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NMR spectra of thioguinazoline-N-aryl-acetamide / N-arylacetohydrazide hybrids (Fig. 1-20).
2-(2-((4-Oxo0-3,4-dihydroquinazolin-2-yl)thio)acetamido)benzoic acid (11a)
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Fig. 1. *H (500 MHz) NMR spectrum of 11a in DMSO-dg
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2-(2-((4-Oxo0-3,4-dihydroquinazolin-2-yl)thio)acetamido)benzoic acid (11a)
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Fig. 2. 13C (125 MHz) NMR spectrum of 11a in DMSO-ds



3-(2-((4-Oxo0-3,4-dihydroquinazolin-2-yl)thio)acetamido)benzoic acid (11b)
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Fig. 3. 'H (400 MHz) NMR spectrum of 11b in DMSO-ds



3-(2-((4-Oxo0-3,4-dihydroquinazolin-2-yl)thio)acetamido)benzoic acid (11b)
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Fig. 4. **C (100 MHz) NMR spectrum of 11b in DMSO-dg



4-(2-((4-Oxo0-3,4-dihydroquinazolin-2-yl)thio)acetamido)benzoic acid (11c)
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Fig. 5. 'H (500 MHz) NMR spectrum of 11c in DMSO-ds



2-(2-((4-Oxo0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12a)
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Fig. 6. *H (500 MHz) NMR spectrum of 12a in DMSO-ds



2-(2-((4-Oxo0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12a)

owmN WOY TOQQ [
Moo LS Vo NMMNOT NG =00~ -0.75
NN~ G FO O WO I OCMVOMWOG ML~ LY
G Y 0w GUS Nage QUuUUM—=GOOYMM I
RGRGET] MM o gaggaguasdo-—dd Lo.70
— o o Mmoo mMm el oo
ru’) r,J |‘ / \\\ n._\‘\‘ \_ ——-—l-=.-.—.==L_-a_|/.J A A \\H_____ L
+0.65
O |8
0.60
NH [
| n GOOH f-0.55
P N .
N S/\[r -0.50
O |8
+0.45
, |
+0.40
+0.35
] +0.30
| ' r0.25
+0.20
| 18
' f0.15
+0.10
| |
+0.05
MO .00
~-0.05
190 170 150 130 110 90 80 70 60 50 40 30 20 10 0
f1 (ppm)

Fig. 7. *3C (125 MHz) NMR spectrum of 12a in DMSO-ds



3-(2-((4-Oxo0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12b)
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Fig. 8. 'H (400 MHz) NMR spectrum of 12b in DMSO-ds
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3-(2-((4-Oxo0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12b)
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Fig. 9. °C (100 MHz) NMR spectrum of 12b in DMSO-ds
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4-(2-((4-Ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12c)
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Fig. 10. *H (500 MHz) NMR spectrum of 12¢ in DMSO-ds
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4-(2-((4-Ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetamido)benzoic acid (12c)
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Fig. 11. *C (125 MHz) NMR spectrum of 12¢ in DMSO-ds
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N'-(2-((4-Oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17a)
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Fig. 12. *H (500 MHz) NMR spectrum of 17a in DMSO-ds
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4-Methyl-N'-(2-((4-ox0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17b)
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Fig. 13. 'H (500 MHz) NMR spectrum of 17b in DMSO-ds
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4-Methyl-N'-(2-((4-ox0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17b)
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Fig. 14. *C (125 MHz) NMR spectrum of 17b in DMSO-ds
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4-Nitro-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17c¢)
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4-Nitro-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17c¢)
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Fig. 16. *C (125 MHz) NMR spectrum of 17¢ in DMSO-ds
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2-Methoxy-N'-(2-((4-oxo0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17d)
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2-Methoxy-N'-(2-((4-oxo0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17d)
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2-Chloro-N'-(2-((4-oxo0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17€)
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Fig. 19 *H (500 MHz) NMR spectrum of 17e in DMSO-ds
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2-Chloro-N'-(2-((4-oxo0-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17€)
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Fig. 20 °C (125 MHz) NMR spectrum of 17e in DMSO-ds
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4-Chloro-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17f)
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Fig. 21 *H (500 MHz) NMR spectrum of 17f in DMSO-ds
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4-Chloro-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (17f)
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Fig. 22. *C (125 MHz) NMR spectrum of 17f in DMSO-ds

24



2-Bromo-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (179g)
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Fig. 23. 'H (500 MHz) NMR spectrum of 17g in DMSO-dg
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2-Bromo-N'-(2-((4-oxo-3,4-dihydroquinazolin-2-yl)thio)acetyl)benzohydrazide (179g)

+0.55

820'2E;
000'61
991'6€
gee6eq|
005'6€ r

Fllalall={=

+0.50

r0.45

r0.40

+0.35
+0.30
r0.25
r0.20

r0.15

+0.10

+0.05

PE8'6E
2000t
LST'0Op
£80' T

PLZ'6TT
LE6'6TT
9zL'STT
€€6'STT
161921
125221
66Z'6Z1—
Zes e
£16'2ET
ves el
955'9eT”
8T 8T
8LL'PST
011191
68'S9T
681991\

r0.00

r-0.05

40

10

20

30

90 80 70 60 50
f1 (ppm)

170 150 130 110

190

Fig. 24. °C (125 MHz) NMR spectrum of 17g in DMSO-dg
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N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18a)
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Fig. 25. °C (125 MHz) NMR spectrum of 18a in DMSO-dg
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N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18a)
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Fig. 26. °C (125 MHz) NMR spectrum of 18a in DMSO-dg
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4-Methyl-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18b)
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Fig. 27. 'H (500 MHz) NMR spectrum of 18b in DMSO-ds
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4-Methyl-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18b)
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Fig. 28. °C (125 MHz) NMR spectrum of 18b in DMSO-ds

30



4-Nitro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18c)
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Fig. 29. 'H (500 MHz) NMR spectrum of 18c in DMSO-ds
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4-Nitro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18c)
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Fig. 30. *C (125 MHz) NMR spectrum of 18¢c in DMSO-ds
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2-Methoxy-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18d)
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Fig. 31. 'H (500 MHz) NMR spectrum of 18d in DMSO-ds
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2-Methoxy-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18d)
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Fig. 32. °C (125 MHz) NMR spectrum of 18d in DMSO-ds
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2-Chloro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18e)
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Fig. 33. 'H (500 MHz) NMR spectrum of 18e in DMSO-ds
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2-Chloro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18e)
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Fig. 34. *C (125 MHz) NMR spectrum of 18e in DMSO-ds
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4-Chloro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18f)
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Fig. 35. 'H (500 MHz) NMR spectrum of 18f in DMSO-ds

37



4-Chloro-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18f)
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Fig. 36 3C (125 MHz) NMR spectrum of 18f in DMSO-ds
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2-Bromo-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18g)
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Fig. 37. 'H (500 MHz) NMR spectrum of 18g in DMSO-dg

39



2-Bromo-N'-(2-((4-ox0-3,4,5,6,7,8-hexahydroquinazolin-2-yl)thio)acetyl)benzohydrazide (18g)
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Fig. 38. °C (125 MHz) NMR spectrum of 18g in DMSO-dg
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2. Dose-inhibition curves of the synthesized derivatives against NRC-03-nhCoV and
Vero-E6 cells (Fig. 39)
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Fig. 39. Dose-inhibition curves of the synthesized derivatives against NRC-03-nhCoV and
Vero-EG6 cells
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3. 2D diagrams of the synthesized compounds showing their interactions in MP™ active
site (PDB ID: 7LTJ) (Fig. 40-59).

Fig. 41. 2D diagram 11b showing its interaction in MP™ active site
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Fig. 44. 2D diagram 12b showing its interaction in MP" active site
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Fig. 47. 2D diagram 17b showing its interaction in MP™ active site
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Fig. 50. 2D diagram 17e showing its interaction in MP" active site
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Fig. 53. 2D diagram 18a showing its interaction in M"" active site
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Fig. 54. 2D diagram 18b showing its interaction in MP active site
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Fig. 55. 2D diagram 18c showing its interaction in M
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Fig. 56. 2D diagram 18d showing its interaction in MP™ active site
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Fig. 58. 2D diagram 18f showing its interaction in M™" active site
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Fig. 59. 2D diagram 18g showing its interaction in M"" active site
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