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Figure S1. RMSD, SASA, and RG analysis of Adenine phosphoribosyltransferase. (A) RMSD graph.

(B) RG graph. (C) SASA graph. (D) RMSF graph.
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Figure S2. RMSD, SASA, and RG analysis of Adenylosuccinate lyase. (A) RMSD graph. (B) RG graph.

(C) SASA graph. (D) RMSF graph.
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Figure S3. RMSD, SASA, and RG analysis of Putative AMP deaminase. (A) RMSD graph. (B) RG
graph. (C) SASA graph. (D) RMSF graph.
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Figure S4. RMSD, SASA, and RG analysis of AMP deaminase. (A) RMSD graph. (B) RG graph. (C)
SASA graph. (D) RMSF graph.



Version January 31, 2024 submitted to Trop. Med. Infect. Dis. S4 of 512

A os B s : .
At 295 | 1
YRR R
04 pptiiEgl
= 1, 29
£ o3 1 E 28
a £ Ll
g o 8 275 1
i LES ’ LEs —
LE5-CO1 ——
LE5-CO2 2771 LES-CO1 —— 4
o LE5-CO2
LE5-CO3 LES-CO2 —
LE5-CO4 —— 265 LES-CO3 — |
LE5-CO5 —— -
% 20 40 60 80 100 26 . LES-005 ——
T ~o 20 40 60 80 100
ime (ns,
(ns) Time (ns)
D

RMSF (nm)

RMSF (nm)

LE5-CO5 —— !
! 50 100 150 20 250 00 350 a0 a0

0 20 40 60 80 100 Residue
Time (ns)

Figure S5. RMSD, SASA, and RG analysis of Guanine deaminase. (A) RMSD graph. (B) RG graph.
(C) SASA graph. (D) RMSF graph.
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Figure S6. RMSD, SASA, and RG analysis of GMP synthase. (A) RMSD graph. (B) RG graph. (C)
SASA graph. (D) RMSF graph.
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Figure S7. RMSD, SASA, and RG analysis of Adenylate kinase isoenzyme. (A) RMSD graph. (B) RG
graph. (C) SASA graph. (D) RMSF graph.
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Figure S8. RMSD, SASA, and RG analysis of Guanylate kinase-like protein. (A) RMSD graph. (B) RG
graph. (C) SASA graph. (D) RMSF graph.
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Figure S9. RMSD, SASA, and RG analysis of Guanylate kinase-like protein. (A) RMSD graph. (B) RG

graph. (C) SASA graph. (D) RMSF graph.
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Figure $10. RMSD, SASA, and RG analysis of Adenosine kinase. (A) RMSD graph. (B) RG graph. (C)

SASA graph. (D) RMSF graph.
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Figure S11. RMSD, SASA, and RG analysis of Adenosine kinase. (A) RMSD graph. (B) RG graph. (C)

SASA graph. (D) RMSF graph.
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Table S1. Quality values of the templates used in homology modeling through SwissModel server.

Target Template  Seq Identity Oligo-state QSQE  Found by Method Resolution Seq Similarity Range Coverage Description

Adenine phosphoribosyltransferase 1gb7.1.A 100 homo-dimer 0.9 BLAST X-ray 1.50A 0.61 2-237 1 Adenine Phosphoribosyltransferase
Adenylosuccinate lyase defc.1.A 66.74 homo-tetramer  0.91 HHblits X-ray 2.00A 0.51 23-478 0.96 Adenylosuccinate lyase
Putative AMP deaminase A41876.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.62 1-1612 1 Putative AMP deaminase

AMP deaminase A4IC17.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.62 1-1472 1 AMP deaminase

Guanine deaminase A4I4E1.1.A 100 monomer - AFDB search ~ AlphaFold v2 - 0.61 1-454 1 Guanine deaminase

GMP synthase E9AGZ1.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.61 1-656 1 GMP synthase (glutamine-hydrolyzing)
Adenylate kinase isoenzyme 6 A4I5L5.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.61 1-180 1 Adenylate kinase isoenzyme 6 homolog
Guanylate kinase A4I8X4.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.61 1-203 1 guanylate kinase

Guanylate kinase-like A4IDKO0.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.61 1-329 1 Guanylate kinase-like protein
Adenosine kinase A415C0.1.A 100 monomer - AFDB search ~ AlphaFold v2 - 0.61 1-345 1 Adenosine kinase
Adenosine kinase A4IAC6.1.A 100 monomer - AFDB search  AlphaFold v2 - 0.61 1-388 1 Adenosine kinase
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Table S2. RMSD, RG, and SASA average values of eleven targets over 100 ns of MD simulations.

System RMSD (nm) RG(nm) SASA(nm?)
LE1 0.324+0.03 2.264+0.01 219.33+3.88
LE1-CO1  0.304+0.04 2.2440.01 216.14+3.98
LE1-CO2  0.3440.04 2.28+0.01 223.98+3.61
LE1-CO3 0.30+0.03 2.27+0.01 223.84+3.28
LE1-CO4  0.28+0.03 2.254+0.01 215.63+3.95
LE1-CO5  0.3040.04 2.26+0.01 220.18+3.48
LE2 0.24+0.03 3.714£0.01 606.46+15.06
LE2-CO1  0.234+0.03 3.71+0.01 599.43+13.79
LE2-CO2  0.27+0.04 3.7340.02 626.49+20.15
LE2-CO3  0.2440.03 3.7240.02 606.64+15.38
LE2-CO4  0.2440.03 3.7040.01 600.56+15.66
LE2-CO5  0.25+0.03 3.73+0.02 615.86+18.40
LE3 0.4540.06 2.5940.03 289.41+6.03
LE3-CO1  0.4140.04 2.56+0.01 278.67+5.23
LE3-CO2  0.4240.05 2.57+0.01 285.27+4.17
LE3-CO3 0.46+0.09 2.57+0.02 286.61+£5.77
LE3-CO4  0.39+0.02 2.554+0.01 283.35+4.61
LE3-CO5  0.42+0.05 2.5540.01 283.56+4.56
LE4 0.38+0.03 2.52+0.01 274.58+5.70
LE4-CO1  0.5340.05 2.56+0.01 289.16+5.79
LE4-CO2  0.41+0.03 2.514+0.01 285.96+5.56
LE4-CO3  0.454+0.06 2.55+0.02 281.284+5.06
LE4-CO4  0.4840.10 2.54+0.01 277.42+5.80
LE4-CO5  0.43+0.04 2.534+0.01 284.31+5.85
LE5 0.414+0.05 2.8940.01 353.52+5.78
LE5-CO1  0.36+0.04 2.844+0.01 350.91+7.54
LE5-CO2  0.37+0.03 2.85+0.01 351.17+6.89
LE5-CO3 0.41+0.03 2.81+0.01 343.00+4.68
LE5-CO4  0.38+0.04 2.8940.02 350.21+8.65
LE5-CO5  0.36+0.03 2.85+0.01 348.12+5.16
LE6 0.42+0.05 3.2740.02 546.79+6.90
LE6-CO1  0.4140.06 3.27+0.02 548.53+7.16
LE6-CO2  0.34+0.03 3.254+0.01 544.16+7.30
LE6-CO3  0.64+0.20 3.42+0.09 560.05+10.14
LE6-CO4  0.3840.04 3.2440.01 530.58+6.95
LE6-CO5  0.36+0.06 3.2440.01 532.00+6.30
LE7 0.26+0.04 1.634+0.01 104.024+2.29
LE7-CO1  0.27+0.03 1.654+0.02 104.94+2.40
LE7-CO2  0.2440.03 1.66+0.01 103.6442.09
LE7-CO3 0.27+0.04 1.66+0.03 104.124+2.87
LE7-CO4  0.28+0.04 1.67+0.02 107.3342.68
LE7-CO5  0.29+0.03 1.63+0.02 103.934+2.16
LES8 1.9240.35 2.7440.19 228.74+7.33
LE8-CO1  0.774+0.10 2.58+0.02 217.54+4.39
LES-CO2  1.13+0.46 2.884+0.08 229.36+3.86
LE8-CO3  1.754+0.42 2.66+0.11 220.50+5.81
LE8-CO4  1.764+0.43 2.88+0.23 229.66+4.85
LE8-CO5  1.494+0.70 2.864+0.33 223.38+6.65
LE9 1.124+0.09 2.91+0.07 336.57+15.95
LE9-CO1  0.93+0.07 2.854+0.04 331.73+9.93
LE9-CO2  1.06+0.09 2.83+0.04 328.92+10.32
LE9-CO3  1.06+0.12 2.78+0.06 333.52+21.72
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Table S2 continued from previous page

LE9-CO4  0.76+0.07 2.81+£0.04 345.85+9.48
LE9-CO5  1.20+0.14 2.97+0.06 340.21+16.02
LE10 0.25+0.04 1.974+0.02 157.31£2.65
LE10-CO1 0.31+0.05 2.01£0.02 163.07+3.09
LE10-CO2 0.30+0.07 1.984+0.03 158.15+3.24
LE10-CO3 0.284+0.05 1.97+0.03 156.99+3.34
LE10-CO4 0.324+0.08 2.00£0.03 160.48+3.28
LE10-CO5 0.38+0.07 2.02+0.02 161.05+2.61
LE11 0.48+0.05 2.11+0.03 172.4445.12
LE11-CO1  0.48+0.07 2.09+0.02 173.07+3.91
LE11-CO2 0.43+0.07 2.10+£0.02 175.27+3.30
LE11-CO3 0.4140.06 2.10£0.02 170.30+3.03
LE11-CO4 0.40+0.05 2.12+0.02 173.80+£2.87
LE11-CO5 0.41+0.07 2.10+0.02 170.57+2.96
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Table S3. Average value of the binding free energy determined by the MM/PBSA method.

System  AEvpwaars AEg AEpp AENpOLAR AGgas AGsory AGyping
LE1-CO1 -12.15+10.09  -4.88+6.57  13.00+11.71 -9.90+8.67 -17.03+14.00 20.49+16.58 3.46+4.03
LE1-CO2 -8.69+7.66 -2.31£3.62 6.82+6.87 -6.68+£6.40 -11.00£9.95  12.53£10.69  1.53+3.38
LE1-CO3  -21.244+5.79 -4.44+6.75 15.67+7.72  -16.82+4.46  -25.68+9.08 26.51+9.37 0.84+3.25
LE1-CO4 -9.30£8.60 -3.78+5.51 8.61+9.19 -6.60+£6.51  -13.084+12.88 14.69+13.51 1.61+2.16
LE1-CO5  -12.574+8.47 -5.69+7.03 12.214+9.47 -9.36+6.58 -18.26+13.38 19.904+13.37 1.64+2.78
LE2-CO1  -28.76 £2.11 -27.61+£596 46.23 +8.93 -19.80 £091 -56.37+5.99 6554+9.14 9.17+8.74
LE2-CO2  -26.70+250 -10.27+6.63 2259+12.21 -1891+191 -36.97+7.77 43.05+ 12.21 6.08+9.20
LE2-CO3  -23.37+1.82 -4.83+2.33 19.17+10.4 -2.95+0.14 -28.2+3.23 16.22+£10.36  -11.98+9.4
LE2-CO4 -25.76+2.16 -16.21+6.70 30.18+£12.90 -20.00+1.71 -41.97+7.46 49.69+ 1297 7.714£9.29
LE2-CO5  -28.814+3.59 -19.68 £3.52 39.18+9.64 -21.41+1.19 -4848+5.06 59.79+9.81 11.31+9.67
LE3-CO1 -26.50+£3.71  -21.7744.50  29.32+4.06 -21.10+£2.41  -48.2745.40 44.02+4.47  -4.26+3.64
LE3-CO2  -19.21+8.31 -3.30+5.08 14.48+8.42  -14.89+6.53 -22.514+10.76 26.52+12.28 4.01+4.07
LE3-CO3  -31.484+2.88  -27.71£4.77 41534495 -23.10+1.28 -59.19+4.68 60.55+5.15 1.36+4.24
LE3-CO4  -22.864+5.30 -7.84+10.42 20.55+12.83 -18.54+4.16 -30.70+13.89 34.10£15.13  3.394+4.09
LE3-CO5  -23.394+2.79 -0.93+4.37 12424455 -17.74+191 -24.32+4.63 25.99+4.77 1.66+3.20
LE4-CO1 -6.14+7.01 -11.92+14.78 13.06+15.4 -5.14+6.46  -18.05+£21.38 16.83+18.43 -1.23+4.14
LE4-CO2 -20.1+3.06 -1.92+5.51 12.244+6.52  -15.63+2.46 -22.02+6.6 25.48+7.71 3.46+3
LE4-CO3  -25.824+2.48 -7.63+£2.98 24924477  -19.14+1.61  -33.45+3.89 40.54+5.07 7.05+4.33
LE4-CO4 -0.39£1.57 -0.23£1.54 0.42+2.08 0.23+1.56 -0.6242.58 1.39+2.94 0.77+0.79
LE4-CO5  -28.65+2.23 -4.442.5 16.99+3.75  -20.53+1.27  -33.05+3.69 33.99+4.46 0.94+3.74
LE5-CO1 -32.3+2.33 -25.88+543  50.12+5.38 -23.07+1 -58.18+6.02 67.68+5.39 9.51+4.18
LE5-CO2 -3.76+£5.54 -0.27+£2.31 2.48+4.61 -2.52+4.57 -4.03+£6.34 5.614+8.05 1.58+2.42
LE5-CO3 -0.11+0.39 0.05£1.72 -0.02+2.63 0.5£0.39 -0.07+1.94 0.714+2.78 0.64+1.93
LE5-CO4  -29.254254  -12.514+4.94  27.23+448 -21.65+1.23 -41.7545.67 41.57+4.61  -0.18+3.36
LE5-CO5  -12.294+4.04 -10.8+£9.56 14.66+8.75  -10.24+3.17 -23.09+12.43 21.53+10.21 -1.56%3.65
LE6-CO1 -17.68+4.26  -16.57+13.47 28.85+12.63 -13.584+3.04 -34.244+1390 42.22+13.59 7.98+4.42
LE6-CO2  -12.85+6.11 -2.36+4.77 8.7645.82 -9.82+4.77 -15.21+£8.40 16.14+7.82 0.93+2.26
LE6-CO3  -16.06+5.91 -2.02+3.23 11.36+£5.66  -12.79+4.83  -18.08+7.19 21.82+8.10 3.74£3.18
LE6-CO4  -29.21+2.60 -9.81+4.53 26.88+4.64 -2147+1.61 -39.02+5.31 44.80+5.31 5.784+4.33
LE6-CO5  -16.7544.68 -1.02+£5.45 9.5945.88 -13.76+£3.52  -17.77+6.92 20.60+6.99 2.83+2.68
LE7-CO1 -9.91+6.34 -2.66+7.53 7.53+8.25 -7.71£5.27  -12.574+10.18 13.17+10.06 0.6+2.29
LE7-CO2  -13.7943.98 -1.18+5.25 6.994+5.41 -10.41+£2.61  -14.97+6.62 14.96+6.01 -0.01£1.91
LE7-CO3 -3.52+5.21 0.084+3.59 2.04+4.67 -2.27+4.07 -3.44+6.38 4.43+6.21 0.99£1.36
LE7-CO4 -0.32+1.25 -1.02+5.15 1.41+£5.48 0.34+1.05 -1.34+5.63 2.33+6 0.9940.96
LE7-CO5 -7.14+8.3 -2.01+£6.98 5.5£9.59 -5.11+6.56 -9.15+13.35 9.76+12.7 0.62+1.84
LE8-CO1 -0.50+1.93 -0.19£2.29 0.47+2.70 0.14+1.71 -0.70+3.31 1.40£3.46 0.71+0.70
LE8-CO2  -22.1947.50 -3.07+4.64 13.22+6.45 -17.66+591  -25.26+9.90 24.48+8.87  -0.78+3.12
LE8-CO3  -11.68+6.34 -2.88+5.08 9.05 £7.70 -9.01+5.06 -14.57+9.35  16.39£10.64 1.82+3.41
LE8-CO4  -21.594542 -17.67+1246 2647+11.88 -17.60+4.15 -39.26+15.13 37.74+13.34 -1.53+3.56
LE8-CO5 -0.75+2.43 -0.45+3.68 0.87+4.28 -0.11+2.34 -1.20+5.04 1.98+5.34 0.78+0.84
LE9-CO1 -33.20£2.19  -28.73+5.37  55.31+£6.65 -23.24+1.09 -61.93+5.90 72.76+6.72  10.724+5.52
LE9-CO2 -6.94+6.58 -1.36+£3.78 4.734+5.32 -5.03+5.17 -8.30+£8.37 9.264+8.23 0.96+1.75
LE9-CO3  -24.244255  -13.23+£3.84 21.66+3.27 -20.37+147 -37.4745.01 34.23+3.49  -3.24+3.06
LE9-CO4  -27.254+2.72 -24.824+10.07 40.06+8.79  -22.10+1.61 -52.06+10.55 55.10+8.95 3.04+4.98
LE9-CO5  -21.2445.06  -10.09+£9.22  22.084+9.40 -16.82+3.60 -31.33+10.99 34.88+10.79 3.56+3.43
LE10-CO1  -31.32+2.24 -17.38+4.1 33.49+2.83  -23.58+0.91 -48.7+4.16 47.84+291  -0.85+3.47
LE10-CO2 -32.79+1.89  -15.74+3.38 3142.82 -22.840.71 -48.53+3.32 49.29+2.83 0.76+3.15
LE10-CO3  -30.79+2.44 -4.05+2.21 24.41+3.54 -23.85+1.46 -34.83+3.83 39.98+3.74 5.154+3.01
LE10-CO4  -14.34+4.94 -3.49+4.39 10.724+591  -11.32+3.75  -17.83+7.47 19.77+£7.66 1.94+3.27
LE10-CO5 -18.95+3.16 -5.67+4.02 14.05+3.45 -15.5+2.41 -24.62+5.5 24.22+4.13  -0.39+2.87
LE11-CO1  -24.53+£4.35 -23.20£13.64 359241494 -20.464+298 -47.73+16.64 50.10+£16.15 2.36+4.48
LE11-CO2  -30.77+2.91 -8.21+4.48 22.02+5.18  -22.66+1.64 -38.98+5.29 38.80+6.20 -0.18+4.41
LE11-CO3  -22.57+3.94 -2.31£3.85 12.06+5.22  -18.45+2.23  -24.88+6.68 25.32+6.46 0.43+3.26
LE11-CO4 -9.30+10.33 -5.99+8.69 10.15£12.13  -7.044+8.22  -15.29+17.34 15.82+£17.01 0.52+3.09
LE11-CO5  -20.36+3.47 -1.97+4.14 10.774+548  -17.794+2.67  -22.33+5.28 23.91+6.37 1.58+3.12

Evbpwaars = Van der Waals energy; Eg; = Electrostatic energy; Epp = Electrostatic contribution free energy calculated by
Poisson-Boltzmann; Exporar : Non-polar solvation energy; AGg,s = Estimated binding free energy phase gas; AGs,y, = Estimates
binding free energy solvent; AGy;,;s = Estimated binding free energy. All values are in kcal/mol.
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Table S4. Average value of the binding free energy determined by the MM /GBSA method.

System  AEypwaaLs AEgL AEgs AEgurr AGgas AGsory AGying
LE1-CO1 -15.354+6.05 -9.04+8.39 18.561+9.45 -22+1.03 -24.39+11.79 16.36+£8.77 -8.03£3.89
LE1-CO2 -6.68+7.32 -1.44+3.13 5.1245.79 -0.98+1.1 -8.12+9.15 4.14+4.85 -3.98+4.97
LE1-CO3 -14.714+8.8 -6.93+7.51 14.154+10.22 -2.21£1.34 -21.64+14.67 11.93+9.06 -9.7+6.39
LE1-CO4 -16.064+3.5 -5.234+6.13 13.68+6.37 -2.14+0.44 -21.29+7.04 11.54+6.17 -9.7542.71
LE1-CO5 -8.24+9.09 -0.93+6.18 5.414+7.65 -1.27£1.39 -9.17+11.21 4.14+6.86 -5.03+6.02
LE2-CO1 -28.561+1.84 -24.4+4.56 3748+293 -3.66+0.17 -52.97+4.46 33.82+2.9 -19.15+2.42
LE2-CO2  -24.95+2.49 -6.344+3.19 17.64+4.06 -3+0.38 -31.29+5.07 14.64+3.75 -16.66+2.06
LE2-CO3  -23.97+1.76 -4.44+1.81 14.37+1.52 -2.93+0.2 -28.414+2.6 11444148 -16.97+1.82
LE2-CO4  -27.094£1.72  -20.87+4.49 30.37+£2.72 -391+0.23 -47.96+4.85 26.46+2.61 -21.5+2.86
LE2-CO5 -25.74+1.72  -19.0143.61 27.22+42.21 -3.74+0.2 -44.75+3.26 23.48+2.16 -21.274+2
LE3-CO1 -23.62+3.78  -22.20+4.51 2546+3.61 -3.39+043 -45.82+5.11 22.07+3.52  -23.7543.58
LE3-CO2 -6.10£7.30 -1.44+5.30 5.474+7.53 -0.88+1.04 -7.54+10.26 4.60+6.69 -2.95+4.10
LE3-CO3  -32.79+255 -26.6243.44 32.59+2.15 -453+0.19 -59.41+3.80 28.06+2.14 -31.3543.06
LE3-CO4  -18.50+4.64 0.24+4.02 9.31+3.75 -2.7040.85 -18.26+4.53 6.61+3.70 -11.64+3.30
LE3-CO5  -25.624+2.19 1.05+4.02 14.12+3.72  -3.394+0.21 -24.574+4.58 10.73+3.68 -13.84+2.15
LE4-CO1 -6.14+7.01 -11.92+14.78 13.52+15.2 -0.994+1.11 -18.05+£21.38 12.54+14.13 -5.51+7.83
LE4-CO2 -20.1+£3.06 -1.92+5.51 12.86+5.53 -2.824+0.44 -22.02+6.6 10.03+5.34 -11.99+2.83
LE4-CO3  -25.824+2.48 -7.63+£2.98 21.43+2.79 -3.6+0.38 -33.45+3.89 17.83+2.61 -15.63+2.42
LE4-CO4 -0.39+£1.57 -0.23+1.54 0.674+2.28 -0.05£0.25 -0.62+£2.58 0.6242.08 0+0.74
LE4-CO5  -28.6542.23 44425 18.68+2.61 -3.514+0.23 -33.05+3.69 15.174+2.6 -17.88+2.01
LE5-CO1 -32.3+2.33 -25.88+5.43 39.17+3.78 -4.164+0.2 -58.18+6.02 35.02+3.68 -23.164+3.33
LE5-CO2 -3.76+£5.54 -0.27+£2.31 2.64+4.41 -0.48+0.71 -4.03+£6.34 2.164+3.83 -1.88+£2.89
LE5-CO3 -0.11£0.39 0.05+1.72 0.144+1.89 -0.01£0.06 -0.07£1.94 0.1341.86 0.06£0.25
LE5-CO4  -29.25+2.54  -12.514+4.94 23.65+3.68 -3.98+0.22 -41.75+5.67 19.67+3.61 -22.08+£3.01
LE5-CO5  -12.29+4.04 -10.84+9.56 14.2948.31 -1.7740.51 -23.094+12.43 12534796 -10.57+4.97
LE6-CO1 -13.384+2.86 -11.58+7.04 23.06£6.07 -1.9+0.45 -24.96+7.85 21.16+5.84 -3.81+2.86
LE6-CO2  -12.51+6.02 -1.94+4.03 7.8+4.99 -1.66+0.81 -14.454+7.52 6.144+4.56 -8.31+4.49
LE6-CO3 -15.84+3.75 -2.2444.09 11.59+4.45 -2.3+0.63 -18.04+6.68 9.29+4.03 -8.7543.45
LE6-CO4  -28.98+2.13 -7.86+4.08 21.83+2.81 -3.73+0.24 -36.84+4.83 18.1£2.7 -18.744+2.72
LE6-CO5  -21.98+4.36 -1.65+£7.37 15.67+741 -3.044+0.57 -23.631+8.19 12.64+7.36  -10.99+3.35
LE7-CO1 -9.91+6.34 -2.66+7.53 8.09+8.11 -1.4140.91 -12.57+10.18 6.68+7.73 -5.894+4.46
LE7-CO2  -13.7943.98 -1.18£5.25 8.0245.32 -1.87£0.49 -14.9746.62 6.154+5.24 -8.82+£3.35
LE7-CO3 -3.52+5.21 0.08+3.59 1.91£4.43 -0.48+0.68 -3.44+6.38 1.44+4.09 -2.01£3.57
LE7-CO4 -0.32+1.25 -1.02£5.15 1.4945.6 -0.04+0.18 -1.34+5.63 1.45£5.53 0.1240.52
LE7-CO5 -7.14+8.3 -2.01£6.98 5.5649.48 -1.02+1.18 -9.15+13.35 4.5448.59 -4.6+5.91
LE8-CO1 -0.11£0.41 -0.35+£2.38 0.594+2.5 -0.02£0.09 -0.45+£2.54 0.584+2.42 0.124+0.37
LE8-CO2 -11.8749.44 -1.29+4.89 7.85+£6.47 -1.74+1.41 -13.16+£10.42 6.1£5.55 -7.06£6.25
LE8-CO3 -1.32+£3.22 -0.33+£1.95 1.25£3.17 -0.2+0.48 -1.65+4.45 1.05£2.76 -0.61£1.96
LE8-CO4  -25.85+2.48 -10.46+4.1 20.69+4.28 -3.7+0.33 -36.31+5.43 16.99+4.11 -19.32+2.25
LE8-CO5 -0.69+2.09 -0.39+4.25 0.9944.2 -0.1+0.33 -1.07+£4.7 0.9+4.1 -0.17£1.14
LE9-CO1 -32.98+2.01 -28.55+4.67 43.02+3.97 -4.24+0.17 -61.53+4.92 38.78+3.93 -22.754+2
LE9-CO2 -2.814+4.05 -0.73+£2.69 2.47+3.95 -0.4+0.58 -3.54+5.76 2.06+3.49 -1.4842.69
LE9-CO3  -25.284+2.66  -15.09+2.71 2458+2.72 -3.82+0.27 -40.37£3.91 20.76+£2.57 -19.6142.08
LE9-CO4 -26.834+3.3 -27.06+11.9 38.81+£9.37 -4.04+0.43 -53.884+13.08 34.7749.14 -19.12+4.55
LE9-CO5  -19.92+3.47 -14.25+11.93 24544991 -3.09+041 -34.17+11.4 21.45+9.9 -12.731+3.16
LE10-CO1 -31.32+2.24 -17.38+4.1 28.53+2.64 -4.52+0.15 -48.7+4.16 24.01£2.59 -24.68+2.68
LE10-CO2 -32.79+1.89 -15.7443.38 23.96+2 -4.36+0.13  -48.5343.32 19.6£2.01 -28.931+2.36
LE10-CO3 -30.7942.44 -4.05+£2.21 17.174+2.39 -4.71£0.3 -34.83+3.83 12.46+2.21 -22.37+2.53
LE10-CO4 -14.34+4.94 -3.4944.39 10.96+491 -2.02+0.73 -17.83+7.47 8.95+4.39 -8.884+3.95
LE10-CO5 -18.95+3.16 -5.67+£4.02 13.35+3.08 -2.7640.44 -24.62+5.5 10.594+2.9 -14.03+3.42
LE11-CO1 -27.1+£2.49 -30.9944.99 39.91+£3.29 -4.15+0.18 -58.09+4.52 35.76+£3.25 -22.3342.47
LE11-CO2 -32.19+1.89 -10.3942.98 22.29+2.37 -4.3+0.22 -42.58+3.8 17.99+2.25 -24.64+2.28
LE11-CO3 -24.11+2.16 -5.07£2.88 14.41+191 -3.654+0.23 -29.184+3.92 10.76+1.86 -18.42+2.88
LE11-CO4 -23.48+5.45 -9.12+£3.31 17.454+3.15 -3.3440.76 -32.6£7.16 14.11+2.78 -18.48+5.55
LE11-CO5  -22.3+3.34 0.9442.61 10.86+3.29 -3.224+0.54 -21.361+4.67 7.64+3 -13.734+2.39

Evpwaars = Van der Waals energy; Er; = Electrostatic energy; Ecp = Electrostatic contribution free energy calculated by
Generalized Born; Esyrr = Non-polar contribution calculated based on the solvent-accessible surface area; AGg,s = Estimated
binding free energy phase gas; AG,,, = estimates binding free energy solvent; AG;,; = Estimated binding free energy. All values

are in kcal /mol.



