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TABLES

Table 1. Selected molecules form literature survey:
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Table 2. List of scaffolds generated from pharmacophore modelling by Zinc
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Table 3. List of designed novel molecules:
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Table 4. Binding affinity and 2D interactions of top HITS:
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Table 5. Physical characterization data of synthesized compounds:

Meltin
SNO. sizrg;le Mol. formula Wl\g;);;im . point(°§) V;}ie Yield (%) (Pcogvlgzr)
1 cp | CoHiNe | 300365 | 135-140| 0.52 85 White
2 cr | CoHieNa | 300365 | 140-145| 036 79 White
3 | copa| CsHaNs 1401513 | 135.145] 021 86 White
4 | CDEA| CaoH2N3 305.425 | 155-160 | 0.42 86 White
5 | copa|  C2HoNs 1333479 | 1750180 | 0.64 86 White




Table 6. Wound size of the rat with days

Wound size (mm)
Groups
Day 3 Day 7 Day 11 Day 15
Control 18.7 18.4 17.6 15.5
Low dose 75mg/Kg 18.1 17.4 15.3 13.3
High dose 150mg/Kg 17.4 16.6 12.0 8.1
FIGURE

Figure 1. Primary output page

Input Molecules view details: visualization of the detected features

# Molecule Atoms Features Eg:ttLIJ?!es Aromatic Hydrophobic Donors Acceptors Negatives Positives
1 1.mol2 19 4 4 2 0 0 1 0 1
2 4.mol2 20 4 4 2 0 0 2 0 0
3 2.mol2 19 4 4 2 0 0 1 0 1
4 17.mol2 21 9 8 0 4 1 3 1 0
5 3.mol2 23 4 4 3 0 0 1 0 0
6 7.mol2 65 19 18 2 8 3 6 0 0
7 15.mol2 26 5 5 i 5] 0 1 0 0
8 14.mol2 16 6 6 0 1 0 4 1 0
9 9.mol2 40 9 7 2 2 2 3 0 0
10 16.mol2 37 11 11 2 9 0 0 0 0
11 13.mol2 28 7 7 0 3 1 3 0 0
12 10.mol2 16 4 & 2 0 1 0 0 1
13 8.mol2 57 21 P4 | 0 14 1 6 0 0
14 12.mol2 15 8 6 0 0 2 ] 1 0
15 18.mol2 62 20 17 3 4 5 8 0 0
16 11.mol2 16 4 3 2 0 1 0 0 1
17 6.mol2 T 24 24 i 15 3 a 0 0
18 5.mol2 41 13 12 3 1 2 6 1 0

Figure 2. The figure displays parts of the main output page obtained for input with

eighteen HIF-mimetics.



Sort by score
Number of Aligned Molecules: 10

Score  Jmol Features Spatial Features Aromatic Hydrophobic Donors Acceptors Negatives Positives Molecules
14.230 Jmol 3 3 0 0 1] B 0 0 12.mol2 17.mol2 14.mol2 9.mol2 8.mol2 18.mol2 6.mol2 5.mol2 13.mol2 7.mol2

Number of Aligned Molecules: 9

Score  Jmol Features Spatial Features  Aromatic Hydrophobic ~Donors Acceptors Negatives Positives Molecules
13.500 Jmol 3 3 1] 0 1 2 0 0 6.mol2 7.mol2 8.mol2 12.mol2 18.mol2 5.mol2 9.mol2 13.mol2 17.mol2
10.945 Imol 3 3 0 1 0 2 0 0 14.mol2 17.mol2 7.mol2 9.mol2 8.mol2 18.mol2 6.mol2 5.mol2 13.mol2

Number of Aligned Molecules: 8

Score  Jmol Features Spatial Features Aromatic  Hydrophobic ~ Donors Acceptors Negatives  Positives  Molecules

24.875 Jmol & 3 2 0 0 1 0 0 2.mol2 1.mol2 4.mol2 3.mol2 7.mol2 9.mol2 18.mol2 5.mol2
13.500 Jmol 3 3 0 0 1 2 0 0 12.mol2 17.mol2 7.mol2 8.mol2 18.mol2 6.mol2 5.mol2 13.mol2
10.436 Jmol g 3 0 1 0 2 0 0 14.mol2 17.mol2 7.mol2 8.mol2 18.mol2 6.mol2 5.mol2 13.mol2
9.900 Jmol 3 3 0 1 il 1 0 0 17.mol2 7.mol2 13.mol2 8.mol2 18.mol2 6.mol2 9.mol2 5.mol2
9.334 Jmol 9 3 0 1 0 2 0 0 7.mol2 8.mol2 18.mol2 6.mol2 5.mol2 17.mol2 9.mol2 13.mol2

Number of Aligned Molecules: 7

Score Jmol Features  Spatial Features Aromatic  Hydrophobic Donors  Acceptors  Negatives  Positives  Molecules

13.576 Jmol 4 4 0 1 0 3 0 0 14.mol2 17.mol2 8.mol2 18.mol2 6.mol2 9.mol2 5.mol2
9334 Jmol 3 2 0 il 1 1 0 0 17.mol2 9.mol2 18.mol2 6.mol2 5.mol2 7.mol2 8.mol2
8731 Jmol 3 3 0 1 1 1 0 0 5.mol2 17.mol2 13.mol2 8.mol2 9.mol2 6.mol2 18.mol2
8.731 Imol 3 3 0 1 0 2 0 0 5.mol2 17.mol2 8.mol2 6.mol2 7.mol2 9.mol2 13.mol2
5.940 Jmol 3 3 0 2 0 1 0 0 6.mol2 17.mol2 7.mol2 15.mol2 8.mol2 18.mol2 9.mol2
5.940 Jmol 3 3 0 2 0 i 0 0 8.mol2 17.mol2 7.mol2 15.mol2 6.mol2 9.mol2 18.mol2

Figure 3. Pharmacophore output page describes the top-scoring candidate pharmacophore

model.

Pharmacophore features:

Score Features Spatial Features Aromatic Hydrophobic Donors Acceptors O Positives
24875 3 3 2 0 0 1 0 0
Molecule Name Show Molecule: Show Features:
%
1
3
9
18

* pivot molecule

Jownload Pharmacophore and Alignment File

Figure 4. Generated pharmacophore in ZINCPharmer.
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Figure 5. Sci-finder results of the compounds

Figure 6. Structure of 4W9H protein



Figure 8. Egg model



WLOGP

20 40 [ &80 100 120 140 160 180

Figure 9. Synthesized pyrazole analogues

Figure 10. Mass fragmentation of compound CI
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(m/z+5)-228 (m/z+4)-187 (m/z+4)-104  (m/z+1)-76

Figure 11. IR spectra of compound CI
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Figure 12. 'H spectra of compound CI
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Figure 13. 13 C spectra of compound CI



Figure 14. Mass spectra of compound CI
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Figure 15. Mass fragmentation of compound CP
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Figure 16. IR spectra of compound CP

Peak Find - CP
110
100 framstio e R i S Ly i e i A 3
3= . V' vicataiai \‘;\fm iy | Il I.'\-1II! f\ |/ |f'I P
\ 7 g (Wl \
| ™" | (4l
i ||| ] i | | 5: [ | et
W (W / Gl | Pl |
a0k 1,| I_.Il g‘ll JI| 131] hE 19 F 4 || || I ||
1 B S f 2a Ly
i; § ¥ I i ||
| : |
[ 27
B0 l" |
32
£ 1 | 1 | 15 | - 1
4000 3000 2000 1000 ' 400

Figure 17. H1 spectra of compound CP
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Figure 19. Mass spectra of compound CP
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Figure 20. Mass fragmentation of compound CDPA

MH

(m/z-3)-208 (m/z+3)-99 (m/z+4)-93 (m/z+2)-75

Figure 21. IR spectra of compound CDPA
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Figure 22. H1 spectra of compound CDPA
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Figure 23. C13 spectra of compound CDPA
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Figure 24. Mass spectra of compound CDPA
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Figure 25. Mass fragmentation of compound CDEA
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Figure 26. IR spectra of compound CDEA
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Figure 27. H1 spectra of compound CDEA
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Figure 29. Mass spectra of compound CDEA
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Figure 30. Mass fragmentation of compound CDPA
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Figure 31. IR spectra of compound CDIPA
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Figure 32. H1 spectra of compound CDIPA
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Figure 33. C13 spectra of compound CDIPA



CDIFA 13C

Figure 34. Mass spectra of compound CDIPA
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Figure 34. Graphical correlation of % viability with concentration pg/ml of the
synthesized compounds. (X-concentration in pg/ml and Y-% viability)

% Viability
140
120
100
80
60
40
20
! O 3 S ;7 ;_ .
‘ < & S S &
& (,Qx o \'\\Oq’
&0
.\\}

Qa‘b



Figure 35. Effect of test drug (CI) on wound contraction
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