastigota

e

0=CINC(C2=CC=C02)C2=C(CCCS2(=0)=0]}N1 nactive reliable

Teruzi_amastigota

st

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0}N1

reliable

Tcruzi_epimastigota

“ sttt

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0}N1

reliable
Tcruzi_trypomastigota

roseucrait

0=CINC(C2=CC=C02)C2=C(CCCS52(=0)=0}N1 nactive reliable
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0=S1(=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1

Wiater Solubility
=~ Leg S{ESOL) 2.73
Solubility 5.38e-01 mg'ml ; 1.87e-03 mol]
FLEX BIE Class Soluble
|'h HT Log S (AN) -1.85
A J Solubility 3.87+00 mgimi ; 1.13=-02 mal
~ L Class Very soluble
- soxan  L09 S{SILICOS-T) -433
Saolubility 1.60e-02 mg'ml ; 4.70e-05 molfl
Class Moderately scluble
ey Pharmacokinetics
SMILES [Sel=CINC2=C{C{N1)elcoeon])S{=0}=0)CCC2 Gl absorpticn High
Physicochemical Properties 888 permeant No
Fommula C13H14M20255 P-gp substrate o=
Malecular weight 34128 g'mal CYP1A2 inhibitor Ne
Mum. heawy atoms 19 CYP2C19 inhibitor No
Mum. arom. heavy atoms g CYP2CY inhibitor No
Fraction Csp3 0z CYP208 inhibiter No
Num. rotatable bonds 1 CYPIAL inhibitor Mo
Num. H-bond acceptors 2 Laog K, (skin parmeation) -7.70 cm's
Mum. H-bend donors 2 Dragliken
Molar Refractivity 2300 - rugiEness
— 83 58 A= Lipinski es; 0 violation
Linonhilici Ghose Yes
Log P, [LOGF) 0.00 Veber o=
Log P, LOGP3] Egan =
28 Faw (X ) nes Muegpe Yes
Log Fay (WLOGF) ose Sicavailability Score 0.55
Log P, (MLOGP) 1.18 Medicinal Chemistry
Log Py, (SILICOS-IT) 0.30 BAINS 0 alert
Consensus Log Py, 080 Brenk 1 alert: heawy_meatal
Leadlikeness Yes
Synthetic accessibility 4.04
. | Name |
Predicted LD50: 1000mg/kg | Molwei (4129
. .. MNumber of hydrogen 5
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 2
3]s oo oo
| MNumber of atoms | 19
— = Number of bonds 21
Average similarity: 32.68% | I |
= Number of rotable 1
0 o o ‘ bonds ‘
Prediction accuracy: 23% | " Molecular refrac D
Topological Polar 66.58
| | | Surface Area
octanoliwater partition 234
e s coefficient{logP) ‘
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Dengue larvicida

_

0=51(=0)CCCC2=CI1C(NC(=[Se])N2)C1=CC=CC=C1 Active 0.2 reliable

Sars-Cov

T T

0=51(=0)CCCC2=CICINC(=[Se])NZ)C1=CC=CC=C1 reliable

=]
m

C_albicans

T S — T T Y

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1

reliable

Acetylcholinesterase

I S— T it

0=51{=0)CCCC2=CIC(NC(=[Se])NZ)C1=CC=CC=C1 reliable

Salmonella

_

0=51{=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1

reliable

E_coli

I B T T

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1 reliable

Hepatite C - Typel

_

0=51{=0)CCCC2=CIC(NCI{=[Se])N2)C1=CC=CC=C1 reliable

Hepatite € - NS3-protease helicase

_

0=s1{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 Inactive reliable

Hepatite C - RNA dependent

I B T T

0=s1{=0)CCCC2=C1C(NCI(=[Se])N2)C1=CC=CC=C1 Inactive reliable

Hepatite C - Serine protease

I T e T

0=51(=0)CCCC2=C1C(NC{=[Se])N2)C1=CC=CC=C1 nactive unreliab

Leishmania amazonensis - Promastigota

_

0=51(=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1

[oX:} reliable

Leishmania infantum - Promastigota

_

0=51{=0)CCCC2=C1C(NC{=[Se])N2)C1=CC=CC=C1 reliable

Leishmania braziliensis

_

0=51(=0)Ccccc2=CIC(NC(=[Se])N2)C1=CC=CC=C1 0.8 0.2 reliable

Drosophila melanogaster

_

0=51(=0)CcCccc2=CICINC(=[Se])N2)C1=CC=CC=C1 reliable

Leishmania major

_
ble

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1 reli

Alphis gossypii

_

0=51(=0)CcCccc2=CICINC(=[Se])N2)C1=CC=CC=C1 Active reliable

Alzheimer - INOS

_

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1

reliable

Alzheimer - COX2

_

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1 Inac reliable
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Alzheimer - JNK-3

S e e T

0=51(=0)CCCC2=CIC(NC(=[5e])N2)C1=CC=CC=C1 nac reliable

Alzheimer - NADPH

_

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1 reliable

Alzheimer - PDES

_

0=51{=0)CCCC2=CI1C(NC(=[Se])N2)C1=CC=CC=C1

reliable

Amastigote Ldonovani

_

0=51(=0)CCCC2=CIC(NC(=[Se])N2)C1=CC=CC=C1

reliable

Amastigote Chagas

e e

0=51(=0)CCCC2=CICINC(=[5e])N2)C1=CC=CC=C1 nac reliable

ECTEDE

S g T T

0=51{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 reliable

Promastigote Ldonovani

_

0=51{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 nactive reliable
PTR L major
I Ty oy e oty i vy
0=51{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 nactive reliable

Lamazonensis_promastigota

_

0=51{=0)CCCC2=CICINC(=[Se])N2)C1=CC=CC=C1

reliable

Lamazonensis_amastigota

S gy T T

0=51{=0)CCCC2=CICINC(=[Se])N2)C1=CC=CC=C1 nactive reliable

Tripomastigote Chagas

_

0=51{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 reliable

Teruzi_amastigota

_

0=81(=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 nactive reliable

Teruzi_epimastigota

_

0=51{=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1

0.2 reliable
Teruzi_trypomastigota

_

0=51(=0)CCCC2=C1C(NC(=[Se])N2)C1=CC=CC=C1 nactive reliable
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FC1=CC=C(C=C1)C1NC(=[Se])]NC2=C1S(=0)(=0)CCC2

AT

[[E=]= AT

SMILES [Sel=C1NC2=C{C(N1)eleccien JF)S(=0)(=0)CCC2

Famula

Muolecular weight

MNum. heawy atoms

MNum. arom. heavy atoms
Fraction Csp3

Mum. rotatable bonds
Mum. H-bond acceptors
MNum. H-bond donors
Muolar Refractivity

TPSA

Log P, (LOGF)
Log P, (ALOGF3)
Log P, (WLOGF)
Log Py, (MLOGP)
Log Py, (SILICOS-T)

Consensus Log P,

Physicochemical Properties

C13H13FNZ0255
359.28 g/mal

20

8

0.31

1

33.86
8458 A=

0.00
1.08
1.15
157
071
0.e0

BrE

Log 5 (ESOL)
Solubility

Class

Log 5 (AR)
Solubility

Clazs

Log 5 (SILICOS-IT)
Solubility

Class

Gl absorpticn

BEEB permeant

P-gp substrate

CYP1AZ inhibitor
CYP2C19 inhibitar
CYP2CH inhibitar
CYP2D4 inhibitar
CYP3A4 inhibitor

Leg K, {skin permeation)

Lipinski
Ghose
Weber
Egan
Musgpe

Bicavailability Score

PAINS

Brank

Leadlikensszs
Synthetic accessibility

Water Solubility

-2.89

4 §1e-01 mg'ml ; 1.282-03 mal]
Soluble

-2.05
3.21e+00 mg/mi ; 8.932-03 moll
Soluble
-4.58
B.132-03 mg/ml ; 2.54e-05 mal]
Moderately solublz
Pharmacokinetics
High
es
es
No
No
No
No
No
-7.74 cmis
Diruglikeness
Yes; 0 viclation
es

0.55

Meadicinal Chemistry

0 alert

1 alert: heavy_metal
Ma: 1 viclation: MW=350
4.02

Print Toxicity Report

S100

| Name |
Predicted LD50: 1000mg/kg | [ Mohweig (35928
a e Number of hydrogen 5
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
MNumber of hydrogen 2
3]« [ ]e] oo
| Number of atoms | 20
E—— Number of bonds 22
Average similarity: 31.66% | ol |
Number of rotable 1
. ‘ bonds ‘
Prediction accuracy: 23% | I Molecular refractvi 8386
Topological Polar 66.58
| | | | | Surface Area
e octanol/water partition 247
coefficient(logP)




Dengue larvicida

_ rossusrats

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 06 08 reliable
Sars-Cov
_ ety
FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0}(=0]CCC2 nactive reliable

Acetylcholinesterase

_ e

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0lCcCC2 reliable
C_albicans
T — T ity s prity acie | prcns sty
FC1=CC=C(C=C1)CINC(=[Se]JNC2=C15(=0)(=0)CCC2 reliable
Salmonella

_ rossusrats

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0}(=0)CCC2

0.6 06 reliable

Hepatite C - Typel

_ ety

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)cCC2 nactive 08 reliable
E_coli
“ e
FC1=CC=C{C=C1)CINC(=[Se])NC2=C1S(=0)(=0)ccCc2 nactive eliable
patite C - NS
_
FC1=CC=C(C=C1CINC(=[Se])NC2=C1S(=0}(=0)CCC2 nactive reliable

Hepatite C - RNA dependent

S e T M

FC1=cC=C(C=C1)CINC(=[Se])NC2=C1S{=0}{(=0)CCC2 nactive

Hepatite € - Serine protease

_ p—

FC1=CC=C({C=C1) CINC(=[Se])NC2=C1S(=0}(=0)CCC2

Leishmania infantum - Promastigota

“ Prostes
-

FC1=cC=C(C=C1)CINC(=[Se])NC2=C1S{=0}{(=0)CCC2 nactive

Leishmania amazonensis - Promastigota

T e e

FC1=CC=C({C=C1) CINC(=[Se])NC2=C1S(=0}(=0)CCC2

o
m
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Leishmania braziliensis

_ i

FC1=CC=ClC=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 02 reliable

Drosophila melanogaster

_ reacesroe

FC1=CC=C{C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 nactive reliable

Leishmania major

_ st

FC1=CC=C{C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 reliable

Alphis gossypii

T

FC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 reliable

Alzheimer - iNOS

_ e

FC1=CC=ClC=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive 08 reliable

Alzheimer = JNK-3

_ ooty

FC1=CC=C{C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 nactive reliable

Alzheimer - COX2

I B T e

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive eliable

Alzheimer - NADPH

_ g

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive 0.6

=}
=

Amastigote Chagas

_ s s

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive

Alzheimer - PDES

_ sty

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2

£

=}

Amastigote Ldonovani

I R B

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive cliable

Epimastigote Chagas

“ e

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2
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Promastigote Ldonovani

_ Proiesrrait

FC1=CC=C{C=C1)CINC{=[Se])JNC2=C1S(=0}(=0)CCC2

PTRL major
I S T Prosaity s | Probaity i | Priciod ity
FC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive refliable

Tripomastigote Chagas

“ P

FC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CcCcC2

Lamazonensis_amastigota

_ Prtsareait

FC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 nactive refliable

Lamazonensis_promastigota

S e e e T

FC1=CC=C(C=C1)CINC(=[Se]JNC2=C1S(=0)(=0)cCC2 nactive

Teruzi_amastigota

_ e

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CcCC2 nactive reliable

=]
m
=}
m

Teruzi_epimastigota

_— e

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)cCcC2 reliable

=]
m
=]
m

Teruzi_trypomastigota

_ Pt et

FC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0}(=0)CCC2 nactive 0.4 reliable

=]
m
=]
m
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29

COC1=CC=C(C=C1)C1INC(=[Se])NC2=C1S(=0)(=0)CCC2

Vater Solubility
e Leg 5(ESOL) 281
Solubility 5.782-01 mgimi ; 1.58e-03 malll
FLEX BZE Class Soluble
IMET Log 5 (A 21
| Saolubility 2.89e+00 mgiml ; 7.78=-03 moll
L--J Class Soluble
- s 109 S(SILICOS-T) 443
Solubility 1.37e-02 mg'mi ; 2.882-05 mall
Class Maoderately seluble
Iy Pharmacokinetics
SMILES COelcoe{ect)CINCI=[Se]INC2=C15(=0)(=0)C0C2 31 absorption High
Physicochemical Properties BB8 parmeant Mo
Fommula C14H18M20355e P-gp substrate AH
Molecular weight 371.31 g'mal CYP1A2 inhibitor Ne
Mum. heavy atoms 21 CYP2C19 inhibitor Nao
Mum. arom. heavy atoms g CYP2CY inhibiter Ma
Fraction Csp3 0.36 CYP2D4 inhibitar Ma
Mum. rotatable bonds 2 CYP3A4 inhibitor Ne
MNum. H-bond acceptors 3 Log K, (skin permeation) -7.90 cmi's
Mum. H-bend donors 2 -
Malar Refractivity 00.30 L=
— 7551 A= Lipinski Yes; 0 violation
- -
Log P, (LOGF} 0.00
Egan Yes
Log P, (RLOGF3) 083 Muegge Yes
Log Py (WLOGF) .80 Sicavailabiliy Seore 0.55
Log P, (MLOGF) 0.87 Medicinal Chemistry
Log P, (SILICOSAT) 0.3z PAINE 0 alert
Consenzus Log Py, 054 Brenk 1 alert: heavy_metal
Leadlikeness Mo 1 viclation: MAW-350
Synthetic accessibility 408
. | MName |
Predicted LD50: 581mag/kg [ Molweig ECE
Predicted Toxicity Class: 4 | Mumber of ydrogen | 6
‘ Number of hydrogen ‘ 2
” nnﬂn bond donors
= | Number of atoms | 21
Average similarity: 32.14% SR =
Number of rotable 2
Prediction accuracy: 23% ‘ once ‘
Y. 297 | Molecular refractivity | 90.39
‘ Topological Polar ‘ 75.81
| | | | | | Surface Area
T ;c:aﬂr;mu.l.:r:%ts;ga;mhon ‘ 234

Print Toxicity Report
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Dengue larvicida

1
s ot oo s roersmumoi

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Active cliable
Sars-Cov
recns s oty st
coc1=ce=c(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive cliable

Acetylcholinesterase

COC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive aliable
Salmonella
v o e ——
COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive eliable
C_albicans
i ouceme oty e sy
COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Active eliable

Hepatite C - Typel

€oC1=cC=C{C=C1)CINC(=[Se])NC2=C15(=0) (=0)CCC2 unreliable
E_coli
COC1=CC=C(C=C1CINC(=[Se])NC2=C1S(=0{=0)CCC2 nac eliable
patite C - NS
COC1=CC=C(C=C1CINC(=[Se])NC2=C1S(=0){=0)CcCC2 nac eliable

Hepatite C - Serine protease

coci1=cCc=C(C=C1)CINC(=[Se])NC2=C1S(=0){(=0)CcCcCc2 unreliable

Hepatite C - RNA dependent

COC1=CC=C(C=C1ICINC(=[Se])NC2=C1S(=0)}{=0)CCC2 nac eliable

Leishmania amazonensis - Promastigota

Prccroa coms Fronsin hcive |~ oropaniey naciva ——Prccros ok

COC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0)}{=0)CCC2 nac eliab

Leishmania infantum - Promastigota

coci1=cCc=C(C=C1)CINC(=[Se])NC2=C1S(=0){(=0)CcCcCc2 reliable
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Leishmania braziliensis

i bt

COC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Active reliable

Leishmania major

T e

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0){=0)CCC2 Inactive reliable

Drosophila melanogaster

unrelizble

15
resciesoneame

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive

Alphis gossypii

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Active reliable

Alzheimer - COX2

COC1=CC=C{C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive reliable

Alzheimer - NADPH

COC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0) (=0)CCC2 Inactive reliable

Alzheimer - iNOS

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)}(=0)CCC2 nac eliable

Alzheimer - JNK-3

“

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0) (=0)CCC2 reliable

Alzheimer - PDES

reioiosoucome Pty e Proaiy acive ——Prctodiaiy

coc1=cCc=Cc(C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 nactive reliable

Amastigote Chagas

it e Pty e iy o Pt ity

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)}(=0)CCC2 nacti eliable

Amastigote Ldonovani

COC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0) (=0)CCC2 na reliable

Epimastigote Chagas

COC1=CC=C{C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 reliable

Promastigote Ldonovani

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0} (=0)CCC2 Inactive reliable

Lamazonensis_amastigota

€0C1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0) (=0)CCC2 reliable
27 PTR L major
S ooy o e
COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive reliable

Tripomastigote Chagas

o | e

COC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0)(=0)CCC2 Active reliable
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Lamazonensis_promastigota

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive reliable

Teruzi_epimastigota

e T,

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Inactive reliable

Teruzi_amastigota

COC1=CC=C(C=C1)CINC(=[Se])NC2=C15(=0)(=0)CCC2 Ina reliable

Teruzi_trypomastigota

s oseons ot s prosiimeie st

COC1=CC=C(C=C1)CINC(=[Se])NC2=C1S(=0}(=0)CCC2 Inactive reliable

Water Solubility

-og '::: w 118

e
T

Leg S (ES0OL) -2.34
Solub 1.412+00 mg 4 54203 mel
- i Class Soluble
f " Log 5 (Al -2.74
- ) Solubility 5.80e-01 mg/m |
Pl Sl N, | Clazs Soluble
- nman  Log S (SILICOS-IT) -3.81
Solubility 1
Class Soluble
e Pharmacokinetics
SMILES S=C1NC2=C{C{M1)clccceic)0)S{=0}=0)CCC2 3 sbsorption High
Physicochemical Propertiss BBE permeant Na
Formula C13H14M20352 F-gp substrate Yes
Molecular weight 310.38 g'ma CYP1A2 inhibitor Ne
Num. heawy atoms 20 CYP2C19 inhibitor Na
Num. arom. heawy atems a CYP2CY inhibitor Ne
Fraction Csp3 0.31 CYP2D08 inhibitor Mo
Numn. rotatable bonds 1 CYP3A4 inhibitor Na
Mum. H-bond acceptors 3 Log K,, (skin permestion) T72 omis
Num. I—-:c'-:.xur ors 3_ » T
Muolar Refractivity 8776 o .
—_— 1800 & Yes; 0 violation
Lipophilicity _v.EE
Log P, (ILOGF 42 .v.EE
o B OGPl NRT =
Leg P, LOGF3 0.67 Vas
Lop Py, (WLOGF) 1.33 Bicavailability Score .55
Log P, (MLOGF) 0.50 Medicinal Chemistry
Log P, (SILICOS-IT) 1.86

t: thiccarbonyl_group
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Oral toxicity prediction results for input compound

Predicted LD50: 927mg/kg )

Predicted Toxicity Class: 4 J

B 5 ¢]

Average similarity: 33.34%

Prediction accuracy: 23%

Mumber of hydrogen
bond acceptors

Mumber of hydrogen
bond donors

Number of atoms
Number of bonds

Number of rotable
bonds

| Print Toxicity Report |

Molecular refractivity

Topological Polar
Surface Area

octanoliwater partition
coefficient(logP)

310.39

20
22

87.76
118.9

3.07

Sars-Cov

T — T e |

0C1=cC(=CC=C1)CINC(=S)NC2=C1s(=0){=0)CCC2

T T

0C1=CC{=CC=C1)CINC(=5)NC2=C1s(=0){=0)CCC2

I — T e

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0)(=0)CCC2

R T T

0C1=cC(=CC=C1)CINC(=S)NC2=C1s(=0){=0)CCC2

P cons reacusmonas

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0)(=0)CCC2

e N T T

0C1=cC(=CC=C1)CINC(=S)NC2=C1s(=0){=0)CCC2

“

OC1=CC(=CC=C1)CINC(=5)NC2=C15(=0}(=0)CCC2

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0}{=0)cCC2

I S T T T

0C1=CC({=CC=C1)CINC(=5)NC2=C15(=0}(=0)CCC2

Praieicucors ——pronait Pty s s s

0C1=CC(=CC=C1)CINC(=S)NC2=C1S(=0}(=0)CCC2

“

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0}(=0)CCC2

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0}{=0)cCC2

Inactive

Dengue larvicida

Active

Salmonella

Inactive

Acetylcholinesterase

Inactive

E_coli

Inactive

C_albicans

Active

Hepatite C - Typel

Inactive

o

Hepatite C - NS3-protease helicase

Inactive

Hepatite C - Serine protease

Inactive

Leishmania amazonensis - Promastigota

Inactive

Hepatite C - RNA dependent

Inactive

Leishmania infantum - Promastigota

Active
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unreliable

reliable

reliable

reliable

reliable

reliable

reliable

reliable

unreliable

reliable

reliable
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Leishmania braziliensis

s et

0C1=CC{=CC=C1)CINC(=5)NC2=C15(=0) (=0)CCC2 Active reliable

Drosophila melanogaster

T ——T st
Inactive

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 unreliable

Leishmania major

T S —TYT T e
Inactive

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 reliable

Alphis gossypii

s et

0C1=CC{=CC=C1)CINC(=5)NC2=C15(=0) (=0)CCC2 Active unreliable

Alzheimer - COX2

T et

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0) (=0)CCC2 Inactive reliable

Alzheimer - INOS

“

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active reliable

Alzheimer - NADPH

e i

0C1=CC(=CC=C1CINC(=SINC2=C15(=0)(=0)CCC2 Inactive reliable

Alzheimer - JNK-3

“—

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Epimastigote Chagas

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Alzheimer - PDES

0C1=CC(=CC=C1)CINC(=8)NC2=C15(=0}(=0)CCC2 Inactive reliable

Amastigote Ldonovani

S T R

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Amastigote Chagas

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Promastigote Ldonovani

“

0C1=CC(=CC=C1)ICINC(=SINC2=C15(=0)(=0)CCC2 reliable
PTR L major
0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0](=0)CCC2 Inactive reliable

Tripomastigote Chagas

“

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Lamazonensis_amastigota

0C1=CC(=CC=C1)CINC(=S)NC2=C1s(=0](=0)CCC2 Inactive reliable
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Lamazonensis_promastigota

s | ety e i ey oy

0C1=CC(=CC=C1)CINC(=§)NC2=C1S(=0)(=0)CcCC2 Inactive reliable

Teruzi_amastigota

T — T gy g

0C1=CC(=CC=C1)CINC(=S)NC2=C15(=0)(=0)CCC2 Inactive reliable

Teruzi_trypomastigota

e T e

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Inactive reliable

Tcruzi_epimastigota

I S By T g T T

0C1=CC(=CC=C1)CINC(=5)NC2=C15(=0)(=0)CCC2 Active reliable

0=S1(=0)CCCC2=C1C(N1C(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

O]
Wiater Solubility
P~ Log 5 (ESOL -4 54
Solubility
= s B Class
" Log 5 (A
- | Solubility
l Class
- o o LG S (SILICOSAT)
Solubility g'mi ;
Class Poorly scluble
e Pharmacokinetics
SMILES 0O=51(=0)CCCC2=C1C{e1cccec]nle{=NZ)scclclcoeoe Gl absorption High
Physicochemical Properties B85 permeant Me
Formula C21H18N20252 P-gp substrate Neo
Muolecular weight 394.51 g/ma! CYP1AZ inhibitor fes
Num. heawy stoms e CYF2C14 inhibitor Yas
Num. arom. heavy atoms CYP2CO inhibitor ez
Fraction Csp3 ae CYPZDA inhibitor Ne
Num. rotatable bends 2 CYP3A4 inhibitor Yee
Num. H-bend acceptars 3 Log K, (=kin permestion) £87 e
Num. H-bo '-:_::ur ors i} ) Oruglikeness
Muolar Refractivity 111.74
TESA 2a.05 A= Lipinski Yes; 0 viclation
Lipophilicity .E aEe _U_EE
Log P, (ILOGF 200 _“abar .V.EE
) e T cgan TEs
Log P (KLOGFS o Viuepge Yes
Log oy (WLOGF) 484 Bioavailability Score .55
Log | MLOGP) 3.10 Medicinal Chemistry
Log Py, {SILICOS-IT) 473 alert
Consensus Log P, 376 0 alert
MEMEES Nua: 1 violation: MW=350
Synthetic accessibility 4.57
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‘ Name ‘ 0=81(=0)CCCC2=C1C(
; . e »
Predicted LD50: 1000mg/kg |
| Molweigh [ 39451
Predicted Toxicity Class: 4 | ‘ El;:;b:écqefpr:ggogen ‘ 5
Number of hydrogen 0
EGTle]) | e
| Number of atoms | 27
Average similarity: 44.18% | || Number of bonds [ 31
‘ Number of rotable ‘ 2
Prediction accuracy: 54.26% | |/ P
| Molecular refractivity | 118.23
Topological Polar 83.42
| Surface Area
oW agm  sow 60w octanol/water partition 502
coefficient(logP)

| Print Toxicity Report |

Hepatite C - Serine protease

P eans Py bty posry

0=51(=0)CCCC2=C1CINIC(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive 0.0 unreliable

Hepatite C - NS3-protease helicase

s it e~ Pty e | bmt

0=51(=0)CCCC2=C1C(NIC(SC=CIC1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive unreliable

Hepatite C - Typel

reacescveos e ——

0=51(=0)CCCC2=C1C(NIC(SC=CIC1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable

Hepatite C - RNA dependent

" T ——

0=51(=0)CCCC2=C1C(NIC(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable

Leishmania amazonensis - Promastigota

roacosoueane roasoty ey Py

0=51(=0)CCCC2=C1CIN1C(SC=C1C1=CC=CC=C1)=N2}C1=CC=CC=C1 Active 0.6 reliable
Drosophila melanogaster

e ety s |ty i recty

0=51(=0)CCCC2=C1CINIC(SC=CIC1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive unreliable
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Leishmania major

_ e

0=51{=0)CCCC2=CIC(NIC{SC=CICI=CC=CC=C1)=N2)C1=CC=CC=C1 nactive 0.0 reliable

Alphis gossypii

_ oo ety

0=51{=0)CCCC2=CIC(NIC{SC=CICI1=CC=CC=C1)=N2)C1=CC=CC=C1 0.0 unreliable

C_albicans

I S — T T

0=51(=0)CCCC2=C1CINIC(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

Salmonella
S — oty e ottt prn et

0=51{=0)CCCC2=CIC(NIC(SC=CICI=CC=CC=C1)=N2)C1=CC=CC=C1 nactive unraliable

Leishmania infantum - Promastigota

_ g s

0=51{=0)CCCC2=C1C(N1C(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive 0.0
E_coli
I T ity | Primtty | Prci ity
0=51(=0)CCCC2=CI1CINIC(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable

Leishmania braziliensis

S

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 reliable

Teruzi_amastigota

_ st

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable

Teruzi_epimastigota

_— roacas et

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 0.0 reliable

Teruzi_trypomastigota

S

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable

Sars-Cov

_— et

0=51(=0)CCCC2=CIC(NIC{SC=C1CI1=CC=CC=C1)=N2)C1=CC=CC=C1 unreliable

Dengue larvicida

_ roacas et

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive reliable
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Acetylcholinesterase

T

0=51(=0)CCCC2=C1C(NICISC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

0. reliable

Epimastigote Chagas

I S ey ey ey ey e——

0=51(=0)CCCC2=C1C(N1CISC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

eliable

Alzheimer - COX2

_ e et

0=51(=0)CCCC2=C1C(N1CISC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 eliable

PTR L major

_— sty

0=51(=0)CCCC2=C1C(N1CISC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

0.0 reliable

Promastigote Ldonovani

I S g T T

0=51(=0)CCCC2=C1C(NI1CISC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

reliable

Tripomastigote Chagas

I — sttt

0=51(=0)CCCC2=CIC(NIC(SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1

reliable

Lamazonensis_amastigota

_ Pt vy

0=81(=0)CCCC2=C1CIN1C(SC=C1C1=CC=CC=C1)=N2)}C1=CC=CC=C1 nactive 0.0 unreliable

Lamazonensis_promastigota

I T ottty i ity i P ity

0=81(=0)CCCC2=C1CINIC(SC=CI1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive 0.2

eliable

Alzheimer - INOS

_ preccretonie

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive eliable

Alzheimer - NADPH

e e

0=81(=0)CCCC2=C1CINIC(SC=CI1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive 0.0 eliable

Alzheimer - JNK-3

e e o o e sty e o ki

0=51(=0)CCCC2=C1CINIC{SC=C1C1=CC=CC=C1)=N2)C1=CC=CC=C1 nactive

eliable

Teruzi_amastigota

-

0=81(=0)CCCC2=CICINIC(SC=CI1C1=CC=CC=C1)=N2)C1=CC=CC=C1

reliable

Teruzi_epimastigota

0=51(=0)CCCC2=CIC(NIC(SC=CICI1=CC=CC=C1)=N2)C1=CC=CC=C1 Active reliable

Teruzi_trypomastigota

0=51(=0)CCCC2=CICINIC(SC=CICI1=CC=CC=C1)=N2)C1=CC=CC=C1

reliable
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NS
ﬁ?%N
N
//S\\

00 py NHy 4

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0)(=0)CCC3)C#N

ol
LD
FLEX BIE

Ih"
|

I\

P .
P M
H—=
HAATL POLAR
iSO

SMILES N#Ce1sc2=NC3=C{Cin2e1Mjelceecel)S(=0)(=0)CCC3

Physicochemical Properties
Fommula C16H14MN40252
Molecular weight 35844 gimal
Mum. heavy atoms 24
Mum. arom. heavy atoms 1
Fraction Csp3 025
Mum. rotatable bonds 1
Mum. H-bond acceptors 4
Mum. H-bond donors 1
Malar Refractivity 9542
TPSA 137.86 A°
Liponhiici
Log Py, (ILOGF) 208
Log Py, (KLOGP) 1.58
Log Py, (WLOGF) 264
Log Py, (MLOGF) 1.11
Log P, (SILICOS-IT) 250
Consensus Leg P, 108

®

Water Solubility
Leog 5 {ESOL) -3.33
Solubility 1.87e-01 mgiml ; 4.87e-04 moll
Class Soluble
Log 5 (AR) -4.09
Solubility 2.94e-02 mgimi ; 8.212-05 mol]
Class Maderately soluble
Leg 5 (SILICOSAT) -4.04
Solubility 3.24e-02 mg'ml ; B.042-05 moll
Class Moderately soluble
Pharmacokinetics
Gl absorption Low
B8 permeant No
P-gp substrate Nao
CYP1AZ inhibitor N
CYP2C19 inhibitar fes
CYP2CH inhibitar Ne
CYP2D4 inhibitar Ne
CYP3A4 inhibitor Yes
Log K, {skin permeation) -7.38 cmis
Cruglikeness

Lipinski Yes; 0 violation
Ghase es
\eber es
Egan No; 1 viglation: TPSA=131.6
Muepgpe fes
Bioavailability Score 0.55

Medicinal Chemistry
PAINS 0 alert
Brenk 0 alert
Leadlikeness Ma; 1 violation: MW=350
Synthetic accessibility 432

| Name |
Predicted LD50: 1000mg/kg | T 35844
g oA MNumber of hydrogen 7
Predicted Toxicity Class: 4 | ‘ bond acceptors ‘
Number of hydrogen 1
= « |- [ Voo
| MNumber of atoms | 24
— c Number of bonds 27
Average similarity: 38.2% | T |
Number of rotable 1
— ‘ bonds ‘
Prediction accuracy: 23% | " Molscularrefractivy o0zt
Topological Polar 133.23
| | | Surface Area
41 1 octanoliwater partition 337
coefficient(logP)
[Pt Tosy Repor
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Sars-Cov

T —— T T T T T

NC1=C({SC2=NC3=C{C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)CH#N

Dengue larvicida

e e e e

NC1=C(5C2=NC3=C(CIN12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive .6 reliable

Acetylcholinesterase

I — T T T

NC1=C(5C2=NC3=C(C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive refiable
Salmonella
“—
NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0){=0)CCC3)C#N Active &

C_albicans
“—
NC1=C(5C2=NC3=C(C(N12)C1=CC=CC=C1)5(=0){=0)CCC3)C#N Active reliable

E_coli
I S — T [imm | s | s | s
NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)CHN Inactive

Hepatite C - Typel

T T

NG1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)S(=0}(=0)CCC3)C#N Inactive unreliable

m

=]

Hepatite C - NS3-protease helicase

R T

NC1=C(5C2=NC3=C(C(N12)C1=CC=CC=C1)S(=0}(=0)CCC3)CH#N unreliable

Hepatite C - RNA dependent

R

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)5(=0}(=0)CCC3)C#N Inactive unreliable

Hepatite C - Serine protease

v ity

NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)S(=0}(=0)CCC3)CH#N Inac unreliable

Leishmania infantum - Promastigota

T T R

NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)S(=0){=0)CCC3)CH&N Inactive reliabla

Leishmania amazonensis - Promastigota

et et | o iy e

NC1=C(sC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0}(=0)CCC3)Ca#N Inactive reliable
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13 Leishmania braziliensis

Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0){=0)CcCcC3)CaN Active 06 unreliable
14 Drosophila melanogaster
NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0M=0)CCC3)C&#N Inactive unreliable

Alphis gossypii

S g B e e

NC1=C(SC2=NC3=C(CIN12)C1=CC=CC=C1)S(=0}{=0)CCCI)CH#N Active unreliable

16 Leishmania major

Predicted Outcome Probability Probability Active Probability Inactive Predicted Reliability

NC1=C(SCc2=NC3=C(CIN12)Cc1=CC=CC=C1)S(=0}{=0)CCCI)C#N

17 Alzheimer - INOS
NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0M=0)CCC3)C&#N Active 0.6 reliakle

Alzheimer - COX2

S g B e e

NC1=C(SC2=NC3=C(CIN12)C1=CC=CC=C1)S(=0}{=0)CCCI)CH#N Inactive reliable

Alzheimer - JNK-3

R T

NC1=C(SC2=NC3=C({C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive unreliable

Alzheimer - NADPH

T

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive reliable

Alzheimer - PDES

s v sty et Pty i Pttty

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive unreliable

Amastigote Chagas

R T T

NC1=C({SC2=NC3=C{C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive reliable

Promastigote Ldonovani

ricin s oty | ity ooty

NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive 08 reliable

Amastigote Ldonovani

it it inii

NC1=C({SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0){=0)CCC3)C#N Inactive reliabla

Epimastigote Chagas

T T T T

NC1=C(5C2=NC3=C(C(N12)C1=CC=CC=C1)S(=0)(=0)CCC3)C#N Inactive reliable
PTR L major
—
NC1=C(5C2=NC3=C{C(N12)C1=CC=CC=C1)5(=0){=0)CCC3)C#N Inactive

Lamazonensis_amastigota

it i

NC1=C({SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0){=0)CCC3)C#N Inactive unreliable

Tripomastigote Chagas

R T

NC1=C({SC2=NC3=C(C(N12)C1=CC=CC=C1)S(=0){=0)CCC3)C#N Inactive 0.4
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Lamazonensis_promastigota

oo ot |ty s sty vt |ty

NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)8(=0)(=0)CCC3)CH#N Inactive reliable

Teruzi_trypomastigota

e T ey ————

NC1=C(SC2=NC3=C(C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C4#N Active unrefiable

Teruzi_epimastigota

oo iy |ty e ottty e ey

NC1=C(SC2=NC3=C{C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Active reliable

Teruzi_amastigota

e Y

NC1=C(5C2=NC3=C(C(N12)C1=CC=CC=C1)5(=0)(=0)CCC3)C#N Inactive reliable

5

0=S1(=0)CCCC2=C1C(N1C(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1

@
Heo 43 Water Solubility
Lag 5 (ES0L) ;
Solubility
- t Wit Class
' T Lag S (A
A { Solubility
f /| Clazs
S R rouan  L0g S {SILICOST)
Solubility
Class Poorly soluble
e Pharmacokinetics
SMILES 0=51(=0)CCCC2=C1C{clecceciinie(=NZ)sc2clcicecec1CC2 Gl absorption High
Physicochemical Properties BES permeant M
Formula C23H20M20252 P-gp substrate Na
Molecular weight 42055 gimo CYP1A2 inhibitor Yes
Mum. heavy atoms 29 CYP2C149 inhibitor s
Num. arom. heavy atoms 17 CYP2CY inhibitar Yes
Fraction Csp3 0.26 CYPZ04 inhibitar Ma
Num. rotatable bonds 1 CYPIAS inhibitar Vs
MNum. H-bond acceptors 3 Lag K, {skin permeatian) J—
Num. H-end donors 0
Molar Refractivity 118.55 Druplikeness
TESA 23.05 A= Lipinski Yes; 0 violation
Lipophilicity Shose Yes
Log P, (LOGP 330 e o
. Egan s
Log P, (XLOGP2 351 i B
- viuegpe Yes
Log Fon WLOGF) 404 Bioavailability Seore 55
Log Py, (MLOGF) 353 Medicinal Chemistry
Log Py, (SILICOS-T) 538 PAINS alert
Consensus Log P, 411 Brenk aler
Leadlikeness Nua; 2 viclations
Synthetic accessibility 473
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Oral toxicity prediction results for input compound ]

Name 0=31(=0)CCCC2= C1C(
Predicted LD50: 1000mg/kg | | —
Predicted Toxicity Class: 4 | | Jumer o tvcroo=n 5

Number of hydrogen 0

EL |2

b ‘ Number of atoms 29
@ Average similarity: 41.53% | | Numberofbonds 34

O Number of rotable 1

Prediction accuracy: 54.26% | | "%

LA

Maolecular refractivity 125.89
Topological Polar 83.42
Surface Area

oW dom  eom  Bom octanol/water partition 5.34
coefficient(logP)

Sars-Cov
rdaoueene oy e praity e pressstaohy

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive unreliable

Dengue larvicida

“

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active 0.6 reliable
Salmonella
S T,
0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 unreliable
E_coli
“
0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive reliable

Acetylcholinesterase

s oacome R

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1

reliable

Hepatite C - Typel

o T

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active unreliable

=]
m

Hepatite C - NS3-protease helicase

rscsoseone e ———

0=51(=0)CCCC2=CI1CINIC(SC3=C1C1=C{CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive unreliable

Hepatite C - Serine protease

roivsoneme Pty Rt ity osie Pt

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 nacti unreliable
C_albicans
s sy ity et bt
0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active reliable

Hepatite C - RNA dependent

0=51(=0)CCCC2=CIC(NIC(SC3=C1C1=C{CC3)C=CC=C1)=N2)C1=CC=CC=C1 nacti unreliable

Leishmania amazonensis - Promastigota

rescsoname Pty R Pty i Pty

0=51(=0)CCCC2=CI1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive reliable

Leishmania infantum - Promastigota

0=51(=0)CCCC2=CI1C(NIC(SC3=C1C1=C{CC3)C=CC=C1)=N2)C1=CC=CC=C1 nact unreliable
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Leishmania braziliensis

0=51(=0)CCCC2=CIC(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active unreliable

Drosophila melanogaster

rtesovene romaty sty e

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive unreliable

Leishmania major

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive relial

Alphis gossypii

ricvionere sy Pty i i i

0=51(=0JCCCC2=C1CINIC{SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active unreliable

Alzheimer - iNOS

o e ———

0=51(=0)CCCC2=CIC(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive reliable

Alzheimer - JNK-3

e e iy vty oo et

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive relial

Alzheimer - COX2

e e e e e e

0=51(=0)CCCC2=C1C(NIC{SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 reliable

Alzheimer - NADPH

e e T ——

0=51(=0)CCCC2=C1CINICISC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 reliabla

Alzheimer - PDES

T T Y

0=51(=0)CCCC2=C1C(NIC{SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 unreliable

Amastigote Chagas

I S— T R Y

0=51(=0)CCCC2=C1C(NIC{SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 nac reliable

Epimastigote Chagas

oo | s | s e | sty sy

0=51(=0)CCCC2=C1CINICISC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 reliabla

Promastigote Ldonovani

0=51(=0)CCCC2=C1C(NIC{SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive refiable

Amastigote Ldonovani

s uane Pty Rt | iy e Pty

0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive reliable
PTR L major
I Ty T ey
0=51(=0)CCCC2=C1C(NIC(SC3=C1C1=C(CC3]C=CC=C1)=N2)C1=CC=CC=C1 Active 08 reliable

Lamazonensis_amastigota

“

0=51(=0)CCCC2=CIC(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive unreliable

Tripomastigote Chagas

T T T

0=51(=0)CCCC2=CIC(NIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active
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Lamazonensis_promastigota

e osers T

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive reliable

Teruzi_epimastigota

iedoveore | Pty oy ety it

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Active reliable

Teruzi_amastigota

eiesoveore | Pty oty e Pty st

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 reliable

=]
m

Inactive

Teruzi_trypomastigota

s o oy sty e s st

0=51(=0)CCCC2=C1CINIC(SC3=C1C1=C(CC3)C=CC=C1)=N2)C1=CC=CC=C1 Inactive unreliable

6

Log S (ESOL) -2.70

01e-03 maol

a3

; 2.032-03 mal

SILICOS-IT)

[}
0

Ae-04 mol]

Pharmacokinetics

SMILES 0=51{=0)CCCGC2=C1G(c coocetinlciNZinnn Gl absorption High
Physicochemical Properties 588 permaant Na
Formmula C13H13N5025 P-gp substrate s
Malecular weight 303.24 g'mo CYP1A2 inhibitor Ne
Mum. heawvy atoms 21 CYP2C19 inhibitor No
MNum. arom. heavy atoms 11 CYP2C9 inhibitor N
Fraction Csp3 031 CYPZDE inhibitor No
Num. rotatable bonds 1 CYP3A4 inhibitor Ne
Num. H-bond acceptors E Log K, {skin parmeation) 741 omis
Mum. H-bend donors 1 —
Malar Refractivity 78.30 , - _ru"gl 1E_5'
Lipins fes; 0 violation
TRIA B
Ghose fes
Log P, (LOGP 154 Veber Yes
L '5- OGP3 4 E-;a- e
og Py, FLOGP3 1
B e 0 Viueppe s
o P WA 1 1R/7 ==
Log Py, WLOGE He Bicavailability Score L33
Log P, (MLOGP) 172 Medicinal Chemistry
Log P, (SILICOS-IT) 007 PAIMS alart
Censensus Lag P, 1147 =ren EET
Leadlikeness fes
414

[x]
b
=
5
H
5
4]
1]
n
n

o
g

S120




Oral toxicity prediction results for input compound )

Name 0—51( Q)CCCccCz= C1C(
. L]
Predicted LD50: 2025mg/kg |
Molweight 303.34
Predicted Toxicity Class: 5 | | pumper of hydrogen 6
ond acceptors
MNumber of hydrogen 1
BEC e
Number of atoms 21
Average similarity: 38.3% | || Number of bonds 24
Number of rotable 1
Prediction accuracy: 23% | | Pond
Molecular refractivity 793
Topological Polar 98.15
| | Surface Area
EE U octanol/water partition 233
coefficient{logP)

| Print Toxicity Report |

Dengue larvicida

et acoms sty oy e iy i i

0=51{=0)CCCC2=CIC{NIN=NN=CIN2)C1=CC=CC=C] nactive
Salmonella
T T
0=51(=0)CCCC2=C1C(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Acetylcholinesterase

e

0=51(=0)CCCC2=CI1C{NIN=NN=CIN2)C1=CC=CC=C1 nactive reliable

C_albicans

e T T Y

0=51(=0)CCCC2=CICININ=NN=CIN2)C1=CC=CC=C1

Sars-Cov
rodeoucemn ety syt sty i | Pt
0=51(=0)CCCC2=C1C(NIN=NN=C1N2)C1=CC=CC=C1 nactiv 0.6 reliable

Hepatite C - Typel

e Oarn | Py | ity ity | it

0=51{=0)CCCC2=CI1C(NIN=NN=CIN2)C1=CC=CC=C1 nactive
E_coli
S T T
0=51{=0)CCCC2=C1C(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Hepatite C - NS3-protease helicase

i s ot ot Pty e

0=51{=0)CCCC2=C1C(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Hepatite C - Serine protease

oo ey e oy o sy

0=81{=0)CCCC2=CI1C(NIN=NN=C1IN2)C1=CC=CC=C1 nactive urreliable

Leishmania amazonensis - Promastigota

T T T

0=51{=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Hepatite C - RNA dependent

i s ot ot Pty s P

0=51{=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Leishmania infantum - Promastigota

s oy ity et iy

0=51{=0)CCCC2=C1C(NIN=NN=C1N2)C1=CC=CC=C1 nactive reliable
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Leishmania braziliensis

o oty rcid i

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive 086 reliable

Drosophila melanogaster

T

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive reliable

Leishmania major

s oseons Sty sy et Praaay v ety

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive relizble

Alphis gossypii

e o | ity ity ity | rcm it

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 reliable

Alzheimer - COX2

T

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive reliable

Alzheimer - JNK-3

s oveone iy iy v iy o redesmusity

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Alzheimer - NADPH

T T

0=51(=0)CCCC2=C1C(NIN=NN=CTN2)C1=CC=CC=C1 nactive reliable

Alzheimer - iNOS

g Y g e

0=51(=0)CCCC2=C1C(NIN=NN=CTN2)C1=CC=CC=C1 nactive

Alzheimer - PDES

s oo roumiynci | pricerioniy

0=51(=0)CCCC2=CIC(NIN=NN=C1N2)C1=CC=CC=C1 nactive

Amastigote Chagas

rracis oveons ooy s ooy

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive reliable

Amastigote Ldonovani

T T

0=51(=0)CCCC2=C1C(NIN=NN=CTN2)C1=CC=CC=C1 nactive reliable

Promastigote Ldonovani

I S T e gy

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Epimastigote Chagas

I S T T T

0=51(=0)CCCC2=CIC(NIN=NN=C1N2)C1=CC=CC=C1 nactive able

PTR L major

I S ity i ity s ity

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive

Lamazonensis_amastigota

I S— T R T Y

0=51(=0)CCCC2=CIC(NIN=NN=CIN2)C1=CC=CC=C1 nactive unreliabla

Tripomastigote Chagas

I S T T T

0=51(=0)CCCC2=CIC(NIN=NN=C1N2)C1=CC=CC=C1 06 06 able
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Lamazonensis_promastigota

o N

0=51{=0)CCCC2=C1C{NIN=NN=CIN2)C1=CC=CC=C1 Inactive reliable

Teruzi_amastigota

oo T

0=51{=0)CCCC2=CIC(NTN=NN=CIN2)C1=CC=CC=C1 Active reliable
k)] Teruzi_epimastigota
Maolecule Predicted Outcome robability Active Probability Inactive Predicted Reliability
0=51(=0)CCCC2=C1C(NIN=NN=CIN2)C1=CC=CC=C1 Active relizble
32 Teruzi_trypomastigota
Molecule Predicted Outcome robability Active Probability Inactive Predicted Reliability
0=51{=0)CCCC2=CIC(NTN=NN=CIN2)C1=CC=CC=C1 Inactive reliable
H
")
N
o
Ph 7

0=S1(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1

®
i @D@ Water Solubility
ey Log 5 (ESOL)
Solubility i
£x e Class
f~ - Lag 5 (A -1.87
. Solubility 5.58e+00 mg/ml ; 2.13=-02 mol
e —— Class Very soluble
— aaar  L0g 5 (SILICOS-IT) -3.87
Solubility 54202 mg'ml ; 1.352-04 mal]
Class Soluble
IRl Pharmacokinatics
SMILES 0=51(=0)CCCC2=C1C{N=CN2jclcoceet High
Physicochemical Properties Yes
Formula C13H14N2025 Mo
Molzcular weight 232.23 g'mo CYP1A2 inhibitor No
Mum. heawy atoms 18 CYP2C19 inhibitor No
Num. arom. heavy atoms a CYP2C3 inhibitor Mo
Fractien Csp3 0.31 CYP2D8 inhibitor Mo
Num. rotatable bonds 1 CYP3A4 inhibitor No
Mum. H-gand aceeptars 3 Lag K, (skin permeation) T4 cmis
Num. H-bend donors Druglikeness
Molar Refractiviey 7824 o -
_— a8.01 A= Lipinski Yes: 0 violation
Lipophilicity IEFG':'E .*'.es
Log P, (LOGF 120 Jebs .
0 P O=P3 N RA :';'E- =
Log Py, (HLOGF3 0.68 Musgge Yas
Lop Fos (WLOGF) 177 Bicavailability Score .55
Log P, (MLOGF) 1.57 Madicinal Chemistry
Log P, (SILICOS-T) 200 ==
Consensus Log Py, 1.46 ”a =
ez
411

S123



Oral toxicity prediction results for input compound

Name 0=51(=0)CCCC2=C1C(
. 4 G »
Predicted LD50: 1000mg/kg |
Molweigh 262.33
Predicted Toxicity Class: 4 | | [umber of hydrogen 4
ond acceptors
Number of hydrogen 1
ECL ] | e
O Number of atoms 18
- O Average similarity: 31.56% | || Numberofbonds 20
n Number of rotable 1
Prediction accuracy: 23% | || %
Molecular refractivity 78.24

Topological Polar 66.91
| | Surface Area

Tom  aem  Gow  BOm octanol/water partition 2.62
coefficient({logP)

Dengue larvicida

T —T T T

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive 0.6 reliable
Sars-Cov
I ST e
0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 0.6 reliable

Acetylcholinesterase

T — T T

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive reliable

C_albicans

_

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1

relizble
Salmonella
T S— T ooy e sy nacin et
0=51({=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive reliable
E_coli

I ST ity | ity | ricid ety

0=51(=0)CCCC2=CI1CIN=CN2)C1=CC=CC=C1 relizble

Hepatite C - Typel

T — oot A oty e et

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactiva reliable

Hepatite C - NS3-protease helicase

T E—TY e e T

0=51(=0)CCCC2=C1CIN=CN2)C1=CC=CC=C1

Hepatite C - Serine protease

T ——T i |~y | it

0=51(=0)CCCC2=CICIN=CN2)C1=CC=CC=C1 unreliable

Hepatite C - RNA dependent

T —r T

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactive reliable

Leishmania infantum - Promastigota

T — P ety acie Pt

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactiva reliable

Leishmania amazonensis - Promastigota

I ST N

0=51(=0)CCCC2=C1CIN=CN2)C1=CC=CC=C1 reliable

0&

=]
m
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Leishmania braziliensis

e T

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactive reliable

m

=}

Drosophila melanogaster

_

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactive

m

=}

Leishmania major

_

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactive reliable

Alphis gossypii

e T

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1

Alzheimer - iNOS

_

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive

Alzheimer - NADPH

_

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1

Alzheimer - COX2

I S eyt Pty e | it

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 reliable

Alzheimer - JNK-3

T — T T

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive

Alzheimer - PDES

I S— T oot Rt Pty e Pty

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 le

reliak

Amastigote Ldonovani

T —Tr st Rt Promity e Pty

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive

Amastigote Chagas

T ST Py oty e ity

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 reliable

Epimastigote Chagas

_

0=8§1(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive

Promastigote Ldonovani

T —T Pttt Pty vt st

0=51(=0)CCCC2=C1C(N=CNZ)C1=CC=CC=C1 0.8

PTR L major

T ——T i Pty i ity

0=51(=0)CCCC2=C1C(N=CNZIC1=CC=CC=C1

Lamazonensis_promastigota

T —T Pty e sty o sty

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive able

Lamazonensis_amastigota

_

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 nactive
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Tripomastigote Chagas

T ST Py Pty i s

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 Activ reliable

Teruzi_amastigota

I S— T T g

0=51(=0)CCCC2=CICIN=CN2)C1=CC=CC=C1 nactive reliable

Teruzi_epimastigota

_

0=51(=0)CCCC2=C1C(N=CN2)C1=CC=CC=C1 Active reliable

Teruzi_trypomastigota

T S— T oy v proasity oo P ity

0=51(=0)CCCC2=CIC(N=CN2)C1=CC=CC=C1 nactive reliable

Plausible mechanisms of desulfurization for compound 2a

Due to the strong thiophilic affinity of Hg2*, mercury(ll) acetate was employed to form HgS. We
utilized a strategy where the azido group was generated by the desulfurization of compound
2a with Hg?* ions. The introduction of Hg?* ions triggered the N3 to attack the 2-C atom of the
pyrimidine ring, leading to the removal of HgS and the formation of an intramolecular
guanylation product 6, through an irreversible desulfurization reaction. When using mild oxidant
such as hydrogen peroxide under vanadyl(lV) sulfate catalysis, the thione group of 2a was
oxidized to the cyclic sulfinate A which loses sulfur dioxide to form transient N-heterocyclic
carbene species B, and its spontaneous rearrangement provides the dihydropyrimidine 7
(Scheme). For further reading please see [J. Chem. Sci, 2018, 130, 46,
https://doi.org/10.1007/s12039-018-1453-0; Synlett, 2009, 4, 599-602; DOI: 10.1055/s-0028-
1087920]

H
\f? H92+ N _)Nihr guanylation \T/
H2+3:ET’ \ \ D —— N
NH g9 g N_ N N~N
//s\ >s% ~— //s\\
o= 0”0 0”70
Ph Ph ¢
B
H H 0 H H
N_S H,0 N N.. N
‘ \f 2V S H202 S\\O ‘ w ‘ m
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Scheme: Plausible mechanisms for desulfurization and oxidation chemistry 2a for the
formation of products 6 (A) and 7 (B).
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