Table S 1 Ligands docked to the SARS-CoV-2 proteins; binding energies, dissociation constants and active sites

. ) Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (M)
i by Jos s Thr?>, Thr?®, Leu®’, His"', Cys**, Met*®, Asn'*?, Gly**3, Cys'*,
am Protease () -7, .
Hi5164, MetlSS' G|U166, Pr0168, Arg188’ G|n189, Thr190’ GIleZ
o Arg166l Ser170, ValZOZI G|U203, MetZOG' Tyr207, Met208l GIYZOBI
Papain like protease (PLPro) -8.15 1.07 232 223
Ile*"s, Pro
149 176 177 178 179 180 181 184
RNA-dependent RNA 02 . Tyr™", Ala~"®, Asn”"’, Leu ", Gly "7, Glu™™", Arg™"", GIn™*",
polymerase (RARP) o ' Asn?®3, Arg®*®, Thr**?, Leu®®*
175 177 179 180 406 407 408 409
1 4-Caffeoylquinic acid 124136972 Pro™™, Asn™™, Asn™", Tyr ™, Pro™, Ala™, Pro™™, Arg™™,
Helicase -8.3 0.826 Thr*'?, Leu®*?, Thr**®, Leu*'’, GIu**®, Pro**®, Phe*??, Asn®>7,
Asn559' ArgSGO
E-channel proteins -7.43 3.55 ||e46, Leu51, PI’OSA, Phess, Tyr57
e o ool Tas B G|y9OSI ||E‘909, G|y910, GlnlOSGI Ser1037, Ly51038' Arg1039' Va|1040'
pike Open Protem -7. . .
ASp1041, Tyr1°47, H|51048' G|u1092, GIy1°93, Al’g1107, Asnl108
e 1 ] ' o . Phe329, Pr0330, A5n331, ”e332' Thr333, Leu335, Va|362, A5p364,
pike Close Protein -7. .
G|y526, Pr0527, LY5528, Ly5529' Ser530, GInSBO
i . cor i Arg131’ Ly5137, A5p197, Thrl98’ Thr199’ Tyr239, LeU271, LeU272,
aim Protease 0 -38. .
G|y275, Met276, A|a285, Leu286, Leu287, A5p289, G|u290
Papain like protease (PLPro) -9.23 0.17 Argles' Ser”o’ Va|202' G|U203, Metzos' Tyr207’ Met 208
588 589 590 591 592 593 594 758
RNA-dependent RNA 02 0.85 Val>*®, le>*”, Gly>™", Thr>”~, Ser>”*, Lys™”>, Phe™™", Leu”>®,
polymerase (RdRP) G|n815, Pr083°, Tyr831, Pr0832, ASpgsS, Pr0868, Trp916
(1S,4R,5R)-3-[3-(3,4- 175 177 179 180 405 406 408 409
Dihydroxyphenyl)prop-2- Pro™", Asn™"", Asn™"", Tyr™™", Leu", Pro™", Pro™™", Arg "™,
2 enoyloxy]-1,4,5- 60074140 Helicase 7.95 1.495 Thr*®® Leu2 Thr*®®, Leu*, Pro®'®, Phe 22, Asn®®7, Asn®*®,
trihydroxycyclohexane-1- 560
carboxylic acid Arg
E-channel proteins -7.69 233 No binding site was found
' ' Met740, Tyr741, ”e742, GIy744, Asnsss, Va|963, Ly5964, Leu%s,
Spike Open Protein -7.21 5.15

1
Ser967, Ser975, Va|976, Leu977, Asn978, Arg 000




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Arg355 Pr0426 Asp428 Phe429 Thr430 Lys462 Pro463 Phe464
Spike Close Protein -6.84 9.7 P ! ! !
Glu™>, Ser’™", Phe’, Glu™™", Leu
Thr*®, Thr*®, Leu?®’, His*!, Cys**, Thr*®, Ser*®, Met*®, Asn'*
’ ’ ’ ’ ’ ’ ’ ’ 7
Main Protease (MPro) -6.25 26.05
G|y143, Cy5145, H|5164, MethS' G|U166, Arg188’ G|n189
o Phe®®, His’?, Thr’®, Thr’®, Asp’®, Phe’®, Arg®?, Tyr™>*, Tyr'"?,
Papain like protease (PLPro) -8.2 0.97 | 174 175
GIn™"", His
46 47 129 . 133 135 705 706 709 710
RNA-dependent RNA 60 1886 Ala™, Lys™, Tyr =7, His™>, Asp~>>, Asn" >, Ala"™>, Ser"™”, Thr’ ™",
polymerase (RARP) A|a771, Ser77z’ Gln773, GIy774, Ser778, LyS780, Asn781, Ser’%
3 | 1,24-Cyclopentanetrione 534963 A Ala*, cys®, Val®, Arg™, Arg’!, Arg®?, Pro®®, Phe®*, Arg'*®, Leu™?,
Helicase -6.68 12.67 133 136 234 235 236
Phe>?, Glu™">, Pro”®", Leu”™>, Ser
E-channel proteins -6.72 11.8 Leulg' A|azz' Phe??
||e788 -I-yr789 Lys790 Thr791 Pro792 Pr0793 Lys795 Leu806
Spike Open Protein -5.87 50.05 507 509 814 ara - a70 ’ !
Pro®’, Pro®”, Lys" ", GIn®'%, Ser*’>, Ala
G|u96' ”e101' Argloz' G|y103, Trp104' ||e119’ Asanl' VallZG, ”e128'
Spike Close Protein 2731 4.41 Tyr170, Ser172, Arglgo, Phel92' Phe194, ”e203, SerZOSI Hi5207,
Leuzzsl val??’
Thr?®, Thr?®, Leu®’, His*', Cys**, Thr*®, Ser*®, Met*?, Asn'*?,
Main Protease (MPro) 453 477.24 G|y143, Cy5145, Hi5164, MethSI G|U166, Leu167, Pr0168, Arg188l
GIn*®®, Thr'?°, GIn'°?
Papain like protease (PLPro) -6.74 11.45 Arg166’ Tyr268
35 36 37 38 39 42 48 50 73 206
RNA-dependent RNA 7 30876 Phe™, Asp®>, lle”’, Tyr*®, Asn””, Val™*, Phe™, Lys’", Lys"*, Thr™>,
polymerase (RARP) o : Aspzos Asn2%° Tyr217 Aspus Aspzu Asn’13
’ ’ ’ 7’ ’
11,14,17-Eicosatrienoic
4 acid 5312529 _ Ala*, val®, Arg™®, Arg®*, Arg’?, Pro*?, Phe**, Arg'?®, Leu'*?,
Helicase -4.99 220.3 133 136 234 235
Phe”?, Glu™>, Pro*”", Leu
E-channel proteins -5.74 61.81 Leulg' A|azz’ Phe23




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
o . snos Pr01°79, Phe1089’ Pr01090’ Arg1107’ Phellzl, Serllza' G|y1124,
pike Open Protein -3.95 .
Asnllzs, Va|1128, Va|1129, [lel130
e 1 ] ' 108 08 Trp104, ||e119, Asn121, Va|126, ”e128' PhelBS’ Tyr170, serl72' PhelQZ’
pike Close Protemn -4. X
Phe194, IIe2°3, Leuzzsl VaI227, ASpZZS, Leu??®
- Trp218, Phe219, LeuZZO’ ASnZZl, ArgZZZ’ Phe223, Ser267, G|U27O,
Main Protease (MPro) -4.11 979.48 271 274 275 276 277 279
Leu®’", Asn“™", Gly"">, Met“"®, Asn”“"’, Arg
N ASp164, Arglse' Metzosl Serz45' A|3246, Pr0247, Pr0248, Tyrzss'
Papain like protease (PLPro) -6.42 19.65 273 301
Tyr*"?, Thr
441 545 546 547 548 836 840 343 844
RNA-dependent RNA il 1 Phe™", Lys™™>, Tyr>™>, Ala>"’, lle>*", Arg™™>, Ala™"", Phe™™", Val™™",
olymerase (RARP) o 969.6 845 858 862
poly Asp®™>, Arg™®, Leu
. o . Asn179, Pr0406’ AIa4°7, Pr0408, Arg409, Thr“o, Leu“z, G|y415,
5 11-Eicosenoic acid 5282768 Helicase -4.76 322.608 416 17 422 .. 554 557 559 560
Thr*™>, Leu™™’, Phe %, His™>", Asn™>", Asn’>", Arg
E-channel proteins -6.07 35.41 No binding site was found
' ' ”e119, Va|126, ”e128, Phe168, Tyr170, Ser172, ”e203’ LeUZZG, Va|227,
Spike Open Protein -4.01 1155.66 228 229 230
Asp““®, Leu”™”, Pro
GIu®®, Asn®, 11e'%%, Arg'®, Trp™®*, 11e'*?, Asn™?*, val'?®, I1e'?,
Splke Close Protein -6.21 282 Phe168, Tyr170' Ser172, Arglgo, Phe192' Phe194’ ”e203, LEUZZG,
Va|227, Leu?2®
- Trp218, Phe219, LeuZZOI AanZl, Phe223, G|U270, LeU271, ASn274,
Main Protease (MPro) -4.08 1026.88 375 377 279
Gly*">, Asn“"’, Arg
N Ly5157, G|u161, Leulsz, Gly163, ASp164, Va|165, Pr0247, PI‘0248,
Papain like protease (PLPro) -6.26 25.61 264 267 268 269 273
Tyr™>", Asn”>’, Tyr=>°, GIn*>”, Tyr
Serzss' Tyr265, ”e266' Ly5267, Trpzes' Leu27°, Va|320, Ph6321, PI"O322,
RNA-dependent RNA 323 324 387 388 389 390 394 395
-5.03 204.88
polymerase (RARP) Pro®*?, Thr’<", Leu™’, Leu®®, Leu™", Asp®™", Thr*”", Cys >,
ionoic aci Phe®?®, Ser®®’
'S 12 1A-Dacncadiennic acid [2R2R07




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
o i 655409 ASp328, Ly5329, Cy5330, Ser33l, Arg332, Lys34SI Phe346, Ly5347,
clicase - . 349 350 351 352 353 354
Asn’"7, Ser’", Thr>", Leu™ ", Glu™?, GIn
E-channel proteins -6.28 24.84 No binding site was found
Spike Open oo » Jelel Met740, Tyr741, ”9742, Cy5743, G|y744, AsnSSGI Va|963' Ly5964,
Leu966, Ser967, Ser975, Va|976, LeU977, A5n978, ArgIOOO
e 1 ool is <003 Leu335, Cys336’ Phe338, G|y339, Phe342, Asn343, Va|362, A|3363,
pike 0S¢€ Frotem 4. .
ASp364, Va|367, Leu368, Ser371, Ser373, Phe374, Trp436, Arg509
i . o1 035 LySS, Arg131’ Ly5137, A5p197, Thr199’ Tyr237, Tyr239, LeU272, Leu286’
ain Protease (MPro) - : 287 288 289 290
Leu®®’, Glu™®, Asp“*”, Glu
Papain like protease (PLPro) -8.71 0.41 No binding site was found
Arg249, ThrZSZI SerZSS’ Tyr265’ Thr319’ Va|320’ Phe321, Pr0323,
RNA-dependent RNA 349 394 395 396 456 457 459 460
polymerase (RARP) -8.14 1.07 Arg™™”, Thr ™", Cys™>, Phe™™>, Tyr™>", Arg™>’, Asn™>, Leu™",
Pro*®*, Pro®’’
7 18,8-Glycyrrhetinic acid 404621453 el 001 0.054 A|a4, Va|6, Arglsl Arg21’ Argzzl Pr023, Phe24' Arglzgl Leul?’z,
clicase - : 133 136 234 235 236
Phe>?, Glu™>, Pro””", Leu””>, Ser
E-channel proteins -9.72 0.07 No binding site was found
e o oo Jo s HiSllOl, Trp1102, Phe1103, ”e1114' ”elllSI Asn1135’ Thr1136’ Va|1137,
pike Open Protein -7. .
Tyr113BI ASpllSQI G|n1142, Pr01143
Soike Close Prote c08 5 Tyr®®, Asp®?, Lys*?, val*?, Phe®3, Arg**, Glu*®*, Pro?®®, Tyr?’®,
p1Ke 0S€ otem =8. .
G|y283
i . iss o1 Arg®, Lys’, Met®, Ala’, Phe®, Pro®, GIn'?/, Phe®®!, Asp®®>, Arg*®®,
ain Protease ( 0) -4. . G|n299
Papain like protease (PLPro) -4.86 276.21 No binding site was found
RNA-dependent RNA . s Lyss93' Phe594, G|n815’ Pr0830, Tyr831, Pr0832’ ”e864' Aspgss,
polymerase (RARP) Pr0868, Trp916




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
GInZSl, ASp401, Pr0402’ A|a403, Pr0419, Lys430, Pro434, Phe437,
Helicase -4.47 525.43 457 458 459 559
8 1-Octen-3-ol 18827 Tyr™’, Asp™", Asn™>”, Asn
E-channel proteins -45 503.72 No binding site was found
Va|729, Ser73°, Met731, Thr732, Lys733, GIn774, Thr778, Phe782,
Spike Open Protein -4.16 900.21 Leu861, PFOSGZ, Pr0863’ Leu865, Asp867, ”6870, AIalOSG’ Pr01057,
Hi51058, G|y1059
Met740, Tyr”l, ”e742' Cys743, GIy744, Asnsss, Leu966, Ser975,
Spike Close Protein -4.15 906.31 976 977 978 1000
Val”™®, Leu”™’, Asn”", Arg
Met®, Ala’, Phe®, Pro’, GIn'?’, Phe?*?, Asp®®, Arg®®®, GIn*®?,
Main Protease (MPro) -7.22 5.09 302 303
Gly™™*, val
Papain like protease (PLPro) -7.22 5.14 Th r74, Th r75, Asp76, Tyr154, Asn156, Tyr”l, G|n174, His'"
616 617 618 761 762 798 799 800
RNA-dependent RNA 6.4 1758 Gly®™, Trp>’, Asp”~°, Asp”>~, Ala", Lys"”", Cys"™", Trp~",
polymerase (RARP) e ‘ Glu®?, Phe®'?, Cys®®3, ser®!
2,5-dihydroxyterephthalic
9 acid 09131 Val®, Arg’!, Arg??, Pro®®, Phe?*, Arg'?®, Leu'*?, Phe'**, GIu™®,
Helicase -6.3 24.305 235
Leu
E-channel proteins -5.95 43.44 Leu51' Pr054’ Phese, Tyr57
Spike Open Protein -6.53 16.29 Arg403, Tyr453l Ser494, Tyr495, G|y496, Ph6497, ASnSOl, TyrSOS
Tyr*®, Asp®®, Lys*', val*?, Phe*?, Arg**, GIu***, Pro®*®, Tyr®”?,
Spike Close Protein -6.37 21.42 282 283 284
Asn”®*, Gly*®?, Thr
Phe®, val'®, 1'%, GIn'*®, Thr''!, Asn™>?, Asp™>?, Ser'®®, Thr**?,
Main Protease (MPro) -6.44 19.03 204 295 208
Phe®™", Asp~”°, Arg
Papain like protease (PLPro) -7.05 6.76 Arg166' Ser”o, Va|202, G|U203, |\/|et206, Tyr207, Met208
RNA-dependent RNA 383 384 385 386
-591 46.71
polymerase (RdRP) Ala ,Ser, Gly , Asn
. ' G|n281, Asp4°1, Pro‘wz, A|a403, Pr0419, |V|et429, Lys43°, Gly433,
10 2-Hydroxy-5-sulfobenzoic 7322 Helicase -6.74 11.546 434 457 458 459
acid Pro™", Tyr™", Asp™", Asn
E-channel proteins -5.77 59.26 Pr054, Phese’ Tyr57’ Serso




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Spike Open Protein 25.08 189.89 Ser704, Va|705, A|a706, Tyr707, Ser708, Ser711, ”9712, A|a713, Asn1074
e 1 ool " 6 Met740, Tyr741, ”e742, Cy5743, G|y744, ASp745, Phe855, Asn856,
pike Llose Frotemn -0 : 966 977 978 1000
Leu™", Leu™" ", Asn”"", Arg
i . i b Phe®, Met®, Ala’, Phe?, Pro®, GIn'?’, Phe?®*, Asp?®®, Val*®®,
ain Protease (MPro) -0 : 298 299 303 304
Arg™®, GIn“"7, Val>*°, Thr
Papain like protease (PLPro) -6.71 12.15 No binding site was found
411 412 413 414 546 844 845
RNA-dependent RNA 61 S04 Lys™, Pro™ ™%, Gly™ >, Asn™ ™", Tyr’™, Val®™", Asp™™>,
polymerase (RARP) e : 846 15 19 87
Asp~*°cser—cgln~"dmet
Pro406 A|a407 Arg409 Leu412 Thr416 Leu417 Pro419 Phe422
11 2-Hydroxycinnamic acid 637540 Helicase -6.32 23.262 557' 559’ 560’ ! ! ’ ! !
Asn>>", Asn”>”, Arg
E-channel proteins -6.27 25.52 No binding site was found
e o oo <o . Ser730, Met731, Thr732, Ly5733, G|n774, Va|860, Leu861, Pr0862'
pike Open Protein -5. . .
Pr0863, ASp867, ”8870, AIalOSG’ Pr01057, HISlOSS’ G|y1059
e dl - . 1578 Va|382, Leu390’ Cy5391, Thr393, Leu517, LeUSlS, HisSlSI AlaSZO’
pike Close Protein -0 : 522 544 545 565
Ala’*%, Asn”"", Gly’™>, Phe
Main P 040 06 Met®, Ala’, Phe, Pro®, GIn'%, Asp295, Argzgs, GIn%**, Gly3°2,
ain Protease (MPro) -8. . 303 304
Val®*?, Thr
Arg166 G|u167 Ser170 Va|202 G|u203 MetZOS -I—yr207 MetZOS
Papain like protease (PLPro) -8.11 1.14 ’ ’ ! ’ ’ ’ ’ ’
Ly5232
441 545 546 547 548 549 555 836 840
RNA-dependent RNA 795 ™ Phe™", Lys™™>, Tyr’™>, Ala’’, lle’"°, Ser>™", Arg>>>, Arg®>>, Ala®"",
polymerase (RARP) Va|844, ASpSAS, Arg858’ Leu862
12 2R,3S-Catechin 9064 - Jea Lros Pr0406, A|a407, Pro408, Arg409, Leu412, Thr413, Ly5414, G|y415,
clicase -l . 416 417 422 - 554
Thr*™°, Leu” ", Phe™*%, His
E-channel proteins -6.78 10.79 Alaaz, ”eagl Ala*®




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
o o o Met”o, Tyr741, I|e742, Cys743, G|y744, Asnsss, Va|963, Ly5964,
pike Open Protein -6. .87
Leu966, Ser967, Ser975, Va|976, LeU977, A5n978, ArgIOOO
o o o o Met74o, Tyr741, ”e742, Cys743, Gly744, Asn856, Va|963’ Ly5964,
pike Close Protemn -6. .
Leu966' Ser967, Ser975, Va|976, LeU977, Asn978, Arg1000
_ Met®, Ala’, Phe®, Pro®, Ser'®3, GIn'?, Asp?®, Arg*®®, GIn*%,
Main Protease (MPro) -8.09 1.18 302 303 304
Gly>™, Val*™?, Thr
Papain like protease (PLPro) -9.26 0.16 Thr’, Thr’®, Asp’®, Tyr'®*, Tyr'’?, GIn'"*, His'"®
593 594 813 814 815 830 831 832
RNA-dependent RNA o6 o Lys™", Phe’™, Cys™™, Ser™ ™, GIn™™, Pro™=, Tyr™>, Pro™™",
polymerase (RARP) o ’ Arg836, ASpSsS, PrOSGSI Trp916
A A Asnm, Pro4°6, Pr0408, Arg4°9, Thr410, Leu“z, G|y415, Thr“G,
13 2S,3R-Catechin 73160 Helicase 754 2.972 417 419 422 5y 559 <60
Leu™’, Pro™, Phe ", Asn™>’, Asn”>", Arg
E-channel proteins -7.74 2.11 Leu51' Pr054' PheSG’ Tyr57' Serﬁo' Arg61
N o s Met740, Tyr”l, ”e742' Cys743, GIy744, Asnsse’ VaI963, Leu%e,
pike Open Protein -06. .
Ser967, Ser975, Va|976, Leu977, A5n978, Arg1000
e i - o ros Met740, Tyr741, ”9742, CyS743, G|y744, AsnSSG' Va|963' Leu966’
pike Close Protemn -7, .
Ser967, Ser975, Va|976, LeU977, A5n978, Arg1000
) Met®, Ala’, Phe®, Pro®, Ser'®®, GIn'?’, Asp®®°, Arg®®%, GIn**°,
Main Protease (MPro) -5.94 44.4 303 304
Val®™?, Thr
Papain like protease (PLPro) -6.85 9.61 No binding site was found
616 617 618 761 762 763 798 799
RNA-dependent RNA 613 12 Gly>™, Trp>~’, Asp”~°, Asp”°~, Ala”*, Val"®®, Lys"”%, Cys' ™,
polymerase (RARP) Trp®®, Glu®'?, Phe®'?, Cys®'3, ser®™
120 123 124 135 138 380 381 382
3,4-Dihydroxybenzoic ) Tyr™ =, Ala™*>, Asn™", Ala~>>, Leu™>%, Thr®>", Asn>®", Tyr’*7,
14 id 72 Helicase -6.65 13.35 409 217 e 422
acl Arg™”, Leu™’, Tyr' =", Phe
E-channel proteins -5.47 98.32 Leu51' Pr054' Tyr57
' ' Met74o, Tyr741, ”e742, Cys743, Gly744, Leu966, Ser967, Ser975, Va|976'
Spike Open Protein -5.8 55.76

977 978 1000
Leu™ ", Asn”'", Arg




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Tyr’, Asp*?, Lys*', val*?, Phe®®, Arg**, GIlu*®*, Pro®?>, Asn’®?,
Spike Close Protein -6.22 27.54 283 284
Gly“®?, Thr
) Met®, Ala’, Phe?, Pro®, Thr''!, GIn'?’, Phe®®!, Asp®®®, Arg™®®,
Main Protease (MPro) -6.29 24.43 299 302 303
GIn“™7, Gly*™4, val
Papain like protease (PLPro) -6.06 36.02 Arg166’ Ser”o’ Va|202' G|u203’ MetZOG' Tyr207’ Met208
616 617 618 761 798 799 800 811
RNA-dependent RNA 5 208 Gly*™, Trp>™", Asp™™, Asp™™", Lys™™, Cys"™, Trp™ ™, Glu™",
olymerase (RARP) -3:33 120. 812 813 814
poly Phe®"*, Cys®™>, Ser
4 5 6 15 21 22 23 24 129 132
3,4-Dimethoxybenzoic ) Ala®, Cys’, Val®, Arg™>, Arg"", Arg”", Pro”°, Phe®”, Arg ~°, Leu ",
15 i 7121 Helicase -5.71 64.911 133 136 535
act Phe™*, Glu™>, Leu
E-channel proteins -5.57 82.35 Leuzg' Leu31' A|332, Thr35' Cy540
' ' Met740, Tyr741, G|y744, Leu966, Ser967, Ser975, Va|976, Leu977,
Spike Open Protein -5.25 141.33 978 1000
Asn”’", Arg
- ' Leu335, Cy5336, Pr0337, Phe338’ G|y339, Phe342, A5n343, Va|362,
Spike Close Protein -5.44 103.25 363 364 367 368
Ala”>7, Asp™”, Val®®’, Leu
a © i i ipro) - s Arg®, Pro>?, Asn’?, Tyr*®, Glu®>, Asp°®, Met®?, Asn®*, Cys®,
-Acetoxy-4,5-dihydroxy am Protease 0 -0. .
Thr175, G|y179, AsnlSO’ Phelgl’ PhelSS’ Va|186, A5p187, Arg188
' . o Ly5157, G|u161’ LeulGZI G|y163, ASp164, G|U167, Pr0248, Tyr264,
-3-prenyldihydrostilbene Papain like protease (PLPro) -9 0.25 268 269 273 301
Tyr*>®, GIn*>7, Tyr***, Thr
33 35 37 39 42 48 49 50 73 123
RNA-dependent RNA 1 6.1 Arg>, Phe™, Ile’’, Asn””, Val™*, Phe™, Leu™, Lys™", Lys"", Thr™*7,
polymerase (RARP) Asp®%, Asn®%®, Tyr*'’, Asp®'®, Asn’"?
175 177 179 180 406 407 408 409
16 120855414 Pro ">, Asn”"’, Asn™"”, Tyr=", Pro™ ", Ala™"", Pro™"°, Arg™ ",
Helicase 2723 5.007 Thr410, Leu412, Th r_413, G|y415/ Thr416, LeU4l7, Phe422[ Hi5554’
A5n557, Asn559' ArgSGO
E-channel proteins -8.62 0.48 No binding site was found
' ' IlelOSI Leu118l ”e119’ Vallzo, AShlZZI Va|127, ”e128' Ly5129, Phe133,
Spike Open Protein -7.63 2.54

G|n134, Phe135' Cy5136, Pr0139, Phel40, LeU141, Leu241




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Tyr®®, Asp*?, Lys*', val*?, Phe*?, Arg**, Glu***, Pro®?, Tyr®”,
Spike Close Protein -7.48 3.27 283 283 284
Asn“°?, Gly**?, Thr
) Thr**, Thr®®, Thr?®, His*, Cys“, Thr*®, Ser*®, Met*’, His'®*,
Main Protease (MPro) -6.46 18.46 165 166 189
Met™°, Glu™", GIn
Papain like protease (PLPro) -7.62 2.61 Tyr268
136 137 138 139 140 143 157 158
RNA-dependent RNA 643 103 Glu™>, Gly™’, Asn™*®, Cys>", Asp™"", Lys >, Phe™>’, Asn™"°,
polymerase (RdRP) Ly5159' LySlGO, ASplGl, Trplsz, Tyr163
‘ - Pro406, Arg4°9, Leu412, Thr416, Leu417, G|u418’ Pro419, Phe422,
17 3-Deazaneplanocin A 73087 Helicase -6.91 8.608 554 . s5o <60
His™", Asn””", Asn>>", Arg
E-channel proteins -5.78 57.77 Va|29’ A|a32' ||e33' A|336' Arg38
' ' Tyr396, Pr0426, Asp428, Phe429, Thr430, Phe464, Ser514, Ph6515,
Spike Open Protein -5.78 58.46 516 517 518
Glu™™, Leu’™’, Leu
- ' Phe329' Pr0330, Asn331, ”e332’ Thr333, Va|362, G|y526’ Pr0527,
Spike Close Protein -6.27 25.4 528 529 530
Lys®*, Lys™*7, Ser
' Tl’pug, Phezw' Leuzzol Asnul, Phezzs' Ser267, GIu27°, Leu271,
Main Protease (MPro) -4.86 272.04 274 275 276 277 279
Asn”’", Gly*"”>, Met”"”, Asn“"’, Arg
o Ly5157, Leu162’ G|y163, ASp164, Arg166' MetZOS’ Pr0247, Pr0248,
Papain like protease (PLPro) -7.77 2.03 264 268 269 273 301
Tyr™>", Tyr*>°, GIn*>", Tyr***, Thr
426 427 428 429 430 433 434 435
RNA-dependent RNA 11 15021 Lys™*®, Gly™®’, Phe™*®, Phe ™", Lys™™", Ser™*%, Ser™*", Val**>,
polymerase (RARP) GIu®7®, Asp®’?, His®®?, Leu®®®, GIn®%®
4,7,10,13,16-
18 2R 5282848 179 406 407 408 409 410 412 415
Docosapentaenoic acid Helicase s 1972 Asn~"7,Pro™ ", Ala™’, Pro™ ", Arg™ ", Thr™™", Leu™*, Gly™ ™,
Thr416, Leu417, Phe422, Asp534, Hi5554, A5n557, Asn559, Arg560
E-channel proteins -7.04 6.89 No binding site was found
- ' Tl’p1°4, ”e119’ Asn121’ Va|126, ”e128’ Tyr170’ Serm, Arg190' Phe192’
Spike Open Protein -5.12 177.5

Phe194, IIeZOS, Serzos, Hi52°7, Leu226, val??’




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
e 1 ool ois 1056 Trp104, llellQI ASnlzl, Va|126, ”8128, Phe168' Tyr170, Serln, Arg190’
p1KE 0S€ otem -0. .
Phelgz, Phe194, ”e203’ Leuzze' VaI227, Aspzzs’ Ley??®
Main (MPro) 608 1757 Met®, Ala’, Phed, Pro®, Thr''!, GIn*?7, Phe?®?, Asp295, Arg298,
ain Protease TO -0. .
Glnzse' Val303
o His’3, Thr’*, Asp’®, Phe’®, Arg®?, Ala'®3, Tyr™>*, Cys'>®, Asn®¢,
Papain like protease (PLPro) -6.06 36.08 175
His
616 617 618 761 762 798 799 800
RNA-dependent RNA sus loL1s Gly®™, Trp”’, Asp”™°, Asp”>~, Ala’, Lys"”°, Cys"™7, Trp®",
polymerase (RARP) G|u811’ Phe812, Cy5813’ Ser814
19 | 4-Hydroxybenzoic acid 135 1 0 4228 Tyr'?®, Ala'??, Asn'??, Ala'®®, Leu™®, Thr®®?, Asn®®!, Tyr®®?,
Helicase -5.97 .
Arg4°9, Leu4l7, Tyr421, Phe422
E-channel proteins -5.42 106.8 LeuSl, Pr054, Tyr57
N N . Met740, Tyr”l, ”e742' Cys743, GIy744, Asnsssl Leu%e, Ser967,
pike Open Protein -3. 7.07 975 976 977 978 1000
Ser’’?,Val’’®, Leu”"’, Asn”’®, Arg
Soike Close Protei <o 45,60 Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg44, Glu***, Pro®?®, Tyr279,
pike 0S¢€ Frotem =J. .
G|y283' Th r284
Mai pr (MPro) 68 1 Phe’, Lys’, Met®, Phed, Pro’, GIn'?’, Phe?®*, Asp?®*, Arg”8,
am otease 0 -0. .
G|n2991 G|y302' Va|303, Thr304
o His’3, Thr’*, Asp’®, Phe’®, Arg®?, Ala*®3, Tyr™>*, Cys™>®, Asn®¢,
Papain like protease (PLPro) -6.83 9.79 175
His
323 324 326 327 346 . 347 348 349
RNA-dependent RNA 633 23.07 Pro™*, Thr™", Phe ™, Gly™*’, Tyr™™, His™"", Phe™", Arg™™"",
polymerase (RARP) Glu*?, Phe®®, Asn®?8, Ser®*, val®’®, Lys®’®, Pro®”’basn'*®
20 4-Hydroxycinnamic acid 637542 ' Va|496’ Leusoo, Th r501, Asn5°3, Trpsoe’ Arg507l A|3509' Leusze’
Helicase -6.18 29.612 G|y527 |_eu523 Tyr543 ||e545 Leu573
’ ’ ’ 7
E-channel proteins -6.29 24.51 No binding site was found
Soike Onen Protei 6.4 1755 Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg44, Glu***, Pro®?, Tyr279,
pike Open Protein -6. .

G|y283




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg“, Glu*®*, Pro®?®, Tyr279,
Spike Close Protein -6.65 13.31 282 283 284
Asn“®?, Gly**?, Thr
' Arglgl, Thr199, ”ezoo' Tyr237, Tyr239, Leu271, Leu272, G|y275,
Main Protease (MPro) -6.91 8.56 276 285 286 287 289 290
Met*"®, Ala”™™>, Leu™™>, Leu”™’, Asp”*~, Glu
Papain like protease (PLPro) -8.61 0.49 Pr0247’ Pr0248' A5n267’ Tyr268’ G|n269
197 230 231 232 283 284 288 289
RNA-dependent RNA 16 s Arg™”’, Gly*™, Val*", Pro*>%, Phe ™", Asp”™", Lys™"", Tyr**~,
polymerase (RdRP) Trngo, Asngl' Gl nzsz’ Th rzss' Tyr294
4-0- ) Ala', val®, Arg™, Arg®!, Arg??, Pro??, Phe?*, Arg"?®, Leu®®,
= Methylglycyrrhisoflavone 637542 Helicase -1.6 2.682 132 133 136 234 235 236
Leu™*, Phe ™, Glu™”, Pro®™", Leu™">, Ser
E-channel proteins -7.95 1.48 No binding site was found
o . s Ser73°, Thr778, Pheszs’ Va|826, Thr827, Pr0863, Asp867, ”6870’
pike Open Protein -6. . .
A|31056, Pr01057, HISloss, G|y1059
Spike Close Protein -6.17 30.17 HisllOll TrpllOZI Phe1103, ||e1114, ”e1115' Th r_1136' Va|1137, Tyr1138
' Arg131, Ly5137, Asp197, Thr199' Tyr237, Asn238, Tyr239, Leu271,
Main Protease (MPro) -7.07 6.6 272 275 276 286 287 289
Leu”’”, Gly*">, Met”’®, Leu”®”, Leu”®’, Asp
Papain like protease (PLPro) -8.99 0.26 Arg'®®, ser'’®, val*?, Glu*®, Met*°®, Met*®®
255 265 ;266 267 268 270 320 321 322
RNA-dependent RNA Ser™, Tyr™>, 11e™, Lys™", Trp™, Leu™"", Val™™, Phe™™, Pro™™,
-6.52 16.51
polymerase (RdRP) Th r324
2 4-0- 637542 | o4 — Asn'’?, Tyrlso, Pro*%®, pro*®, Arg4°9, Thr*®?, Leu®?, Thr*?3,
. Helicase -7. i
Methylneobavaisoflavone Leu“7, Pro419, F,},“9422’ ASp534, Asn557, Asn559, Argsso
E-channel proteins -8.15 1.06 No binding site was found
) ) Leu®, Phe®®, Asn?’, Aspsg, Asn®®, 11e!7, Asn®**, 11e*®, Thr?*®,
Spike Open Protein -5.89 47.82 273
Pro
' ' Trp886, G|y889, Alasgo, Tyr9°4, Serlogo, G|u1031’ Leu1034, Glymss’
Spike Close Protein -6.52 16.68

1 1 1 1
Gln 036, Ser 037[ LYS 038[ Arg 039




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
o i s e Trpug, Phe®™® Leu??®, Asn??, Argnz, Phe??, Ser®’ GIu2°,
ain Protease (MPro) - : 271 274 275 276 277
Leu”’", Asn“"", Gly“">, Met“"”, Asn
Papain like protease (PLPro) -4.85 276.68 A5p164, Arg166’ Metzos, Pr0247, Pr0248, Tyr268
RNA-dependent RNA i oo Phe*!, Tyr546, Ala%7 11e%%, Argsss, 16227 Ala®* pPhe®®? val®*4,
-4, S
polymerase (RARP) Asp®®®, Arg®®, Ser®®® Leu®®?, Asp®®°
4 6 21 22 23 24 128 129 132
2 6,9,12-Octadecatrienoic 5353640 Heli <6 i Ala”, val®, Arg™", Arg**, Pro“>, Phe™, Glu™*®, Arg ", Leu "7,
acid clicase - : 133 136 234 235 236 238
Phe™?, Glu™°, Pro“*”, Leu“>>, Ser~>°, Pro
E-channel proteins -6.26 25.74 Phe®®, val*®, Thr°
) ) His®, Ala®, 11e®®, Pro®?, Aspl38, Pro™*°, Phe'*’, Leu'*?, GIn**?,
Spike Open Protein -3.78 1698.07 240 241 242 265
Thre*", Leu™"", Leu™", Tyr
. . s Trp1°4, 16! Asni?t vall?® ||el28 phelt® Tyr17°, Phe'®?,
PIKE 0S¢€ Frotemn =J. .
Phe'® 11e2°? Leu?2® val??, ASpZZS, Leu?2®
. o o e Arglsl, Thr199, Tyr237, Tyrzas' Leu271, Leuzn, Gly275, Met276,
ain Protease (MPro) - : 286 287 288 289
Leu®®, Leu”™’, Glu®®®, Asp
Papain like protease (PLPro) -5.61 76.72 Pr0247' Proug' A5n267’ Tyr268
RNA-dependent RNA N e Arg583, Ser592, Phe594, Tyr595, Sergel, I|e864, Aspgss, Tyr915, Pr0918’
polymerase (RARP) e : G|u919
Ala*, Cys®, Val®, Arg®', Arg”?, Pro??, Phe?*, Arg'?, Leu®?, Phe'*?,
24 7,10,13,16- 5033 Helicase -5.67 69.327 Gl 136 P 234 | 235 S 236
Docosatetraenoic acid u ,Fro - ,Leu -, Ser
E-channel proteins -6.74 11.57 No binding site was found
A A Leu®®, Phe®®, Asn®’, Asp®®, Asn'®®, 11e®7, Asp™®8, Gly'®?, 11e?*3,
Spike Open Protein -3.45 2963.8 234 235 272
Asn“>", 11e*>?, Pro
Val*?? val*®2 ser’®? Lysass’ Asp389, Leu®®, Cyssgl, Phe®®?,
Splke Close Protein -522 148.92 Thr393, Leu517, LEUSls, Hi5519, AlaSZO’ AIaSZZ’ Lysszg' A5n542,

Asn544, G|y545, LeUS46, Thr547, PheSGS




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Thr199' Tyr237, Tyr239, Leu271, Leu272, Asn274, Gly275, Met276,
Main Protease (MPro) -4.43 570.73 277 278 279 285 286 287
Asn“’’, Gly*’®, Arg~’?, Ala”®>, Leu”™”, Leu
o ASp164, Va|165, Arg166, Metzogl Ser245, A|a246, Pr0247, Pr0248’
Papain like protease (PLPro) -6.55 15.78 264 268 273 h 301 302
Tyr™", Tyr=™", Tyr"=, Thr™=", Asp
RNA-dependent RNA 335 336 338 339 340 365 366 371
-5.45 100.67
polymerase (RARP) Val™>, Asp®™”, Val™", Pro™™, Phe™™, Arg™, Leu™", Leu
7,10,13,16- el 7 ‘00501 Ala* cys®, val®, Arg™, Arg™!, Arg??, Pro?3, Phe?*, Arg"?®, Leu™?,
. . clicase -4, .
25 Docosate:zilen01c acid, 5352981 Phe133, G|U136, Pr0234, Leu235, Ser236
methyl ester E-ch L protei 6,57 15.38 19 20 22 23 24 26 27 30
channel proteins . . Leu™’, Phe™, Ala“", Phe®?, Val*, Phe®, Leu”’, Thr
N s o100t Met740, Tyr”l, “e742' Cysm’, GIy744, Phesss’ Asn856, Va|963,
pike Open Protein -4. .
Leu966, Ser967, Ser975, Va|976’ Leu977, Asn978, Arglooo
Cy5336, Phe338, GIy339, Phe342, Asn343, Asp364, Va|367’ Leu368,
Spike Close Protein -5.68 69.09 Ser’’!, Ala*"?, Ser’”?, Phe®”®, Ser®”®, Trp**°, Asn**’, Ser**®,
A5n440, LeU441, Argso9
Thr?®, Leu?’, His"', Cys**, Thr*?, Ser*®, Met*?, Leu™**, Asn**?,
Main Protease (MPro) -6.99 748 Gly'*®, ser'®®, Cys'*®, His'®, Met'®®, Glu*®®, Leu'®’, Pro*®?,
Arglss GIn'®® Thr'®® GIn%2
’ ’ ’
Papain like protease (PLPro) -9.01 0.25 Pr0247’ Pr0248' A5n267’ Tyr268
32 47 129 130 ;. 133 134 135 138 139
RNA-dependent RNA s 49 Tyr’?, Lys™, Tyr=7, Ala~>", His">, Phe™™", Asp™ >, Asn~>°, Cys ™",
polymerase (RARP) Ser7°9, Thl’710, Asp”l, Lys714, GIn773, G|y774, Asn781, Ser’®
26 8-Prenylmucronulatol 637051 Prol75, Asn177, Asn179, Tyrlgo, Gln4°4, Leu4°5, Pro4°6, Ala4°7,
Helicase 2739 3.835 Pr0408, Arg409, Th r410’ Leu412, Thr413, Thl"416, Leu417, Phe422,
Asn®S7 Asn5%° Argsso
’ ’
E-channel proteins -7.8 1.93 No binding site was found
- ' Arg355, Tyr396, Pr0426, Asp428, Phe429, Thr43°, Pr0463, Phe464,
Spike Open Protein -6.91 8.61

G|u465, Ser514, Phe515, G|u516, Leu517, Leu®'®




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
e 1 . o5 LeU335, Cy5336, Pr0337, Phe338, G|y339, G|U34O, Phe342, ASn343,
pike Close Protein -7.07 .5
Asp364, Va|367, LeU368, Ser371, Ser373, Phe374, Trp436
) Met®, Ala’, Phed, Pro’, Asp295, Argzgg, GIn%*®, Gly3°2, val*®3,
Main Protease (MPro) -5.75 61.5 304
Thr
Papain like protease (PLPro) -6.53 16.35 No binding site was found
616 617 618 761 762 798 799 800
RNA-dependent RNA 505 373 Gly>™>, Trp”~', Asp™™°, Asp’~~, Ala”™"", Lys'”®, Cys'™", Trp°~",
polymerase (RARP) - ' Glu®?, Phe®'?, Cys®®, Ser®!*
o A G|n281' Asp4°1, Pro‘m, Ala4°3, Pr0419’ Met429, |_ys43o’ Pro434,
27 Aconitic acid 309 Helicase -5.7 65.904 457 458 459 559
Tyr™’, Asp™", Asn™>", Asn
E-channel proteins -5.05 198.41 Leu'r’l' Pr054' Tyr57
, , Tyr®®, Asp®®, Lys*', val*?, Phe*?, Arg**, GIu***, Pro*®, Tyr®’?,
Spike Open Protein -5.33 124.74 283 284
Gly*®?, Thr
A - G|y744, PheSSS' Asn856’ Leu966, Ser975, Va|976, Leu977, A5n978,
Spike Close Protein -5.45 100.67 1000
Arg
Met®, Ala’, Phe?, Pro’, GIn'?, lle*?, Asp®®®, Arg®®%, GIn*®?,
Main Protease (MPro) -6.6 14.55 302 303 304
Gly>™, Val™?, Thr
Papain like protease (PLPro) -7.1 6.24 Cyslss' Asnlse’ Ly5157l G|u161, Leulsz’ G|U167, Tyr17l
Lys47, Tyr129' Alal3°, Hi5133, Phe134, ASplsS, Asn138, Cyslsg’
RNA-dependent RNA 140 141 142 705 706 709 780 781
-6.14 31.36
polymerase (RARP) Asp™™, Thr"", Leu ", Asn"™>, Ala"">, Ser"™”, Lys’®", Asn"®",
Ser’®
28 Agaritine 439517 A Val®, Arg'®, Arg?!, Arg”?, Pro*?, Phe®®, Arg'*®, Leu™?, Phe'®?,
Helicase -6.64 13.623 136 234 235
Glu™>, Pro”™", Leu
E-channel proteins -6.2 28.63 Leuzs' Va|29' Ala®?
- ' Arg355, Tyr396, Pr0426, Asp428, Phe429, Thr430, Phe464, Ser514,
Spike Open Protein -5.79 57.1

Phe’*®, Glu®*®




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Pr0426, ASp428, Phe429, Th r430[ Pro463, Phe464, Ser514, PheSlSI
Spike Close Protein -5.76 60.37 516
Glu
”e106, Glnllo, Thrlll, ASﬂlSl, Asp153l Thr292, Phe294, Asngs,
Main Protease (MPro) -7.28 4.61 297 708 301 303
Val®’’, Arg®™®, Ser”"", Val
o Phe®, His’?, Thr’*, Thr’®, Asp’®, Phe’®, Arg®?, Tyr™**, GIn'7*,
Papain like protease (PLPro) -9.07 0.22 . 175
His
RNA-dependent RNA 269 271 272 273 274 275 277
-6.17 29.86
polymerase (RARP) Asp™”, Leu”’", Lys™*%, Tyr***, Asp”’", Phe*">, Glu
4 6 15 21 22 23 24 129 132
29 Agnuside 442416 ) Ala”, Val®, Arg™>, Arg*", Arg”", Pro”°, Phe™", Arg ", Leu ",
Helicase -7.38 3.874 133 136 234 235
Phe™?, Glu™>, Pro”*", Leu
E-channel proteins -7.69 2.33 e, Leu?, Pro**, Phe®®, Tyr®’, Ser®
Tl’p104, ”e119, Asnm, VaI126, ”e128' Tyr”o, Serm, Phe192' Phelg4,
Spike Open Protein -6 40.12 203 205 226 227
I1e”™, Ser=™>, Leu"", Val
' ' Met740, Tyr741, G|Y744, Asp74SI PhesSSI A5n856, Leu966, Ser967,
Spike Close Protein -6.14 31.41 975 976 977 978 1000
Ser”’?,Val*’®, Leu”"’, Asn”’®, Arg
- Va|104, ”e106, Glnllo, Thrllll Asn151, ASp153, SerlSSI Th r292,
Main Protease (MPro) -7.42 3.65 294 295 298
Phe®™", Asp~™>, Arg
Papain like protease (PLPro) 728 458 VaI187, G|n195, Th r197, ”ezzz’ Pr0223, Cy5224, Thrzzs' A|a230, Lyszaz
411 412 413 414 546 844 845
RNA-dependent RNA 1o . Lys™™, Pro™ %, Gly™™2, Asn™™", Tyr’™°, Val®™", Asp®™,
polymerase (RARP) o ' Asp®*®csert®cgln*®cgin®®
30 Alizarin 6293 Leu4°5, Pro4°6, Arg409, Thr“o, Leu412, Leu417, Pr0419, Phedzzl
Helicase -7.75 2.071 557 559 560
Asn®>’, Asn”>", Arg
E-channel proteins -7.24 4.92 No binding site was found
' ' G|U554, SerSSS’ AsnSSGI LV5557, LYSSSS, Phe559l LeuSGOI Arg577,
Spike Open Protein -6.58 15.15

582 583 584
Leu™®’, Glu™®®, lle




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Soike Close Protei T 0s o Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg“, Glu*®*, Pro®?, Tyr279,
pP1KE 0S€ otemn =/ . 283
Gly
o (MP ) . Hea Trp218, Phe219, A5n221, Phe223, Ser267, G|U270, LeU271, Asn274,
aim rrotease TO =J. ..
GIy275, Asn?”’
o ASp164, Va|165’ Pr0247, Pr0248, Tyr264, A5n267, Tyr268, Tyr273,
Papain like protease (PLPro) -5.38 113.68 h 301
Thr
RNA-dependent RNA 592 594 595 | 864 915
-4.91 250.87
polymerase (RARP) Ser>”%, Phe>™", Tyr>™>, lle™™", Tyr
496 499 500 501 503 506 507 509
31 Alpha pienene 6654 Helicase ols 2051 Val™®, Phe™™”, Leu” ", Thr’™", Asn”"", Trp”>", Arg”" ", Ala"~,
: . 526 528 543 545 573
Leu’?®, Leu™®, Tyr’™°, lle’™>, Leu
E-channel proteins -5.87 49.47 No binding site was found
Soike O Prote <o o556 Tyr’®, Asp®?, Lys*?, val*?, Phe®?, Arg**, Glu*®*, Pro®*®, Tyr®”?,
pike Open Protein -5. . 283
Gly
Soike Close Protei o i Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg44, Glu***, Pro®?, Tyr279,
pike 0S¢€ Frotem =J. B 283
Gly
i b oss . Arg131’ Ly5137, A5p197, Thl"lgg, Tyr237, Tyr239’ Leu271, LeU272,
ain Protease (MPro) -0 : 275 276 285 286 287 289 290
Gly*"”>, Met”’®, Ala®®>, Leu”®, Leu®’, Asp~*~, Glu
Papain like protease (PLPro) -7.23 5.02 |_y5157' G|u161’ Leulsz’ G|y163' A5p164' G|u167’ Tyr268' G|n269
RNA-dependent RNA 62 1078 Asp”", Tyr’*®, val’®°, Asn’*, Leu’?3, Arg’?®, GIu™**, Ala’*,
polymerase (RARP) Tyr’*®, Lys”>*, His’®?, Tyr”’°
3 4 6 21 23 24 129 132 133
Anhydrosecoisolariciresin . Gly ) Ala , Val ,Arg™", Pro™7, Phe ,Arg"", Leu ", Phe ,
32 1 9974771 Helicase -7.18 5.504 136 934 235 236
° Glu™>, Pro**”, Leu”>>, Ser
E-channel proteins -6.48 17.85 Leuzs' Va|29' Ala®?
Spike Open Protein -578 58.36 Arg403, Tyr453’ Ser494, Tyr495, G|y496, Phe497, AShSOl, Tyr505
e 1 orotel - o Trp1°4, ||e119’ Asanl’ Va|126, ”e128’ Tyr170’ Serl72, Arg190’ G|u191’
pPIKE 0Se otemn -0. .

PhelQZI Phe194l ||E‘203, SerZOS' LYSZOSI Hi5207, Leu226' Va|227




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Met*®, Phe® Leu'*! Asn'??, G|y143, Ser?? Cysl45, His!®®
Main Protease (MPro) -7.26 474 Met'®®, Glu'®®, Leu™®’, Pro*®, His'"?, Arg'®, GIn'®°, Thr'*°,
GIn'9?
Phe®®, His’?, Thr’®, Thr’>, Asp’®, Phe’®, Arg®?, Ala™>?, Tyr***,
Papain like protease (PLPro) -9.21 0.18 156 174 1. 175
Asn~°, GIn™"", His
RNA-dependent RNA . N G|y590, Thro®! Ser®®?, Lyss93' Phe®® GIn®S, Pro®®, Tyr831,
polymerase (RdRP) o ’ Pro832 Asp865 Pr0868 Trp916
33 Apigenin 5280443 179' 406' 408’ 409 410 412 416 417
el T as 5480 Asn~ ", Pro™", Pro™"°, Arg””, Thr*=", Leu™ ", Thr" ™, Leu™"’,
elicase =/ B
Phe*?2, Asn®S7, Asn®*®, Arg560
E-channel proteins -7.37 3.99 ||e46’ Sersol Leu51’ Pr054’ Phese’ Tyr57
ke Omen Proted . o Argass' Tyr396, Pro*2® Asp428, Phe*?® Thr*®® phe®* sers!4
pike Open Protein -0 . 515 516 517 518
Phe ™, Glu™, Leu”™’, Leu
- ' G|u96' Asngg, ”e101’ Argloz' G|y103, Trp104, ”e119' Asnlzl, Va|126,
Spike Close Protein -7.38 3.89 190 192 205 206 11, 207 226
Arg™”", Phe™7, Ser”™>, Lys” ", His™"’, Leu
. N 1o e Arglsl, Lysl37, Asp197, Thr'®® Thr!®® Leu?®®, Leu®®, Glu2®,
ain Protease ( 0) -4. . 289 290
Asp~®”, Glu
Papain like protease (PLPro) -5.66 71.1 Cyslss' Asnlss' |_y5157l G|U167, Tyr”1
456 555 556 557 623 624 676 680
RNA-dependent RNA 505 4329 Tyr™", Arg™>, Thr™>7, Val™", Asp®~, Arg®™", Lys®>, Thr’™,
polymerase (RdRP) e : 681 682
Ser”"", Ser
Trp114 Tyruo Ala2® Asni? Ly5131 Alat® Ala™®® Ley!3®
34 Ascorbic acid 54670067 Helicase -6.51 16.994 380' 381’ 382' 409' 41; 421 42’2 42,3
Thr*", Asn®®", Tyr>*, Arg™", Leu™ ', Tyr"*", Phe™ ", Asn
E-channel proteins -4.54 471.63 No binding site was found
T o o Val’? Ser’®® Met”*! Thr'®, Lys733, Thr'’8, Phe’®2, Pro®®?,
pike Open Protein -5. . .
Leu865, Asp867, IIe87O, Alalose, Pr01057, H|51058’ G|y1059
ke Clow ot B o Phe’?® Pro®® Asn®! 116332 Thr*® val*®?, CysSZS, G|y526,

Pr0527, LySSZS, LYSSZS' Ser530' G|n580




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
N (MPr ) . 053 Va|104' ”e106, Glnllo, Thrlll, Asn151, ”e152' ASp153, Tyr154, PrOZSZ,
am otease 0 -6, .
Thr292’ Phe294' ASpZQS’ Va|297, Arg298' Va|303
Cyslss' Asn156, Ly5157, GIUlGl, Leu162’ G|y163, ASp164, Va|165’
Arg166 G|u167
Papain like protease (PLPro) -10.82 0.01 171' — d — — — — — —
Tyr™'7, Val™™°, Met™, Met”™°, Pro™™°, Tyr™>", Tyr=°°, GIn>",
-I—yr273
RNA-dependent RNA 001 05 val®?, Tyr*?, Lys*, Tyr'?°, Ala'®°, His™*3, Phe'®*, Asp'?°, Asn™®8,
35 Baicalin 64982 polymerase (RdRP) Cy5139, Thr141, A5n705, A|a706, Ser709, Thr710, Ly5780, ASn781, Ser784
et . 020 Asnl77, Arg178, Thr199’ PheZOO’ G|U201, LySZOZ, Arg212, A5n516,
clicase -8 .
Asn519, AlaSZO, Th r_530, G|n531, Thr532’ Asp534
E-channel proteins -8.89 0.3 No binding site was found
ke 0 o ' i . Met740, G|y744, /-\Sp745, Phe855’ Asn856’ G|y857, Va|963’ Leu966,
pike Open Protem - : 967 975 976 977 978 1000
Ser””’, Ser’*>, Val”"®, Leu”"’, Asn”’®, Arg
oo 1 oo 705 s Tyr789, Ly5790, Thr791, Ly5795, Ser803, G|n804, LeUSOG, Pr0807,
p1Ke 0S€ olem =/ B
Asp808’ Pr0809' SerSlG’ Phe817’ Ser875, A|a876’ A|a879
Thr*4, Thr®®, Thr*®, His**, Cys“, Thr**, Ser*®, Met*®, Asn'*?,
Main Protease (MPro) 737 3.93 G|y143, Hi5164, MethS’ G|u166’ Leu167, Pr0168, Arg188’ G|n189'
Thr'®°, GIn*2
. - t Lo 055 o Leu162' G|y163' A5p164, Va|165, Pr0247, Pr0248, Tyr264, G|y266,
apain like protease ( 0) -9. . 267 268 273 301
Asn”>’, Tyr=>°, Tyr*"?, Thr
RNA-dependent RNA 754 3 Tyr’?, Ala*®, Lys*’, Tyr'?°, His'3?, Phe®®*, Asp™®®, Asn*%, Ala’°®,
1 Balsacone A 1602340 po]ymerase (RdRP) Ser709, Thr710, ASp711, Ly5714, G|n773, G|y774/ Ly5780, Asn781, Ser784
el S 6o 231 Ala*, val®, Argls, Argu, Argzz, Pro”3, Phe’*, Argug, Leu'®?,
clicase =/ .

133 136 234 235 236
Phe™?, Glu™”, Pro”*", Leu”>>, Ser




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
E-channel proteins -8.52 0.57 Phe??, Phe®®, Leu®’, Thr?, 1le*®, Leu®?, Pro®*, Tyr®’
A - Arg“, His49, Met740, Tyr741, ”e742' G|y744, Asn856, Va|963, Lys964’
Spike Open Protein -6.79 10.63 966 967 975 976 977 978 1000
Leu™”, Ser””’, Ser’*>, Val”"®, Leu”"’, Asn”’®, Arg
Glyeos' ||€‘909, G|y910, Ser1037, Lysloag, VaI104°, Aspw“, Ly51045'
Spike Close Protein -6.83 9.85 1046 1047 1. 1048 1107 1108
Gly ™, Tyr—"", His %, Arg """, Asn
' Arg13ll Thr199, Tyr237, Tyrzsg’ Leu271, Leu272, G|y275, Met276’
Main Protease (MPro) -4.12 959.84 277 285 286 287 288 289
Asn®’’, Ala”®>, Leu”®”, Leu”®’, Glu**®, Asp
o Asp164’ ArglGG, Metzos’ Pr0247, Pr0248, Tyr264, G|y266, Asn267’
Papain like protease (PLPro) -5.6 78.02 268 273 301
Tyr™>®, Tyr*">, Thr
RNA-dependent RNA o o Hi5613' Phe766' Ser768’ A|a771, Ser77z, G|n773, G|y774, ser778’ ”e779'
polymerase (RARP) Lys’®%, Glu”?®, Cys”®?, Thr®°?, Thr®%3
o Gly?, Ala*, val®, Arg™!, Arg®?, Pro*?, Phe**, Arg"?’, Leu™?, Phe'*?,
37 Behenic acid 8215 Helicase -4.51 493.62 136 934 535 )36
Glu™>, Pro”*”, Leu”>, Ser
-channel proteins -5. . i i i
E-channel i 5.55 86.05 No binding site was found
Arg355, Asn394, Tyr396, Pro426' Asp428' Phe“g, Th r430, Pro463'
Spike Open Protein -3.21 4414.08 164 514 515 516 513
Phe™", Ser’™", Phe’>, Glu™™", Leu
Leu335, Cys336, Phe338, G|y339, Phe342, Asn343, Va|362, A|a363,
Spike Close Protein 515 168.16 Asp364' Va|367’ Leu368, Ser371, Ser373, Phe374, Trp436, Asn437,
Ley*4t
Met®, Ala’, Phed, Pro®, Thr''!, GIn'?’, Asp295, Argzgs, GIn?%*,
Main Protease (MPro) -5.93 45.23 303
Val
Papain like protease (PLPro) -6.11 33.44 No binding site was found
RNA-dependent RNA L .
-6.48 17.67
bolymerase (RARP) No binding site was found
N o o Tyrlzo, A|3123, Asn124, Lyslsl, A|a134, A|a135, Leu138, Thr380,
. . elicase -0. .
38 Benzoic acid 243 Asn381, Tyr382, Arg4°9, Leu“7, Tyr‘m, Phe“z
E-channel proteins -5.57 83.05 Leu51, PI’OSA, Tyr57




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Met740, Tyr741, ”9742, Cy5743, G|y744, AsnSSGI Leu966, Ser975,
Spike Open Protein -5 215.52 976 977 978 1000
Val’*>, Leu”"’, Asn”’®, Arg
) ) Tyr38, Asp4°, Lys“, Val*?, Phe®, Arg44, Glu***, Pro®?, Tyr279,
Spike Close Protein -5.82 53.91 283
Gly
Thr?®, Thr?®, Leu?’, His*, Met*®, Leu™**, Asn**?, Gly**3, Ser'**,
Main Protease (MPro) -6.85 9.59 Cys'*®, His'®, Met'®, Glu*®®, Leu'®’, Pro*®®, Arg*®®, GIn'®,
Thr'®?, GIn'*?
o Thr’®, Asp’®, Phe’®, Arg®?, Ala™*3, Tyr®*, Asn™®, Tyr'’?, GIn'"*,
Papain like protease (PLPro) -9.04 0.24 . 175
His
33 35 36 37 38 50 71 73 123 206
RNA-dependent RNA . il Arg>, Phe™, Asp”?, lle*’, Tyr®®, Lys™", Val’~, Lys", Thr =%, Thr*™>,
39 Biochanin 5280373 polymerase (RARP) ‘ ' Asp®®8, Asn?®?, Tyr*’, Asp?'8, Asp*??
’ ’ ’
' A5n177, A5n179, G|U201, Pr0514, Tyr515, Asn516’ ASnSlg, AIaSZO'
Helicase -7.31 4.397 530 532 533 534 560
Thr>*", Thr’>c, Val®*?, Asp’>”, Arg
E-channel proteins -6.81 10.19 No binding site was found
Spike Open Protein -6.29 24.59 Tyr’®, Lys*!, val*?, Phe®?, Arg**, GIu***, Pro®?’, Leu®*®, Gly*®?
el o ' - o Phe329’ Pr0330’ Asn331’ Thr333, Leu335, Va|362, A5p364, CYSSZS’
pPIKE 0Se otein -0. .
G|y526' Pr0527, Ly5528l Ly5529’ Ser530, GInSSO
' Phe®, Met®, Ala’, Phe?, Pro?, GIn'?’, 11e?, Phe®®?, Asp®®>,
Main Protease (MPro) -7.74 2.14 08 299 303 304
Arg™®, GIn“"7, Val®™°, Thr
Pro>°, Aspsz, Argss, Val®®, Ala®®, Phe®®, Tyr72, Thr’*, Thr’®, Asp76,
Papain like protease (PLPro) -7.76 2.04 27 79 80
Pro’’, Phe’’, Leu
RNA-dependent RNA 411 412 413 414 546 845 846 | .847
-7.39 3.83
polymerase (RARP) Lys*™ ", Pro™ %, Gly™™7, Asn™™", Tyr’™>, Asp®*>, Asp~™", lle
) Pr0175, A5n177, A5n179, Tyr180’ Pr0406, A|a407, Pro408, Arg409,
40 Butein 5281222 Helicase -7.09 6.342
) : 410 412 413 416 417 422 557 560
Thr*™", Leu™™ ", Thr*=, Thr*™>, Leu™"’, Phe™**, Asn™’, Arg
E-channel proteins -7.28 4.64 No binding site was found




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Arg355, Tyr396’ Pr0426, ASp428, Phe429, Th r430’ Phe464, Ser514,
Spike Open Protein -6.77 10.88 515 516 517 518
Phe’™>, Glu”">, Leu”"’, Leu
e 1 ] ' . . Tyr789, Lys790, Thr791, PFO792, ASp796, Phe797, A|8879, ||6882,
pike Close Protemn -7. .
Thr®®3, Ala®?3, GIn®%°, 11€%°°, Pro®®’, Phe®*®
_ Phe®, Met®, Phe?, GIn'?, Phe®®?, Asp?®®, Arg®®®, GIn?°, GIy3%?,
Main Protease (MPro) -7.09 6.4 303
Val
Papain like protease (PLPro) -7.28 459 His’3, Thr’®, Thr’®, GIn'"*, His'"®
592 593 594 815 830 831 832 864
RNA-dependent RNA 676 13 Ser’”?, Lys’”?, Phe’™", GIn®™>, Pro®>", Tyr®*", Pro™>*, lle”™",
polymerase (RARP) e ’ ASpsGS, A|3866, Pr0868l Trp916
A ' A Tyrlzo' A|3123, Asn124, Alal35, Leu138, Ly5139' Thr380, A5n381,
41 Caffeic acid 689043 Helicase -7.15 5.731 382 209 417 421 422
Tyr>®*, Arg™”, Leu™ ', Tyr"*", Phe
E-channel proteins -6.39 20.77 No binding site was found
A _ Tyr®®, Asp®?, Lys*, Val*?, Phe®?, Glu?*, Pro®?®, Asn?®?, Gly*%3,
Spike Open Protein -6.65 13.37 284
Thr
Tyr’®, Asp®?, Lys*?, val*?, Phe®®, Arg**, Glu*®*, Pro®*®, Tyr®’?,
Spike Close Protein -6.69 12.58 282 283 284
Asn”°*, Gly*®?, Thr
) Phe?, LysS, Met®, Phe®, Pro®, GIn'?’, Phe®?, Asp295, Argzgs,
Main Protease (MPro) -6.44 19.09 299 302 303 304
GIn®7, Gly*>"*, Val*™>, Thr
o Ly5157, Leu162’ G|y163, ASp164, Va|165’ Pr0248, Tyr264, Tyr268’
Papain like protease (PLPro) -6.81 10.26 273 301
Tyr*"?, Thr
323 324 326 327 346 . 347 348 349
RNA-dependent RNA 623 17 Pro™=, Thr**", Phe™®, Gly™"’, Tyr™™, His™"’, Phe™™, Arg™",
polymerase (RARP) Glu**?, Phe®®®, Asn®?8, ser®®*, val®’®, Lys®’®, Pro®’’basn'*®
42 Cinnamic acid 444539 Pro4°6, Ala4°7, Arg4°9, Leu“2, Thl‘416, Leu417, PI‘O419, Phe422,
Helicase -6.24 26.535 557 559 560
Asn>>", Asn”””, Arg
E-channel proteins -6.41 19.92 No binding site was found




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Tyr®®, Asp*?, Lys*', val*?, Phe*?, Arg**, Glu***, Pro®?, Tyr®”,
Spike Open Protein -6.19 29.21 283
Gly
Trp104, ||e119, Asn121, Va|126, ”e128' Arg190, Phe192, Phe194, ”e203,
Spike Close Protein -6.15 30.94 227
Val
_ Phed, 118, GIn™'%, Thr'™', Asn™®!, lle'*?, Asp'®?, Thr**?, Phe*®*,
Main Protease (MPro) -5.24 145.44 295 208
Asp“™, Arg
o His”?, Thr’®, Thr’®, Asp’®, Phe’®, Arg®?, Ala*®3, Tyr'>*, Asn'®®,
Papain like protease (PLPro) -6.18 29.36 171 174 1. 175
Tyr ', GIn™"", His
593 594 815 830 831 832 865 868
RNA-dependent RNA Lys’™, Phe’™", GIn™">, Pro™™", Tyr™=", Pro™"%, Asp™>, Pro™ ™",
-5.34 122.03
polymerase (RdRP) Trp916
43 Citric acid 311 Leu405, Pr0406, Thr416, Leu417, Pr0419, Phe422, A5n557, Asn559,
Helicase -5.74 61.706 560
Arg
E-channel proteins -4.83 286.66 No binding site was found
' ' Met740, Tyr741, ”e742, Cy5743, G|y744, Asn856, Leu966, Ser975,
Spike Open Protein -5.27 138.26 976 977 978 1000
Val®’®, Leu™"", Asn”’%, Arg
- ' Phe329’ Pr0330’ Asn331, ”6332, Thr333, Va|362’ CVSSZSI G|y526’
Spike Close Protein -5.71 64.8 527 528 529 530 530
Pro’*’, Lys™™®, Lys’*”, Ser’>", GIn
' Al’glsl, LySl37, ASp197, Thr198, Thr199’ Tyrzag' Leu271, Leu272,
Main Protease (MPro) -7.99 1.4 275 276 285 286 287 289 290
Gly*"”>, Met”’®, Ala“®>, Leu”®”, Leu®®’, Asp“*~, Glu
Papain like protease (PLPro) -9.25 0.16 Arglﬁs' Ser”o’ Va|zozl G|u203' Metzos' Tyr207, Met208
149 151 176 177 178 179 180 181
RNA-dependent RNA T30 . Tyr™7, Cys>", Ala">, Asn™"’, Leu "%, Gly™ ", Glu™", Arg™*",
polymerase (RARP) o ' GIn*®*, Arg®*®, Thr?°?, Leu®®?
o Pr0175, Asn177, Asn179, Tyrlso' Pro4°6, Pro4°8, Arg4°9, Thr“o,
44 Cryptochlorogenic acid 9798666 Helicase -7.95 1.501 412 413 417 419 422 57 . 60
Leu™™*, Thr™™, Leu™’, Pro™™", Phe "%, Asn”>’, Asn’>", Arg
E-channel proteins -7.52 3.08 l1e*®, Leu?, Pro**, Phe®®, Tyr®’, Ser®, Arg®*




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
o N N Met”o, Tyr741, I|e742, Cys743, G|y744, Asnsss, Va|963, Ly5964,
pike Open Protein -7. .
Leu966, Ser967, Ser975, Va|976, LeU977, A5n978, ArglOOO
e 1 ] ' - o5 G|y908' ||e909, G|y910' G|n1036, Ser1037, LySIOSS’ Va|1040, G|y1046,
pike Close Protemn -7. . .
Tyrlo”, H|51048' G|u1092, GIy1°93, G|n1106, Arg1107, Agntl08
- LySS, Arg131’ Ly5137, Thr199' Tyr237, Tyr239’ Leu271, LeU272, Met276,
Main Protease (MPro) -7.28 4.62 285 286 287 288 289 290
Ala™®, Leu”®”, Leu”™’, Glu*®®, Asp”*~, Glu
o ASp164, Arg166, Metzosl AIa“G, PI"0247, Pr0248, Tyr264, Tyrzss'
Papain like protease (PLPro) -9.09 0.22 273 301
Tyr*"?, Thr
32 47 122 129 130 . 133 134 138 139
RNA-dependent RNA 5 446 Tyr?, Lys™, Tyr=°, Tyr==7, Ala~>", His™>%, Phe ™", Asn~>°, Cys ™7,
polymerase (RdRP) o ' ASpl40, Thrl“, Leu142
176 177 178 199 200 201 202 203
45 curcumin 969516 Leuzu, Asn 1 ,Argﬂ , Thr 1 , Phe2 ,Glu™™", Lys 1 , Gly : ,
Helicase 74 3.79 Arg?'?, Asn®'®, Ser>'”, Asn®*®, Ala>*°, Thr>*°, GIn®**, Thr??,
Asp534
E-channel proteins -8.27 0.87 ||e46, Serso, LGUSl, Pr054, PhQSG, Tyr57, Ser®”
e e oo o s ”elosl Leu”s, Va|120, Asnlzz' AIalB, Asnlzs' VaI127, Ly5129'
pike Open Protein -0. .
Phe135’ Cy5136, PI’0139, Phe140, Leul41, Va|171, Leu24l
. . 2o Asn99' ||6101, Argloz, GIy103, Trp1°4, ”e119, Asnlzl, Va|126, ”elzsl
pike Close Protein -7. .
Tyrl70, Ser172’ Arg190' Phel92’ Phelg4, ”e203' Leu226' Va|227
' Argl31' Thr199, Tyr237, Asn238' Tyr239, LeU27l, Leu272, G|y275,
Main Protease (MPro) -4.84 282.81 276 285 286 287 288 289
Met®"®, Ala”™™>, Leu™™>, Leu”™’, Glu“*®, Asp
o Aspl64, Arg166, MetZOSI Pr0247, Pr0248, Tyr264, Tyr268, Tyr273,
Papain like protease (PLPro) -6.34 22.45 301
Thr
305 474 477 478 480 481 637 640
RNA-dependent RNA . 67225 Arg®>, Glu™, Asp™’’, Lys™ "%, Phe™", Asp™°", Val>*’, Arg™™",
polymerase (RARP) Lys®*?, Thr®®2, val”®”, Thr’®?, val’*?, Asn”®
) o val®, Arg™, Arg’’, Arg’?, Pro”®, Phe**, Arg'*®, Leu™?, Phe'®’,
46 Eicosadienoic acid 6439848 Helicase -5.06 194.762

136 234 235 236
Glu™>, Pro**”, Leu”>, Ser




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
E-channel proteins -6.04 37.19 No binding site was found
e o o A . 300 Ser730, Met731, Thr732, LyS733, Thr734, Va|860, Leu861, Pr0862,
pike Open Protein -4. . .
Pr0863, Va|952’ Asn955’ A|a956’ Leu959[ Asn960’ H|51058
Glu®®, Asn®?, 11!, Arg'®?, Trp'®, 11e'*®, Asn'??, val*?®, 11e*?8,
Splke Close Protein -6.17 29.86 PhelGS' Tyrl70' Ser172, Argl90’ Phel92' Phe194, ”e203’ LeuZZG'
Va|227, Leu?2®
' Phe®, Lys'®?, val'®, 1'%, GIn'*°, Thr''t, Asn™?, 11e™°?, Asp™?,
Main Protease (MPro) -7.93 1.54 158 292 294 295 208
Ser™>°, Thr*”°, Phe™™", Asp”~>, Arg
Papain like protease (PLPro) -8.41 0.69 |_y5157' G|u161’ Leu162
47 129 - 133 134 135 138 706 709 710
RNA-dependent RNA s . Lys*, Tyr =7, His>%, Phe™ ", Asp~>>, Asn=>°, Ala""", Ser’"", Thr' ™,
polymerase (RARP) o ' Asp’, Lys®°, Asn’®!, Ser”84
Pro4°6, Pr0408, Arg409, Thr410, Leu412, G|y415, Thr416, Leu417,
Helicase -8.08 1.189 557 559 560
47 Ellagic acid 5281855 Asn>”", Asn’>7, Arg
E-channel proteins -6.77 10.98 Leu®®, val®, Ala®?, 11e*®
Ser730, Met731, Thl"732, Ly5733, G|n774, Thl"778, Ph6823, Va|860,
Spike Open Protein 8.1 1.16 Leu861, Pr0862, Pr0863’ ASp867, ||e870’ A|a1056’ Pr01057, Hi51058’
G|y1059
A A Arg355, Tyr396’ Pr0426, A5p428, Phe429, Thr430, Pr0463, Phe464,
Spike Close Protein -7.41 3.71 S14 515 516
Ser’™", Phe’™, Glu
Arg131, Ly5137, ASp197, Thr199' Va|204, Tyr237, Asn238, Tyr239,
Main Protease (MPro) -7.18 5.45 273 286 287 288 289
Leu”’”, Leu”®, Leu™™’, Glu~®®, Asp
Papain like protease (PLPro) -9.28 0.16 Thr’®, Thr’®, Asp’®, Tyr®*, Tyr'’?, GIn'"*, His'"®
590 591 592 593 594 815 830 831
RNA-dependent RNA 30 - Gly>™, Thr>”7, Ser’”*, Lys™™", Phe>”™", GIn®™>, Pro™™", Tyr™",
polymerase (RdRP) o ! Pr0832, Asp865' Pr0868’ Trp916
. . Asn179, Pr0406’ Ala4°7, Pro408, Arg409, Thr“o, Leu“z, Thr416,
48 Epicatechin 72276 Helicase -7.22 5.127

417 418 419 422 557 559 560
Leu™’, Glu™®, Pro™™", Phe %, Asn™>’, Asn”””, Arg




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
E-channel proteins -7.06 6.65 Ile46, LeuSI' Pr054l Phe56’ Tyr57' Ser60
A _ Tyr®®, Pro®?, Asp?®, Lys™?, val*?, Phe*?, Arg*, Glu***, Pro®®,
Spike Open Protein -7.01 7.26 226 279 283
Leu®®”, Tyr*”>, Gly
ASp420, Tyr421’ Asn“z, Tyr423, Lys424, LyS462, Phe464, Glu465,
Spike Close Protein -7.21 5.18 166 167
Arg™", Asp
) Met®, Ala’, Phed, Pro®, Ser'®3, GIn*?’, Asp295, Argzgs, GIn?%*,
Main Protease (MPro) -7.62 2.58 302 303 304
Gly™4, Val*”®, Thr
o Arg183’ LeulSSI Va|187, Thr197, LeulQQI G|U203, MetZOG’ Tyr207,
Papain like protease (PLPro) -8.13 1.11 208 232
Met""", Lys
591 592 593 594 815 830 831 832
RNA-dependent RNA - 2o Thr>"", Ser’”*, Lys>”®, Phe’””, GIn®">, Pro®>", Tyr®®", Pro®°",
polymerase (RARP) o ‘ Asp865, Pro®s, Trpgls
49 Eriodictyol 440735 l 203 A5n179, Tyr180’ Leu405, Pr0406, Pr0408, Arg409, Th r410, LeU412,
Helicase -7.77 .
Thr“3, Thr416, |_eu417’ Phe422, Asn557, Asn559' Argseo
E-channel proteins -7.25 4.86 ||e46, Serso, LEUSl, PFOSA, PhESG, Tyr57
Met740, Tyr741, ”e742' Cys743, GIy744, Asnsss, Leu966, Ser967,
Spike Open Protein -7.2 5.29 975 976 977 978 1000
Ser’’?,Val’*®, Leu”"’, Asn”’®, Arg
' ' AIaBSS' Thr961, Leu962[ G|n965, Phe970' G|y999, GInlOOZ’ Ser1003,
Spike Close Protein -7 7.44 1006 1007 1010
Thr=">, Tyr -7, GIn
Ser®®, Met*’, Phe'?, Leu™?, Asn'*?, Gly'*?, Ser'**, Cys'*®, His™®?,
Main Protease (MPro) -7.94 151 His'®*, Met'®®, GIu™®®, Leu'®’, Pro'®®, Arg'®®, GIn*®°, Thr'®°,
Alal91’ G|n192
Ly5157, G|u161, LeulGZI G|y163, A5p164, Arg166l G|U167, Serl70,
Papain like protease (PLPro) -9.95 0.05 Va|202' G|U203,
MetZOG’ Tyr207, MetZOSI Tyr268
RNA-dependent RNA 025 0o Phe®®, Asp36, lne*’, Tyr38, Asn*?, val*?, Phe*®, Leu®®, Lysso, Thr®°®,
50 Euchrestaflavanone A 484588 polymerase (RdRP) ’ ’ Asp?%®, Asn?%°, Asp®'8, Asp???, Asn’*?




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
l - 0308 Pr0175, Leu176, Asn177, GIUZOl, LYSZOZ, G|y203’ A5p204, Va|484,
Helicase -8. .
Asn516, Ser517, Asn519, AIa52°, Thr53°, Th r532’ VaI533, ASp534
E-channel proteins -8.9 0.3 Argsl, ASI’]64
Tyr®, Asp*?, Lys*', val*?, Phe®®, Arg**, GIu***, Pro”?, Leu®*®,
Spike Open Protein -7.58 2.78 279 282 283 284
Tyr*"7, Asn“®°, Gly**°, Thr
' ' Arg355' A5n394, Tyr396, Pr0426, A5p428, Phe429, Th r430[ Ly5462,
Spike Close Protein -7.14 5.83 463 464 514 515 516
Pro™"°, Phe™", Ser’™", Phe’™, Glu
_ Arg®, Met®, Ala’, Phe®, Pro®, GIn'*’, Phe®®*, Asp®®®, Arg™®?,
Main Protease (MPro) -6.29 24.35 299 302 303
GIn“?7, Gly**4, val
o Asp164, Arg166, MetZOS’ Pr0247, Pr0248, Tyr264, A5n267, Tyr268,
Papain like protease (PLPro) -6.62 14.09 301
Thr
411 412 413 414 441 546 844 845
RNA-dependent RNA Lys*™%, Pro™ %, Gly™™*, Asn™™", Phe™ ", Tyr’™>, Val*™™", Asp~™,
-6.08 34.76
polymerase (RdRP) Asp846
51 Ferulic acid 445858 Pro*®® Ala*”, Arg409l Leu*'?, Thr*'?, G|y415, Thr*!® Leu*'’
Helicase -6.24 26.715 419 422 557 559 560
Pro™°, Phe™*, Asn’>’, Asn”>", Arg
E-channel proteins -6.35 22 No binding site was found
' ' Met740, Tyr741, G|Y744, AsnSSGI LeU966, Ser967, Ser975, Va|976,
Spike Open Protein -5.67 70.03 977 978 1000
Leu”’, Asn”’", Arg
, , Tyr®®, Asp®®, Lys™', val*?, Phe*?, Arg**, GIu***, Pro*®, Tyr®”?,
Spike Close Protein -6.94 8.25 282 283 284
Asn“®*, Gly*®®, Thr
Thr®*, Thr®®, Thr*®, His"*, Cys**, Thr*, Ser®®, Met*?, Phe'*’,
Main Protease (MPI‘O) -8.12 1.12 Leul41, Asnl42’ G|y143, serl44, Cy5145, Hi5163, MethS, G|U166,
Arg188' G|n189
Ly5157, G|u161’ LeulGZ’ G|y163' Asp164, Arg166’ G|U167, Serl70,
Papain like protease (PLPro) -10.08 0.04 Val®®, Glu®®, Met®°®, Tyr?®’, Met?%, Tyr?®*, Tyr*®®, GIn*®,

273

Tyr




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
RNA—dependent RNA ‘o . LeU270, Pr0322' Pr0323, Thr324, Arg349, Leu387, Leu388, Leu389,
-8.05 27
A polymerase (RARP) Asp>*®, Thr*®3, Thr*®*, Cys®®®, Phe®, Ser®”’
52 Flemiflavanone D 42607928 e 5T s 5 o1 T 03 on
el 0ol 095 Leu ">, Asn™"’, Arg "%, Asn~ "7, Glu™"", Lys™ -, Gly™™°, Asp” ™",
elicase -6. .
ASﬂSlG, ASI’ISlg, AlaSZO, Thr530' G|n531' Thr532, ASp534, Ser535
E-channel proteins -8.18 1.01 No binding site was found
Ser730, I\/Iet731, Thr732, Ly5733, Thr778, Phe823l ValSZGI Thr827,
Spike Open Protein -7.81 1.89 Val®®?, Leu®®*, Pro®®?, Pro®®?, Asp®®’, 11€%’°, val®?, Pro'%*’,
HileSS
) ) Tyras, Asp4°, Lys“, Val42, Phe43, Arg44, Ser45, GIu224, Prozzs,
Spike Close Protein -8.01 1.34 283 283 284
Asn“®?, Gly*®?, Thr
Main b (MPro) o 695 Thr?®, His*, Cys44, Thr*, ser*®, Met*®, Met*®®, GIu'®®, Leu®’,
ain Protease TO =/ .
Pr0168, Arglss' G|n189, ThrlQOI G|n192
o Ly5157, Leu162’ G|y163, ASp164, Pr0248, Tyr264, -I—yr268’ G|n269'
Papain like protease (PLPro) -8.17 1.02 273
Tyr
35 37 48 49 50 206 208 209 218
RNA-dependent RNA Phe®, lle’’, Phe™, Leu™, Lys™, Thro=>, Asp“ ", Asn“"~, Asp”~°,
-6.54 16.13
polymerase (RdRP) Asp221
53 Formononetin 5280378 Pr0175, A$n179, TyrISOI ProAOGI Pr0408, Arg409, Thr410, Leu412,
Helicase -7.31 4.375 417 422 557 559 560
Leu™’, Phe™", Asn’>’, Asn””’, Arg
E-channel proteins -7.15 5.75 Leuzg, Va|29' Leu?’l, A|a32, Th r35' Cy540
Tyr38, Lys“, Val*?, Phe®, Arg“, Glu***, Pro*?®, Leu®?®, Tyr279,
Spike Open Protein -6.4 20.29 283
Gly
e 1 ] ' . .- Phe329, Pr0330, Asn331, ”e332' Thr333, Leu335, Va|362, A5p364,
pike Close Protemn -6. .
G|y526' Pr0527, LYSSZS, LYSSZQ' Ser530, GInSBO
Main Protease (MPro) -4.79 310.85 Met®, Ala’, Phe?, GIn'?’, Phe®®?, Asp®®®, Arg®®?, GIn**?, val®®?
Papain like protease (PLPro) -5.63 74.8 No binding site was found




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
452 453 455 456 542 556 557 558
RNA-dependent RNA s 70,08 Asp™*, Tyr™>>, Tyr™>, Tyr>°, Met™°, Thr>>°, Val>>’, Ala”>%,
polymerase (RdRP) ASpGZS, Arg624, Th r680’ Ser681, SerGSZ
Tyrlzo, A|a123,A5n124, Alalgs, Leulag, Thrsso, Asn381' Tyr382,
Helicase -6.17 30.065 409 421 422 423
54 Fumaric acid 444972 Arg™”, Tyr"=~, Phe™*, Asn
E-channel proteins -4.39 601.39 No binding site was found
' ' Ser730, I\/Iet731, Thr732, Lys733, G|n774, Thr778, Pr0863, I|e870,
Spike Open Protein -4.73 342.82 1057 11+ 1058 1059
Pro >, His™%, Gly
- ' Ser730, Thr778’ Pr0863, Leu865, Thr866, Asp867, ”e870' Pr01057,
Spike Close Protein -5.06 195.09 . 1058
His
' Met®, Ala’, Phed, Pro®, Ser'®, GIn'?’, Asp®®®, Arg’®8, GIn*®?,
Main Protease (MPro) -7.88 1.68 302 303 304
Gly>™s, Val*™?, Thr
Papain like protease (PLPro) -8.49 0.6 Arglﬁs' Met?°®
RNA-dependent RNA 411 412 413 414 546 844 845 846
-7.21 5.21
polymerase (RARP) Lys™ ", Pro™™%, Gly™ >, Asn™ ", Tyr’™>, Val®™", Asp”™, Asp
N N e Alalas, Leu138, Ly5139, GIuMZ, Asn179, Tyrlgo, Met378, Alasw,
. clicase =/ .
55 Galangin 5281616 Thr38°, Tyr382’ Asp383, AIa4°7, Pro4°8, Arg409, Thr410
E-channel proteins -7.37 3.94 Leu®®, val®, Ala*?, 11e33, A1a®®
T o vor Trp1°4, ”e119’ Asn121, Va|126, IIelZS, Arglgo, Phe192’ Phe194,
pike Open Protein -7. . .
Phe®*, 112, His?"’, Leu?®, val**’
o N R Leu335, Cy5336' Phe338, G|y339, Phe342, Asn343, Va|362, Ala363,
pike Close Protein -7. 7.
Asp364' Va|367’ Leu368, Ser371, Ser373, Phed’*
) Met®, Ala’, Phed, GIn*?7, Phe??, Asngs, Argzgs, GIn??, Glygoz,
Main Protease (MPro) -6.59 14.9 303
Val
Papain like protease (PLPro) 7.1 6.25 No binding site was found
616 617 618 761 762 763 798 799
RNA-dependent RNA 65 1731 Gly®™, Trp>"’, Asp”~°, Asp””", Ala”*, Val"®?, Lys"”®, Cys'™”,

polymerase (RdRP)

TrpSOO' G|u811' PheBlZ’ Cy5813, Ser814




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
- ss oo Va|496, Arg497, LeUSOO, Th r_501' Trp506, Arg507, AIaSOQ' LeUSZG,
L clicase - : 527 528 543 || 545 573
56 Gallic acid 370 Gly’*’, Leu””®, Tyr’*>, lle’™>, Leu
E-channel proteins -5.23 147.92 No binding site was found
' ' G|y908' ||6909, G|n1036, Ser1°37, Ly51038, Arg103SI VallO‘lOI Asp1041,
Spike Open Protein -5.72 63.82 1046 1047 1. 1048
Gly ™™, Tyr—"’, His
Cys3QII Phe392, Thr393, G|U516, LeU517, LELISls, Hi5519l AIaSZO’
Splke Close Protein -6.52 16.63 PI’OSZl, A|a522’ Th r523, Phe543, Asn544, G|y545, Leu546, G|n564,
65
Phe’
Main Protease (MPro) 6.5 147 Phe®, Met®, Ala’, Phe®, GIn'?7, Phe®®?, Asngs, Val®®¢, Argzgs,
G|n299' G|y302, Va|303
Papain like protease (PLPro) -6.56 15.44 No binding site was found
RNA—dependent RNA il .,y Phe326, G|y327, Tyr34GI Hi5347, Phe348' Arg349, G|u3SOI AsnGZSI
polymerase (RARP) Ser““, Val675, Ly5676, Pr0677, G|y678
Tyr120 A|a123 Asn124 Ly5131 A|a134 A|a135 Leu138 Thr380
57 Gensitic acid 3469 Helicase -7.09 6.396 81 - 382 205 a1y a1 422 ! ’
Asn®®, Tyr™®°, Arg™", Leu™ ", Tyr'*", Phe
E-channel proteins -5.56 84.61 Leu51' Pr054' Tyr57
Soike Onen Protei 6.0 2663 Tyr38, Asp4°, Lys“, Val*?, Phe®, Arg44, Glu***, Pro®?, Tyr279,
pike Open Protein -6. .
G|y283' Th r284
Spike Close Proein cor s Tyr®®, Asp®?, Lys*?, val*?, Phe®3, Arg**, Glu*®*, Pro®®®, Tyr?’®,
1 1 -0. .
G|y283, Th r_284
ain Profease (MPro a5 o Met®, Ala’, Phed, Pro®, Thr''!, GIn'?’, Phe®®?, Asp®®°, Arg®®®,
am otcase (6] -0. .
GIn299, Val303
Papain like protease (PLPro) -6.51 16.82 No binding site was found
RNA-dependent RNA Ar 305' Ar 467’ Leu470, Phe471, G|U474, C 5730, Leu731, Ar 733'
P 6.16 30.42

polymerase (RARP)

Asn734, Arg735, Va|737, Asp738




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Va|496, Arg497, Phe499, LeUSOO, Thr501, Trp506, Arg507, A|a509'
58 Gentisic acid 3469 Helicase -5.99 40.807 526 543 545 573
Leu’®®, Tyr’™?, lle’™, Leu
E-channel proteins -5.56 84.32 LeuSl, Pr054, Tyr57
Tyr’®, Asp®?, Lys*?, val*?, Phe®®, Arg**, Glu*®*, Pro®*®, Tyr®’?,
Spike Open Protein -5.89 47.99 283
Gly
) ) Tyr38, Asp4°, Lys“, Val*?, Phe®?, Arg44, Glu***, Pro®?®, Tyr279,
Spike Close Protein -6.25 26.09 283 284
Gly™®?, Thr
Mai pr (MPro) e 240 Leu?’, His**, Met*?, Asn**?, Gly**3, Cys'**, Met'®®, Glu®®®,
am otease 0 =/ B
LeU167, Pr0168' G|y170, Arg188, G|n189' Thr190, G|n192
o Cy5155’ ASnlSG, Ly5157, Leule, G|y163' A5p164, G|U167, Tyr171,
Papain like protease (PLPro) -9.34 0.14 268 269
Tyr™°, Gln
33 35 36 37 38 39 50 73 123
RNA-dependent RNA 201 - Arg™, Phe™, Asp™, lle”’, Tyr™®, Asn””, Lys™", Lys"®, Thr =7,
polymerase (RIRP) Thr?®, Asp®%, Asn®®, Tyr®7, Asp?%, Asp??*
] Asn177 Asn179 G|u201 L S202 GI 203 AS 204 Va|484 Ser486
59 Glycyrrhisoflavone 5317764 A 514' o1 ’ 16 Ly o1 ’ y519' 220 ’ 510 ’ 519 ’
Helicase -8.58 0.514 Pro”>™", Tyr’>>, Asn”~>, Ser>™’, Asn”*~, Ala’*", Thr>>", Thr’>7,
Va|533’ A5p534, ArgSGO
E-channel proteins -8.06 1.23 Argsll ASH64, Leu®
A - HiSllOl, Trp1102’ PhellO3, ||e1114' ”elllS' Th r_1116' A5n1135, Thr1136,
Spike Open Protein -7.33 422 1138 1140
Tyr , Pro
ArglOZ' Trp104, ”e119' Asnlzl' Va|126, ”e128’ ArngOI Phe192' Phe194,
Spike Close Protein -7.88 1.67 203 205 206 1. 207 296 227
Ile”>, Ser*™>, Lys™", His”’, Leu”"”, Val
Thr?*, Thr®>, Thr?®, Leu®’, Gly?*?, His*?, Cys**, Ser*®, Met*®,
-9.57 0.11 Tyr'*®, Asn''?,
Asnl42, G|y143, Cy5145’ Hi5163, Hi5164, Metles, Glu6®
Main Protease (MPro) Arg™!, Asn'*?, Thr'®®, val*®’, Thr'®?, val'”*, Ala**, Gly*®,
196 197
QAR n7T1A Thr 4 Asp 4




Sr.

Ligands

PubChem ID

Proteins

Binding energy

Dissociation Constant

(kcal/mol)

(rM)

Active site residues

60

Glycyrrhizin

14982

™ro

OO

1 1 2 2 2 272 2 2
Thr 98, Thr 99, Tyr 37, Asn 38, Tyr 39, Leu®’ , Leu 86, Leu 87,
289

Asp

Papain like protease (PLPro)

-9.23

G|V209, Thr210, LeUle, Ser212, Tyr213, G|U214, GInZlS, VaIZZOI
G|n221, A|3249, GanSO’ Tyr251, G|u252' Leu253’ Ly5254, Thr257,
PheZSS’ Va|303' -I-yr305

RNA Polymerase

-9.96

Asp452 Tyr455, Arg553, Ala 554 ArgSSSI Trp617 Asp618 y 621,
C 622

Asp

Arg624 Ser 759 Asp760 Asp761 y 798, TrpSOOI GIuSll, CV5813,

1
Ser®'*

-10.52

Asp452 Ty 455’ Ly 551 Arg553, A|a554 ArgSSS’ Thr556 Trp617

Asp618 y 619 Pr0620 Ly5621, Cy 622 Asp623 Arg624 Ser 759

A5p760, ASp761, A|a762, Ly5798, CyS799, TrpSOOI G|U811, Ph6812,
813 814

’

Cys 7, Ser

Helicase

-11.57

0.003

Pr0175 Leu176, Asn177, Lyszoz' Leu4°5, Pr0406’ Ala407, Prot0s
Arg4°9 Ley*2 Thr413, GIy“S, Thr416' Leu417, Phe“z, Ser485’
Ser’86 Pr0514 Tyr515, Asn516' Asn519, Thr532, Va|533, Asp534
Hi5554, Asn557, Asn559, Argsso

E-channel proteins

-10.07

Arg“, Asn®

Spike Open Protein

-9.29

Va|47, Hi549, Ly5304, Met740, Ty 741 ”9742, Cy5743, G|y744, Asp745

855 856 963 964 966 967
Phe®>, ,Val™?,

Asn Lys™", Leu
Leu977 Asn978, Arg1000

975 976
,Val”"?,

, Ser”™’, Ser

Spike Close Protein

-9.49

Ty 741 ”e742 Cy5743, G|y744, ASp745, Phe855' Asn856' Va|963’

964 966 967 975 976 977
,Val”"®,

Lys™", Leu™", Ser™’, Ser Leu™ ", Asn”'", Arg

978 1000

Main Protease (MPro)

-4.09

997.83

Trp218, Ph6219, LeuZZOI Asn221, ArgZZZI Phe223, Ser267, G|U270,

Leu271, A5n274, G|y275, Met276, A5n277, Arg279

Papain like protease (PLPro)

-5.58

80.7

Argss, Val®®, Ala®®, Phe®, GIu’®, Thr’*, Thr”®




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
35 36 37 48 49 50 73 206 208
RNA-dependent RNA Phe™, Asp™, lle*’, Phe™, Leu™, Lys™", Lys">, Thr=>, Asp™™",
-3.76 1744.55
polymerase (RdRP) Asnon' ASles, ASp221
) o ) Ala4, Val6, Argls, Arg21, Argzz, Prozg, Phe24, Arg“g, Leu132,
61 Heneicosanoic acid 16898 Helicase 4.81 300.024 133 136 234 235 236
Phe™”?, Glu™>, Pro*”", Leu“”", Ser
E-channel proteins -5.67 69.68 No binding site was found
' ' Pro426, Asp428, Phe429, Th r4so, Ph8464, Ser514, Phe515, G|u516,
Spike Open Protein -3.45 2943.86 517 518
Leu”"’, Leu
) ) Tyr®®, Asp®?, Lys*?, val*?, Phe®?, Glu?**, Pro®?, Leu®*®, Asn?®?,
Spike Close Protein -4.45 547.15 283 284
Gly*®?, Thr
Met49, Phel4o, Leul“, Asn“z, Glyl43, Serl“, CySMS, HiSlGS,
Main Protease (MPro) -7.33 422 Met'®®, Glu'®®, Leu®’, Pro*®®, His'"?, Arg'®®, GIn'®°, Thr'*°,
GInt%?
Papain like protease (PLPro) -8.34 0.77 Cyslss’ Asnlsel |_y5157’ G|u161’ Leulez' G|y163’ G|u167’ Tyr171
591 592 593 594 815 830 831 832
RNA-dependent RNA 7 50 - Thr>”", Ser’”, Lys>”?, Phe’”", GIn®">, Pro®", Tyr®>", Pro®*7,
polymerase (RdRP) o ' ASpSGS, Pr0868, Trp916
177 179 180 405 406 408 409 410
02 Hesperetin 1981 Asn~ "', Asn~ "7, Tyr™=", Leu™ >, Pro™ ", Pro™ ", Arg"", Thr' ",
Helicase 78 1.933 Leu*™!, Leu™?, Thr'*3, Thr*'®, Leu*"’, Phe?, Asn®>’, Asn®*?,
Argseo
E-channel proteins -7.42 3.62 le'®, Ser’®, Leu®?, Pro®*, Phe®, Tyr57, Ser®®
Arg355, ASn394, Tyr396, Pr0426, ASp428, Phe429, Th r430[ Phe464,
Spike Open Protein -6.88 9.1 <14 515 516 517 18
Ser’™", Phe’, Glu”, Leu”’, Leu
' ' Met740, Tyr741, ”e742, Cy5743, G|Y744, Asn856, Va|963, Ly5964,
Spike Close Protein -7.1 6.28 966 967 976 977 978 1000
Leu™>, Ser”™>’, Val’*>, Leu™"", Asn”’%, Arg
Thr®*, Thr®®, Thr*®, His"*, Thr*®, Ser®®, Met*’, Phe'*’, Leu™?,
Main Protease (MPro) -8.02 1.33 A5n142, G|y143, Ser144, CVSMS, Hi5163, Hi5164, Met165, G|U166,

- 172 189
His "%, Gln




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Ly5157, ThrlSS’ G|U161, LeulGZI G|y163' Asp164, Va|165, G|U167,
o Leu199' Gluzos'
Papain like protease (PLPro) -10.61 0.02 307 08 733 v Sea 68 ) 770
Tyr™’, Met™", Lys™%, Pro”™", Tyr™>", Tyr>°, GIn“>7, Cys""",
Tyr273, Th r301
Va|166, Tyr456, Met542, ArgSSS’ A|3554, ArgSSS’ Thl"SSG, Va|557,
RNA-dependent RNA 558 618 619 620 621 622 623 624
-9.53 0.1 Ala>>®, As Tyr>™7, Pro Lys™“7, Cys™%, As Ar
63 HeSperidin 10621 pOlymeraSG (RdRP) 676' p680’ y 681I 682 ' y 793, y 7QSI p798 ' g '
Lys’’®, Thr’®", Ser>°~, Ser’*°, Phe’”~, Ser’~”, Lys
Ly5139’ G|U142, G|u143, Ly5146, Arg178, Asn179, Va|181' G|U197,
Helicase -8.93 0.283 Thr228' Hi5230, Cys309, Arg337, Arg339, Met378, A|a379, Thr380'
Tyr382, Asp383’ A|a407, Pr0408, Thr410
E-channel proteins -8.82 0.34 Leu?®, val?®, Leu®!, Ala*?, Leu®*, Thr®, Ala*®, Cys*®
Soike o ' “is Lo ASn710, Thr1076, Ser1097, G|y1099' ThrllOO' HiSllOl, Trp1102' ”91114,
pike Open Protemn -8. .
||e1115’ Va|1133’ Asn1134, Asn1135’ Thr1136, Tyr1138
) ) Tyras, Asp4°, Lys“, Val*?, Phe®?, Arg44, LysZOG, Phe?*°, Ser’??,
Spike Close Protein -8.53 0.56 233 224 295 296 279 283 284
Ala™*, Glu™*", Pro“>, Leu ">, Tyr*"7, Gly=*°, Thr
Main Protease (MPro) 8.99 8.99 Leu’?, Pro®*, Tyr®’
Papain like protease (PLPro) -6.59 14.87 No binding site was found
323 324 326 327 346 - 347 348 349
RNA-dependent RNA 665 331 Pro’*?, Thr>=", Phe™*®, Gly>“’, Tyr’®>, His™"’, Phe’"°, Arg™™",
polymerase (RARP) Glu*°, Asn®?8, ser®®, val®’®, Lys®’¢, Pro®”’
Va|496, Phe499, LEUSOO, Thr501, Asn503' Trp506’ Arg507, AlaSOQ'
Helicase -6.2 28.774 526 528 543 || 545 573
64 Homogentisic acid 780 Leu’®”, Leu™®, Tyr’™>, lle’™>, Leu
E-channel proteins -5.52 89.3 LeuSl, Pr054, Tyr57
Spike Open Protein 5.09 187,35 Glysss' Trp886, Th r887, ”es%, Met9ool Gln9°1, A|a903, Tyr904, Arg905
Tyr®®, Asp®®, Lys*?, val*?, Phe®?, Arg**, GIu?**, Pro?®®, Tyr?’®
Spike Close Protein -6 39.85 Yoo, Asp L Lys ! P AE ! 1Y !

G|y283' Th r284




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Met®, Ala’, Phe®, GIn'*’, Phe™?, Asp®®°, Arg”®?, GIn**?, Gly**?,
Main Protease (MPro) -6.48 17.73 303
Val
Papain like protease (PLPro) -6.34 22.57 G|n174, Hi5175, Va'm2
593 594 815 830 831 832 865 868
RNA-dependent RNA Lys’™", Phe’™, GIn™™>, Pro™™", Tyr™=", Pro~"%, Asp™>, Pro™ ™",
-5.59 80.29
polymerase (RdRP) Trp916
) Ala4, CysS, Vals, Arg21, ProB, Phe24, Arglzg, Leulsz, Phe133,
65 Hydroxytyrosol 82755 Helicase -5.38 114.062 136
Glu
E-channel proteins 5.3 129.89 No binding site was found
) ) Tyr38, Pro39, Asp4°, Lys“, VaI42, Phe43, Arg“, GIu224, Pr0225,
Spike Open Protein -5.5 92.68 279 283 284
Tyr*"", Gly***, Thr
' ' Met74°, Tyr741, ”e742’ Cys743, GIy744, Asn856, Leu966, Ser967,
Spike Close Protein -5.06 197.08 975 976 977 1000
Ser”’?,Val’*®, Leu™"’, Arg
Thr®*, Thr®®, Thr*®, His"?, Cys*, Thr*, Ser*®, Met*?, Asn'*?,
Main Protease (MPro) -7.87 1.69 G|y143, Cy5145, Hi5164, MethS, G|U166, Leu167, Pr0168, Va|186,
Arg188' G|n189' Thr190, Alalgl, G|n192
Papain like protease (PLPro) -9.12 0.21 Metzog’ Asn267’ Tyr268’ G|n269
265 266 267 268 270 322 323 324
RNA-dependent RNA o1 . Tyr=>>, 1e®”, Lys™", Trp~>°, Leu”"", Pro”*, Pro™*>, Thr>*",
polymerase (RARP) Leu388, Leusss' Aspasol Thr393, Thr394, Cysassl Phe396, Ser3?7
o oliuiin g0l Asnl77, Asn179, Leu405, Pro406, A|a407, Pr0408, Arg409, Leu412,
Helicase 785 1.75 Thr416, Leu417, Phe422’ Pr0514, Tyr515, ASﬂSlG, Asn519, ThrSSZI
ASp534, Asn557, Asn559, Argseo
E-channel proteins -8.42 0.68 Leu?’, 11e*, val*’, Ser’®, Leu®?, Pro®*, Phe®®, Tyr*’, Ser®®
Asn®*°, Thr*?, Phe’®, Phe?, Ser®, Ala®®, val®®, Asp?®°, Leu®®?,
Spike Open Protein -6.8 10.29 204 296 297 300 606
Asp™™", Leu™", Ser””", Lys™ ", Asn
IlelOSI Leu118l VallZO' Asn122’ Asn12SI Va|127, LYSIZQI Phel33,
Spike Close Protein -6.98 7.64

G|n134, Phel35' Cy5136, Pr0139, Phel40, LeU141, Va|171, Leu241




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Met®, Ala’, Phed, Pro®, Ser'*?, GIn*?’, Asngs, Argzgs, GIn?%,
Main Protease (MPro) -7.52 3.08 302 303 304
Gly®™5, Val*™?, Thr
o ArglGG, Ser”o, Leu199, Valzoz’ G|u203, Metzoe, Tyr207, Metzos,
Papain like protease (PLPro) -8.46 0.63 232
Lys
591 592 593 594 815 830 831 832
RNA-dependent RNA Thr>"", Ser’”, Lys>”®, Phe’”", GIn®">, Pro®", Tyr®>", Pro®°",
olymerase (RARP) 742 3.66 865 868 916
poly Asp®>>, Pro®>°, Trp
67 Isorhamnetin 5281654 ' Asnm, Arg178, G|u201, Lyszoz' Glyzos, Tyr515, Asn516, Asn519,
Helicase -7.51 3.116 520 530 532 s34
Ala>*", Thr>>", Thr’>%, Asp
E-channel proteins -6.9 8.73 Leuzs' Leuall A|332, Thr35' A|a36' Arg38
A - Ly5535, G|u554, Sersss, A5n556, Ly5557, Lysssg, Phessg, Arg577,
Spike Open Protein -6.62 14.14 582 583 584 585
Leu’®s, Glu™*?, lle*®”, Leu
Met740, Tyr”l, ”e742' Cys743, G|y744, Ly5854' Asn856, Va|963, Ly5964'
Spike Close Protein -6.84 9.65 966 967 976 977 978 1000
Leu™”, Ser”®’, Val’">, Leu™"", Asn”’®, Arg
) Met®, Ala’, Phed, Pro®, Ser'®3, GIn'?’, Asp295, Argzgs, GIn?%*,
Main Protease (MPro) -7.66 2.44 302 303 304
Gly™%, Val*”, Thr
Papain like protease (PLPro) -8.13 1.1 Arg166’ Ser”o, Va|202’ G|u203’ |\/|et206, Tyr207’ Metzos’ |_y5232
RNA-dependent RNA 32 47 129 ,: 133 135 138 780 781 784
-7.14 5.83
polymerase (RARP) Tyr™, Lys™’, Tyr =7, His™™", Asp™>>, Asn~"", Lys"~", Asn""", Ser
. A|8135, Leulas, Lysl39, G|u142, Asn179, Th raso, Tyr382, Asp383’
68 Kaempferol 5280863 Helicase -748 3317 Ala*Y7, Pro®®8, Arg"®®, Thr10
’ ? ’
E-channel proteins -7.02 7.13 No binding site was found
' ' LYSSSS, GIu554, SerSSS, Asn556, Ly5557, Lysssg, Phe559, Arg577,
Spike Open Protein -6.82 9.97 582 583 584 585
Leu’®s, Glu™*?, lle>*", Leu
- ' Leu335, Cys336, Ph6338, GIy339, Phe342, Asn343, A|a363’ Asp364’
Spike Close Protein -7.31 4.37 367 368 371 373 374
Val®®’, Leu®®, Ser’’", Ser’’?, Phe
Phe®, Lys'®?, val'®™, Arg'®, 11'%, GIn'®7, GIn*'?, Thr'"!, Phe'*?,
Main Protease (MPro) -5.99 41.01

AShlSl, ”elSZ’ ASp153, SerlSSI Ph6294, Arg298




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
CySlSS, Asn156' LY5157, G|U161, LeulGZ' G|y163, ASp164, G|U167,
Papain like protease (PLPro) -9.37 0.14 171 268 269
Tyr "=, Tyr*>®, GIn
A|a46, Ly547, -I—yr129, Alal30, Hisl33l Phe134, ASp135, Asnl38’ Cysl3QI
RNA-dependent RNA 141 142 706 709 710 711 773 774
-7.06 6.68
polymerase (RARP) Thr", Leu ", Ala”™, Ser™™”, Thr' ™", Asp’*~, GIn" "%, Gly" "%,
Ser778, Lys780, A5n781, Ser784
69 Kanzonol Y 10001604 Ala*, Cys®, Val®, Arg™!, Arg??, Pro®?, Phe®*, Arg*??, Leu™®?, Phe'*?,
Helicase -7.58 2.797 136 234 235 236
Glu™>, Pro**”, Leu”>>, Ser
E-channel proteins -7.8 1.91 Leulg, A|azz' Phe23, Phe26
Trp886' G|y889, AIaSQOI -I—yr904' Ser1030' G|u1031' Leu1034' G|y1035,
Spike Open Protein -5.39 112.15 1036 1037 1038
GIn™°°, Ser7’, Lys
102 103 104 119 121 126 128 170 172
Arg =, Gly 2, Trp™ ", lle”™”, Asn™"", Val lle™®, Tyr~'", Ser
Spike Close Protein -6.94 8.14 ! ‘ ’ ! ! ! ! ! !
Arg19OI Phel92’ Phe194l ”9203, SerZOSI Hi5207, LeUZZG, Va|227
] His*!, Ser*®, Met*®, Cys”s, His'®*, Met'®®, Glu*®®, Leu®’, Pro'®®,
Main Protease (MPro) -4.17 877.71 188 189 190 192
Arg=°,GIn™*?, Thr~", GIn
o ASp164, Va|165, Arg166, MetZOSI Pr0247, Pr0248, Tyr264, G|y266,
Papain like protease (PLPro) -5.28 133.9 267 263 273 301
Asn”>’, Tyr™>°, Tyr*’", Thr
RNA-dependent RNA 335 336 338 340 365 366
-4.74 335.94
polymerase (RARP) Val®®>, Asp®>°, Val®*®, Phe™™", Arg”>", Leu
406 407 408 409 412 413 415 416
70 Lauric acid 3893 Helicase a0l 153856 Pro™”, Ala™’, Pro™ ", Arg" ", Leu™™*, Thr"™%, Gly" >, Thr™™>,
) : 417 418 419 422 . 554 557 559 560
Leu™’, Glu™®, Pro™, Phe™*, His™", Asn>>’, Asn”>", Arg
E-channel proteins -5.12 176.6 No binding site was found
e o o A - 171 Asn99' Argloz’ G|y103, Trp104, ”e119' Asnlzl' Va|126’ ”e128' Arg190’
pike Open Protein -3. . )
Phe'®?, Phe'®, 1123, Ser?®®, His?®’, Leu®?®, val**’
Glu®®, Asn®?, 11, Argloz, Trplo", le''?, Asn*?*, val*?®, I1e'%,
Spike Close Protein -5.08 187.98

Argl90’ Phe192' Phe194’ ”e203’ LeUZZG, Va|227




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Trpus' Phezw' Leuzzo’ ASﬂZZl, Argzzz' Phezza' Ser267, Glu27°,
Main Protease (MPro) -4.56 453.67 271 274 275 276 277
Leu”’", Asn“"", Gly“">, Met“"”, Asn
o I_y5157’ Leulsz, G|y163, ASp164, Metzos' F,',0247’ Pr0248, Tyr264,
Papain like protease (PLPro) -6.66 13.08 267 268 269 273 301
Asn>’, Tyr*>°, GIn~>7, Tyr*’*, Thr
33 34 35 37 48 49 50 73 123
RNA-dependent RNA s L4l Arg™, Ala™", Phe™, lle’’, Phe™, Leu™, Lys™", Lys"®, Thr =2,
polymerase (RARP) Asp®®®, Asn?®, Tyr®"’, Asp®*®, Asn’"?
71 Linoleic acid 5280450 . Leu4°5, Pro4°6, AIa4°7, Pro4°8, Arg4°9, Leu“z, Thr416' Leu417,
Helicase -5.02 208.717 422 .. 554 557 559 560
Phe ™, His™", Asn”>’, Asn”>”, Arg
E-channel proteins -6.24 26.71 No binding site was found
A A Arg355, Asn394, Tyr396, Pro426, Phe429, Thr43°, Pr0463, Phe464,
Spike Open Protein -4.23 797.2 514 515 516 517
Ser’™", Phe’, Glu™™, Leu
Trp1°4, I|e119, Asnlzl, Va|126, ”e123' Pheuss' Tyr”o, Ser172, Arglgo,
Spike Close Protein -5.68 69.09 192 194 203 296 227 229
Phe™*, Phe"", lle ™7, Leu""", Val*~’, Leu
' Trpug, Phe219, Leuzzol Asn221, Argzzz' Phe223, Ser267, G|u270,
Main Protease (MPro) -4.81 299.52 271 274 275 276 P 279
Leu®’", Asn“™", Gly" ">, Met“"®, Asn”“"’, Arg
Papain like protease (PLPro) -7.03 7.01 Asp164’ Pr0247' Pr0248’ Tyr264’ Asn267’ Tyrzsg’ Tyr273
RNA-dependent RNA Phe®®, Asp36, ne*’, Tyr38, Asn*?, val*?, Phe*®, Leu®®, Lysso, Thr®°®,
-5.23 145.69
polymerase (RdRP) AS|:)208 Asn713
’
. ) Ala*, Cys®, Val®, Arg™, Arg*!, Arg®?, Pro®®, Phe®*, Arg'*®, Leu™?,
72 Linolenic acid 5280934 Helicase -5.25 141.807 133 136 234 235 )36
Phe™?, Glu™>, Pro*™", Leu”™>, Ser
E-channel proteins -6.45 18.58 No binding site was found
T et o Leu39°, Cy5391, Leu517, Hi5519, PheS43, Asn544, G|y545, Leu546,
pike Open Protein -4. .
Thr547, G|n564' Phe565, Thr573, Va|576' Arg577, Pro°7°
A - Va|382' Leu39°, Cys391, Phe392, Thr393, Leu517, Leu518, Hi5519,
Spike Close Protein -5.32 127.07

AIaSZO’ AlaSZZI Phe543, A5n544, G|y545, LeU546, Thr547, PheSGS




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Met®, Ala’, Phe®, Pro®, Ser'*?, GIn'?7, Asngs, Argzgs, GIn*®®,
Main Protease (MPro) -7.04 6.89 302 303 304
Gly®™5, Val*™?, Thr
Papain like protease (PLPro) -9.11 0.21 Thr’®, Thr’®, Asp’®, Tyr*, Tyr'’?, GIn'"*, His'"®
RNA-dependent RNA 407 408 409 445 446 447
-6.95 8.03
polymerase (RARP) Phe™", GIn™", Thr™, Asp™, Gly™™, Asn
1 ] ) Asn179, Leu405, Pr0406, AIaAO7, Pr0408' Arg409, Leu“z, Thr416[
S Helicase -7. 5.25
73 Liquiritigenin 114829 Leu417, Phe422, Asp534, Asn557, Asn559' Argsso
E-channel proteins -7.44 3.54 No binding site was found
) ) Tyr’®, Asp®?, Lys*?, val*?, Phe®?, Arg**, Lys*®, Glu®*, Pro®?*,
Spike Open Protein -6.94 8.2 279 283 284
Tyr*”, Gly*®?, Thr
T L o Phe329, Pr0330, Asn331, ”eaaz' Thr333, Leu335, Va|362, Cysszsl
PIKE ose Protemn =/ .
G|y526, Pr0527, Lysszs, Lysszs' Sersao, GIn®®°
A Met®, Ala’, Phe®, Pro®, Ser'®3, GIn'?, Asp?®®, Arg*®®, GIn*%,
Main Protease (MPro) -7.62 2.59 302 303 304
Gly>™s, Val*™?, Thr
Papain like protease (PLPro) -8.47 0.62 Cyslss' Asnlss' |_y5157, G|u161' Leulsz' G|y163’ G|u167' Tyr171
RNA-dependent RNA 407 409 445 446 447
-7.84 1.79
polymerase (RARP) Phe™ ", Thr™™", Asp™™, Gly™™", Asn
N . o Asn179, Tyr18°, Leu4°5, Pr0406, Pr0408, Arg409, Thr410, Leu“l,
clicase =/ .
412 413 416 417 422 557 559 560
74 Luteolin 5280445 Leu™*, Thr™=>, Thr'=>, Leu™"’, Phe™**, Asn>>’, Asn”>", Arg
E-channel proteins -7.36 4.04 ||e46, Serso’ Leu51' Pr054, Phess' Tyr57
- ' Arg355, Asn394, Tyrsee’ Pro426’ Asp“g, Phe429, Th r430’ Phe464,
Spike Open Protein -7.05 6.83 S14 515 516 517 518
Ser’™", Phe’™>, Glu®>, Leu”"’, Leu
Va|382, Leusgo’ Cy5391’ Phessz' Thr393, G|u516, Leu517, Leu518,
Spike Close Protein -7.28 4.64 His’*?, Ala>®°, Pro®?!, Ala®®?, Asn®*, GIy***, Leu®*®, Thr**,
Phe’®
Main Protease (MPro) -4.65 391.05 11e'°®, GIn'*®, Thr'!*, Asn***, Thr*°?, Phe?®*, Asp®®®, Arg®®®
Papain like protease (PLPro) -6.01 39.06 A5p164' Tyr268




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
305 467 470 471 474 730 731 733
RNA-dependent RNA S 0.5 Arg®>, Arg™’, Leu™"", Phe™"", GIu™"", Cys"™", Leu’>", Arg"™~,
polymerase (RdRP) e : Asn734, Arg735, ASp736, Va|737
et <o 17 -I-yr120’ A|a123, Asn124, Ly5131, A|a135, Leu138, Thr380, Asn381,
elicase =J. .
75 Malic acid 525 Tyr®®?, Arg*®®, Tyr*?!, Phe*??, Asn*?
E-channel proteins -4.05 1078.39 No binding site was found
' ' Ser730, Thr778, Pr0863, Leu865, A5p867, ”8870, AlalOSGI Pr01057,
Spike Open Protein -4.82 294.5 . 1058
His
- ' Leu390, Cys391' LEU517, Leu518, HiSSlg, AlaSZO’ AIaSZZ’ PheS43,
Spike Close Protein -4.88 266.59 a4 545 546 565
Asn”"", Gly>™>, Leu”™, Phe
' Trp218, PheZlQ' LeuZZO’ A5n221, ArgZZZ' PheZZS' Ser267, G|U27O,
Main Protease (MPro) -3.91 1354.36 271 274 275 277
Leu®’", Asn“’", Gly*">, Asn
Papain like protease (PLPro) -5.91 46.79 Asp164, Pr0247' Prous’ Tyr264l Tyrzss' Tyr273l Thr3°!
474 477 478 480 481 637 640 641
RNA-dependent RNA e 1086 Glu™", Asp™*", Lys""", Phe™", Asp™, Val>™’, Arg™™, Lys™"",
polymerase (RARP) Thr®*, val’®, Thr’®°, val’*?, Asn’*?
o Ala*, val®, Arg™, Arg”!, Arg’?, Pro?, Phe?*, Arg"?®, Leu™??,
76 Margaric acid 10465 Helicase -4.72 345.14 133 136 234 935 236
Phe™?, Glu™”, Pro”*", Leu””>, Ser
E-channel proteins -5.51 9221 No binding site was found
Asn394, Tyr396’ Pr0426, ASp428, Phe429, Thr43°, Pr0463, Phe464,
Spike Open Protein -3.7 1943.56 514 515 516 517 s1s
Ser’™", Phe’, Glu”, Leu”’, Leu
' ' Trp104, ||9119, Va|126’ ”9128, Phe168l Tyr170, Ser172, Phel92[ Phe194,
Spike Close Protein -5.04 203.5 203 226 237 228 229
le”™>, Leu”"”, Val**’, Asp”“®, Leu
Met49, Phe140, Leu141, Asnl42, Glyl43, Ser144, Cy5145, Hi5163,
Main Protease (MPro) -7.53 3.03 Met'®*, Glu'®®, Leu'®’, Pro*®®, His'’?, Arg'®, GIn'®®, Thr**°,
G|n192
Papain like protease (PLPro) -9.65 0.09 Thr’®, Thr’®, Asp’®, Arg®?, Tyr'>*, Asn**®, Tyr'’*, GIn'"*, His'”®




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
RNA—dependent RNA 6 » ASpASZ, Tyr456, Arg553, A|3554, ArgSSS, Th r556, Va|557, A|a558, Ly5621,
polymerase (RARP) Cysszz' Aspsza' Arg624, Ly5676, Thr68°, Sersgl, Serssz' G|y683
77 Myricetin 5281672 — = o T - - >
et e . Asn'”’, Arg'’®, GIu®®t, Tyr'®, Asn°*®, Asn>*?, Ala>*°, Thr’®°,
clicase -l : 531 532 534
GIn>", Thr>®4, Asp
E-channel proteins -6.85 9.49 Leuzs, Leual, A|332, Th r35, A|336, Arg38
e o oo - 605 Ser730, Met731, Thr732, Ly5733, Thr778, Va|860, Leu861, Pr0862,
pike Open Protein -7. . .
Pr0863, ASp867, ”8870, AIalOSG’ Pr01057, HISlOSS’ G|y1059
Sp],ke Close Proein a3 i Met740, Tyr741, ”9742, Cy5743, G|y744, AsnSSGI Va|963' Ly5964,
Leu966, Ser967, Ser975, Va|976, Leu977, A5n978, ArgIOOO
i p o o7l Trp218, Ph6219, LeuZZOI ASﬂZZl, Ph8223, Ser267, G|U270, Leu27l,
ain Protease (MPro) - : 274 275 276 277 279
Asn“’", Gly*"™>, Met”">, Asn“"’, Arg
Papain like protease (PLPro) -5.52 89.3 No binding site was found
35 36 37 39 42 48 50 206 208
RNA-dependent RNA 445 s48.07 Phe™, Asp®’, lle*’, Asn®’, Val™*, Phe™®, Lys™, Thr>, Asp”™",
polymerase (RARP) Asn?®®, Asp?'®, Asp??!, Asn’*?
Leu405 Pr0406 A|a407 Pro408 Arg409 Leu412 Thr416 Leu417
78 Myristic acid 11005 Helicase -4.66 386.462 02 . sse s60 ’ ’ ! ’
Phe 7, Asn™>’, Asn’>", Arg
E-channel proteins -4.85 280.44 No binding site was found
Spike Open Protein 371 1923.97 HiSllOl, Trp1102' Phe1103’ ”61114, ”e1115' Asn1135' Th I,,1136' Tyr1138
A A Tyr®®, Asp®®, Lys*?, val*?, Phe®?, Arg**, Glu***, Pro®*®, Tyr?’®,
Spike Close Protein -4.9 256.87 282 283 284
Asn”®*, Gly“®?, Thr
Main e . i) 196.96 Phe?, val'®, Arglos, 11e'%, GIn*®’, GIn**°, Thr''?, Asn®®?, Asp153,
ain Protease (MPro) - : 158 292 294 295 298
Ser™>°, Thr*”7, Phe™™", Asp”~, Arg
Asp164 Arg166 MetZOS Ser245 A|a246 Pr0247 Pr0248 Tyr268
Papain like protease (PLPro) -5.82 54.46 ! ! ! ! ! ! ! ’

Th r301 Asp302




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
RNA-dependent RNA 335 336 338 340 366
-5.32 125.16
polymerase (RARP) Val®®>, Asp®>°, Val®*®, Phe®™", Leu
N tae s Pro406, Ala4°7, Proaos, Arg409, Leu412, Thr416, Leu417, Pr0419,
79 Myristoleic acid 5281119 clicase I : 422 . 554 557 559 560
¥ Phe**?, His™>*, Asn>>’, Asn>>°, Arg
E-channel proteins -5.48 95.7 No binding site was found
N . . Ser94, Glu%, ||e101, Argloz, G|y1°3, Trp104, ”e119’ ASI’\lZl, Va|126,
pike Open Protein -5. .
”eus’ Arglgo, Phelgz, Phe194, IIe2°3, Serzos' H|5207, Leuzzs, val??’
Soike C1 i3 10448 Glu®®, Asn®?, 1€, Argloz, Trplo", le''?, Asn*??, val*?®, I1e'%,
pike Close Protein -5. .
Arg19o’ Phem, Phe194, ”ezos’ Serzos’ Leu226, val??’
Thr®*, Thr®®, Thr?®, Leu?’, His**, Thr**, Ser®®, Met*®, Asn'*?,
Main Protease (MPro) 805 126 G|y143, Serl“, Cys“s, Hi5164' Metlss, G|U166, Leu167, Pr0168,
Arglgg, G|n189' Th r190’ GIn%2
CySlSS, Asn156' G|U161, Leum, G|y163, ASp164’ Argles, G|n167,
o Ser'’®, Leu'®,
Papain like protease (PLPro) -10.17 0.04 Too 303 303 0c 307 08 ) 373
Leu™7, Val™™*, Glu™™>, Met™, Tyr’, Met"°, lle“**, Pro“*>,
LYSBZ, Tyrzss
Tyr32, Lys47, Tyr129, Hi5133, Phe134, Asp135, Asn138’ Sermg, Thr710,
RNA-dependent RNA 711 714 771 772 773 774 778 780
-8.54 0.55
polymerase (RARP) Asp’™°, Lys"™", Ala"'7, Ser”’5, GIn""%, Gly"*", Ser” "%, Lys"*",
80 Nari 442428 Asn”", Ser”™
armgen
Asn177, Asnl79, Tyrlso, Pro408, Arg409, Thr“o, Leu“z, Thr413,
Helicase 842 0.673 G|y415, Th r416’ Leu417, ProSM, Tyr515, Asn516, Asn519, Th r532,
VaI533, Asp534, Hi5554, Ser555, Argseo
_ Phe??, Phe®®, Leu?’, Val?®, Thr*®, Leu®?, 11€*3, Leu®*, Leu®®, Cys®,
E-channel proteins -8.53 0.56

e, val*’




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Pro®*°, Asn®*!, 11€?*?, Thr®®3, Asn®**, Asn®?, Pro>??, Ala>%,
Spike Open Protein -7.52 3.07 Thr’%, Asn®**, GIn*®*, Arg®”7, Asp®’®, Pro®’®, GIn>®°, Thr*®*,
Leu®®?
o . s His49, Met740, Tyr741, ”e74z’ Cys743, G|y744, Asn856, Va|963' Lys%4,
pike Lose frotem -/ : 966 967 975 976 977 978 1000
Leu™”, Ser”®’, Ser’*>, Val”"”, Leu”"’, Asn”’®, Arg
Main Pr - 36 201 Met®, Ala’, Phe?, Pro’, GIn'?’, Asngs, Arg298, GIn???, val*®,
ain Protease ( 0) -7. . Thr304
Phe®®, His’?, Thr’®, Thr’®, Asp’®, Phe’®, Arg®?, Ala™>3, Tyr'**
Papain like protease (PLPro) -9.36 0.14 15(; 1,74 . ,175 I , , ' , ,
Asn~", GIn~"", His
RNA-dependent RNA Y . Thr591, Sersgz, Ly5593, Phe594, G|n815' Pr0830, Tyr_831’ Pr0832,
polymerase (RARP) : ’ ASngS, PFOSBS, Trp916
81 Naringenin 932 N s s Pr0175, Leu176, Asn177, GIuZOl, Lyszoz' Glyzoa’ ASp204, Asn516,
clicase -/ : 519 520 530 532
Asn’*, Ala’>=", Thr’*", Thr
E-channel proteins -1.4 3.75 ||646, Leu51, PI’OS4, Ph656, Tyr57
T i ) Ser73°, Thr73z, Thr778' Phe823, Va|86°, Prosez’ Pr0863, Asp867,
pike Open Protein -6. . .
”e870’ AIalOSG, Pr01057, HlSlOSB, G|y1059
Soike Close Protei 695 003 Tyr38, Asp4°, Lys“, Val*?, Phe®?, Arg“, Glu*®*, Pro®?®, Leu®®®,
p1KE 0S€ otem -0. B T 279 583
yr-”, Gly
Thr?®, Leu?’, His*!, Cys**, Thr*®, ser®®, Met*?, Asn'*?, Gly**3,
Main Protease (MPro) -8.04 1.28 Cys™*, His'®*, Met'®®, GIu*®®, Leu'®’, Pro*®®, Arg'®®, GIn'®?,
Thr190, GIn'?
Arg183 Leu®® Val™® GIn'® Thr'® Leu®® GIu2®® Met2°®
’ ’ ’ ’ ’ ’ ’ ’
Papain like protease (PLPro) -8.81 0.35
Tyr207, Metzos' ”ezzz' Thrzzs, Lyszsz
32 46 47 129 130 14: 133 134 135 138
RNA-dependent RNA 8 . Tyr?, Ala™, Lys™", Tyr =7, Ala~™", His>>, Phe ™", Asp~>>, Asn~>%,
olymerase (RARP o : 139 140 141 142 709 710 711 714
R Neanchlarnoenic acid [S2R0A3R oy ( ) Cys 4 ASp ’ Thr 4 Leu 4 Ser ’ Thr 4 ASp 4 LyS




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
(=)
o - Lo Lysl39' G|U142, G|U143, Ly5146, A5n179, TyrISOI Va|181, G|U197,
clicase -l : 214 . 230 336 337 339 410
Thro™", His™>", Ala®>°, Arg™’, Arg™>’, Thr
E-channel proteins -7.73 2.15 le*, ser’®, Leu®?, Pro**, Phe’®, Tyr57, Ser®®, Arg61
Tyr’®, Asp®?, Lys*?, val*?, Phe®?, Arg**, Lys*®, Glu**, Pro®?>,
Spike Open Protein -6.57 15.33 279 283 284
Tyr "7, Gly*®?, Thr
Tyr38, Asp‘w, Lys“, Val*?, Phe®?, Arg44, Glu*®*, Pro®?®, Leu®®®,
Spike Close Protein -7.38 3.9 227 228 279 283
Val™’, Asp““®, Tyr*"7, Gly
- 41 49 140 141 142 144 145 . 163 . 164
Main Protease (MPro) 55 S0l His™", Met™, Phe ™", Leu™"", Asn~"%, Ser ™", Cys ~, His™ 7, His™ ™",
MethS, G|U166, Leu167, Pr0168, Arg188, G|n189’ Thr190, G|n192
Papain like protease (PLPro) -7.53 3.03 Asplosl Asnlog’ GIylGol GIulGll Leu162, GIn%®%°
RNA-dependent RNA s . Tyr129' Hi5133, Phe134, Asp135, Asn138' Ser7°9, Thr710, Ala771,
polymerase (RdRP) Ser772, G|n773, G|y774, Ser778, Ly5780, Asn781, Ser784
83 Nishindaside 10310589 el 1o sal Gly?, Ala*, cys®, val®, Arg?!, Arg?, Pro®?, Phe®®, Arg'*®, Leu'®,
elicase s : 132 133 136 234 235 236
Leu%, Phe”?, Glu™", Pro”>", Leu”", Ser
E-channel proteins -7.04 6.9 Leu®?, Ala®?, Thr?®, Ala®®, Arg®®, Cys*®
o - <os 1208 ASp364, -l—yr365’ Ser366, -I—yr369' A5n370, Pr0384, Thr385, Leu387,
pike Open Frotein - : 388 527 528
Asn™"%, Pro™”’, Lys
. , ' s s GIUQGI Asn99, ||6101, ArgIOZI G|y103, Trp104, ”e119’ Va|120, Asn121,
PIKE ose Protein =/ .
Va|126' ”9128, TerO, Ser172, ArngOI Phe192' Va|227
- 41 49 140 141 142 144 145 - 163 . 164
Main Protease (MPro) s 257 His™", Met™”, Phe™™", Leu ", Asn""%, Ser ™", Cys ", His "%, His™",
MetlBS’ GIUIGG, LeU167, Pr0168, Arg188’ G|n189’ Thr190’ G|n192
Papain like protease (PLPro) -7.2 5.24 Tyrzsg’ Gln269
RNA-dependent RNA » s Tyr719, Va|720, Leu723, Asn743, Glu744, Phe745, Ala747, Tyr748,

polymerase (RdRP)

751 . 752
Lys™>", His




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
84 Nordihydroguaiaretic 4534 Gly*, Ala*, val®, Arg®!, Arg®?, Pro®®, Phe**, Arg'?®, Leu'*?, Phe'*?,
Helicase -7.01 7.247 136 234 235
Glu™>, Pro™", Leu
E-channel proteins -6.57 15.23 le*®, Leu®?, Pro**, Tyr’’
e o , i3 " Pro*°, 11e**?, Asn®®°, Pro>??, Ala®??, Thr’?3, Asn°**, GIn>%*,
pike Open Protein -6.
Arg577, A5p578, Pr0579, G|n580’ Leu582
' ' Met”o, Tyr741, ”e742, Cys743, G|y744, Asp745, Phe855, Asn856,
Spike Close Protein -6.25 26.27 966 975 976 977 978 1000
Leu”™", Ser” ">, Val**>, Leu”"’, Asn”’®, Arg
- Thl"lgg, Tyr237, -I—yr239’ LeU271, LeU272, G|y275, Met276, Asn277,
Main Protease (MPro) -4.34 663.24 278 285 286 287
Gly*’®, Ala™®>, Leu”™, Leu
Papain like protease (PLPro) -6.33 22.8 Asp164' Pr0247' Pr0248’ Tyr264' Asnzm' Tyr268’ Tyr273' Th r301
129 . 133 134 135 705 706 709 710
RNA-dependent RNA 305 1268.08 Tyr *7, His™>>, Phe™™", Asp~>>, Asn"~>, Ala"™>, Ser"™”, Thr' ",
polymerase (RARP) Ala”", Gly’"*, Ser’’8, Lys’®, Asn”®, Ser’®*
o A Ala*, val®, Asn®, Arg?!, Arg?, Pro®3, Phe®*, Arg'?®, Leu'®?,
85 Oleic acid 445639 Helicase -4.49 515.764 133 136 534 235 )36
Phe>?, Glu™>, Pro”®", Leu”™>, Ser
E-channel proteins -5.78 57.87 No binding site was found
Soike Omen Prote . 108433 Thr3, Phe®®, Phe®, GIn?'8, Gly**?, Phe??°, Asp?®, Ala®®8, val?®®,
pike Open Protein -3. .
Asp290, Leu293, A5p294, Leu296, Ser297, Ly5300, Asn606
Trp104, ||e119, Asnlzl' Va|126’ ”e128' Arg190’ Phe192’ Phe194, ”6203,
Spike Close Protein -5.06 194.76 205 206 11. 207 226 297
Ser®™>, Lys” ", His™"’, Leu”, Val
Thr®®, Thr?®, Leu?’, His™, Thr*®, Ser*®, Met*®, Phe'*?, Leu™*?,
Main Protease (MPro) 78 1.92 Asnm, G|y143, Serl“, Cy5145’ Hi5163, Hi5164, l\/lethS, G|U166,
His'’?, GIn'®
A5p164, Arglsﬁ' MetZOS’ A|a246, Pr0247, Pr0248, Tyr264, A5n267,
Papain like protease (PLPro) -8.5 0.58

Tyr268’ Tyr273, Th r_301




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Tyr32, LyS47, Phe48, Tyr129' A|a130’ Hi5133' Phe134' ASp135, Asn138,
RNA-dependent RNA 139 140 141 142 710 711 714 778
-831 0.81
polymerase (RARP) Cys 7, Asp ", Thr"", Leu™"", Thr' ™", Asp”~~, Lys" ™", Ser’ "%,
86 Oleuropein 5281544 Lys780, Asn781, Ser784
' Ala*, val®, Arg", Arg®?, Arg®?, Pro??, Phe®*, Arg'?®, Leu®??,
Helicase -7.77 2.003 133 136 234 235 236
Phe™?, Glu™°, Pro”>", Leu””>, Ser
E-channel proteins -8.3 0.82 Argsl, Asn64, Leu®®
Soike O Prote os o Pro**°, Asn®*?, 11e**2, Thr**3, Asn®**, Asn®?, His’*?, Pro°?!,
pike Open Protein -0. E
AIaSZZ’ ThrSZ’a” A5n544, G|n564, /-\rg577, ASp578, Pr0579, LeuSSZ
Arg355, Asn394, Tyr396, Pr0426, ASp427, Asp428’ Phe429, Thr430,
Spike Close Protein -7.12 6.05 163 164 514 515 516 51s
Pro™°, Phe™", Ser’™", Phe’ >, Glu™"", Leu
Main Protease (MPro) -4.55 461.39 Met®, Phe®, GIn'?’, Asp*®®, Arg*®8, GIn®?°
Papain like protease (PLPro) -5.14 171.03 No binding site was found
440 441 442 444 545 546 547 549
RNA-dependent RNA 459 150,93 Phe™™", Phe™ ", Phe™™*, GIn™™", Lys’™>, Tyr’™°, Ala"’, Ser ",
po]ymerase (RdRP) Ly5551’ ASnSSZ, Arg553, AIaSS4, ArgSSS
Tyr120' A|a123’ A5n124, Leu138' A5n381, Arg409, Leu417, Tyr421,
Helicase -4.98 222918 422 423
87 Oxalic acid 971 Phe™*, Asn
E-channel proteins -3.24 4189.06 No binding site was found
Spike Open Protein 3.69 1983.32 G|n784, Va|785, Lys786, G|n787, Tyr789, Phe888, G|y891, A|a892, Alad%3
' ' ASp420, Tyr421, Asn422, Tyr423, Ly5424, Ly5462, G|U465, Arg%s,
Spike Close Protein -4.5 506.28 467
Asp
) Phe®, val'®, 11e!%, GIn™?, Thr'!!, Asn®®?, 11e'*2, Asp®?, Ser™?8,
Main Protease (MPro) -4.57 450.62 292 204 205 298
Thre, Phe™™", Asp~™>, Arg
Papain like protease (PLPro) -5.58 80.7 Cy5155’ A5n156' |_y5157’ Th r158’ Va|159’ G|u161’ G|u167' Tyr171
441 547 548 836 337 840 841 8343 844
RNA-dependent RNA 35 649,94 Phe™", Ala>", lle”™", Arg™>, lle®>’, Ala™", Gly®"", Phe™™", Val®™",

polymerase (RdRP)

1 2
Asp845, Arggss, Ser®® , Leu®®




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Ala*, Cyss, val®, Argu, Pro*3, Phe?*, Arglzg, Leu™®?, Leu®®?,
o Helicase -4.75 330.322 133 136 234 235 236
88 Palmitoleic acid 445638 Phe™?, Glu™>”, Pro”*", Leu”>>, Ser
E-channel proteins -5.88 48.97 No binding site was found
Tyr707, Ser708, A5n709, A5n710, Ser711, ”6712, Thr1077, AlalO78,
Spike Open Protein 421 814.89 Pr01079, Phe1089’ Pr01090’ G|y1093’ Va|1094, Phe1095' Arg1107,
PhellZl
Sike 1 o ' iss r206 IlelOS’ Leu118’ VallZO' Asn122' Va|127, Ly5129' Phe133' Phe135,
pike Close Protemn -4. .
Cy5136, Pr0139, Phel40, LeU141, Leu241
Met®, Ala’, Phe?, Pro’, GIn*?’, Phe®*?, Asp295, Argzgs, GIn??,
Main Protease (MPro) -5.62 76.07 303 304
Val®™?, Thr
o Leule, G|y163, A5p164, Pr0247, Pr0248, Tyr264, Tyr268, Tyr273,
Papain like protease (PLPro) -6.67 12.95 301
Thr
Pro323, Phe326, G|y327, Pr0328, Tyr346, Hi5347, Phe348’ Arg349,
RNA-dependent RNA 396 398 664 665 666 675 676
5.5 93.78
polymerase (RARP) Phe™””, Val*”®, Ser>™", Glu®>>, Met""°, Val°">, Lys’"",
Pro®’’basn''®
8 p-Cymene 7463 114 120 123 124 134 135 138 139
el . 364 Trp™ ™", Tyr =", Ala~"%, Asn~“", Ala~>", Ala™>>, Leu ™", Lys ™",
elicase =J. .
Thr380, Asn381' Tyr3SZI Arg409, Leu417, Tyr421l Phe422[ Asn423
E-channel proteins -6.27 25.44 No binding site was found
' ' Ser884, G|y885, Trp886’ Thr887, ”9896, MetQOO’ G|n901, Tyr9°4,
Spike Open Protein -5.75 61.5 505 1050
Arg”™, Met
A _ Tyr®, Asp?®, Lys*', val*?, Phe*?, Arg**, Glu***, Pro®?®, Tyr®”,
Spike Close Protein -5.68 68.4 583 284
Gly™™*, Thr
Thr?>, His*!, Met*®, Phe'*°, Leu'*!, Asn'*?, Gly**?, Ser'*, Cys**>,
Main Protease (MPro) -8.25 09 His'®®, His'®, Met'®, GIlu'®®, Leu'®’, Pro*®®, Arg'®®, GIn'®,
Thr'*°, GIn'*2
Papain like protease (PLPro) -8.86 0.32 Arg'®®, Ser'’®, val*®, GIu®, Met®°®, Tyr’*®’, Met*®®




Sr. Ligands PubChem ID Proteins Binding energy Dissociation Constant Active site residues
(kcal/mol) (nM)
RNA-dependent RNA 2 . Glu*, Asp®”’, Lys*’®, Phe®®?, Asp®®?, Tyr*®3, Asp*®, Gly*®>,
polymerase (RARP) Arg64o, Ly5641, Th r643, Th r644, Th r739, Val’4
90 Phloridzin dihydrate 9912668 LySlag' G|U142' G|UI43' LySMG' Asn179, Tyrlgo' Va|181’ LeUZ27'
Helicase 768 2363 Thr?28, His?, Cysaos' Ser’’® Met?®, Ala®®, Thr*®, Tyr382,
Asp383, A|a407, Pro408’ Arg4°9, Thr41°, Ley®!!
E-channel proteins -7.34 42 Argsl’ Asn64
ke O roen e s Me’;:O, Tyr741, lle’42 Cys743, G|y744, Asn®®, Leu®® Ser®’
Ser’”?,val®’®, Leu®”’, Asn®’2, Arg1000
ke Close roen o i GIu®®, Asn®, 1le'®!) Argloz, Glyloa, Trp104, lle!'® Asn'?! val'?®,
I|e128, Arg190’ Phe192' ”ezoa’ Serzos, Hiszm, Leu226, Val??’
Thr®*, Thr®>, Thr?®, Leu®’, His™*, Cys**, Thr**, Ser*®, Met*®,
Main Protease (MPro) -8.75 0.39 Asn'*?, G|y143, Cys”’s, His*®* Met'®®, GIu'®®, Leu®’, Pro*®®,
Arg188’ G|n189' Th r190’ GIn%2
Papain like protease (PLPro) -9.01 0.25 Argss, Va|66, Phesg, G|U7O, Th r75
Serzss, Tyr265, Ser318' Thr319, Va|320, Phe321' Pro322, Pr0323,
Rij};iilzz::?gdg;\ 791 158 Arg*®®, Cys®®S, Phe®, Tyr®S, Arg®s”, Tyr*S®, Asn®*®, Leu?,
Pro461, Pro®’’
91 Phlorizin 6072 Asn177, Asn179, Gluzm, Lyszoz’ G|y203, Asp204, Pr0514, Tyr515,
Helicase -8.66 0.447 Asn®™® Asn®® Ala®2° Thr®3® GIn®3! Thr32 val®®?, Asp534,
His®**, Argsso
E-channel proteins -8.66 0.31 No binding site was found
ke Open ot -, N Ala*%° pro®?!, Ly5557, Leu®®® Phe®®2 GIn®% GIn®%* Phe®®®,
G|y566, Arg567’ AspSBS, 11656 Asp571
Soike Close Protei s 2o Phe**?, Asn®**?, Phe®”’, Leu®®?, Ser®’?, ser®’?, Phe®’*, Ser®”,
pike Close Protein e : Trp®, Asn®¥7, Ser®38, Asn®®, Leu™?, Arg®®
Main Protease (MPro) -5.91 46.94 Met®, Ala’, Phe®, GIn'*’, Phe?®!, Asp*®®, Arg®®®, GIn>*°




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
Papain like protease (PLPro) -5.7 65.9 Thr’®, Asp’®, Phe’®, Arg®?, Ala™>3, Tyr™*, Cys'>®, Asn'®®, His'"*
593 594 815 830 831 832 865 868
RNA-dependent RNA Lys>™, Phe’™", GIn™"", Pro™™", Tyr™>", Pro™", Asp~™°, Pro™™",
-5.69 67.59
polymerase (RdRP) Trp916
Tyr120' A|a123, ASn124, Lysl31' A|a134, Alal35' LeU138, Th r380,
2 Pyrogallol 1057 Helicase -6.06 36.016 381 382 409 421 422 423
Asn®°, Tyr’®°, Arg™ ", Tyr'*", Phe™ "%, Asn
E-channel proteins -4.61 418.37 Ser'®, Leu'®, Phe?®, Phe*3eleu®'eval®*eval® eleu?®
Spike Open Protein -4.94 240.51 AlaSSB' Th I,‘961’ Leu962, G|n965' SerlOOS' ThrlOOG' Tyr1007, GlnlOlO
_ , Tyr®®, Asp®?, Lys*?, val*?, Phe®3, Arg**, Glu*®*, Pro®®®, Tyr?’®,
Spike Close Protein -5.75 61.5 | 283
Gly
His“, Met49, Phe140, Leul“, Asn14z’ G|y143, Serl“, Cy5145’ HiSlGS,
Main Protease (MPro) -7.49 325 Met'®®, Glu'®®, Leu®’, Pro*®®, His'"?, Arg'®®, GIn'®°, Thr'*°,
G|n192
Papain like protease (PLPro) -8.54 0.55 Arg166’ Ser17°, Va|202' G|U203, Metzoe' Tyr207’ Metzos’ |_y5232
RNA—dependent RNA . 106 Thr591' SerSQZI Ly5593, Ph6594, G|n815’ Pr0830, Tyr831, Pr0832,
polymerase (RdRP) o ' Asp865 Pr0868 Trp916
’ ’
93 Quercetin 5280343 ‘ Asn'”’, Arg'’®, Glu*®*, Asn®'®, Ser®'’, Asn®'®, Ala**°, Thr**,
Helicase -7.56 2.888 532 534
Thr’>*, Asp
E-channel proteins -7.03 7.07 Leu’’, Leu®®, Val®®, Leu®!, Ala®?, Thr®, Ala°°, Arg®®
) ) Tyr®®, Asp®?, Lys*?, val*?, Phe®?, Arg*, Glu***, Pro®?*, Leu®?®,
Spike Open Protein -7.14 5.8 279 283
Tyr ™", Gly
A - Leu335, Cy5336, Phe338’ G|y339, Phe342, A5n343, A|3363, ASp364,
Spike Close Protein -7.43 3.57 365 367 368 371 373 374
Tyr>>>, Val™’, Leu®*, Ser®’", Ser’’?, Phe
Trp218, Ph6219, LeuZZO’ Asn221, Phe223' Ser267, G|U27O, LeU271,
Main Protease (MPro) -5.44 102.21 274 275
Asn”’", Gly
Papain like protease (PLPro) -6.75 11.31 No binding site was found




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
452 456 555 556 557 558 623 624
RNA-dependent RNA 615 2084 Asp™*, Tyr™>°, Arg>>>, Thr>>°, Val™>’, Ala>%, Asp™*°, Arg™"",
polymerase (RARP) o ‘ Lys®’®, Thr®8°, ser®®! ser®®2
o . Pro406, Leu412, Thr416, Leu417, G|u418' Pr0419, Phe422, Asn557,
94 Quinic acid 6508 Helicase -5.93 44.701 559 560
Asn”°7, Arg
E-channel proteins -5 216.25 Leu51' Pr054’ Tyr57
' ' Tyr396, Pro426, A5p428, Phe429, Thr430, Phe464, Ser514, Ph6515,
Spike Open Protein -5.16 166.47 516 517
Glu”’, Leu
' ' Met74°, Tyr741, ”e742’ Cys743, GIy744, Asn856, Leu966, Ser975,
Spike Close Protein -5.77 58.86 976 977 978 1000
Val®*®, Leu™"’, Asn”’®, Arg
Thr?®, Thr®®, Thr?®, Leu®’, His**, Cys**, Thr**, Ser*®, Met*®,
Main Protease (MPro) _7.64 25 Phel4o, Leul“, Asn142, GIy143, SerlM, Cy514sl Hi5163, MethS,
G|u166, GIn'®®
Arg166, Ser170’ LeulSS’ Va|187, Cy5192’ G|n195’ Thl"197, Leu1991
Papain like protease (PLPro) -8.54 0.55 Val?®, Glu®®, Met®°®, Tyr?®’, Met?®, GIy*°°, 11€°*?, Thr*?®,
LySZSZZanOO
335 336 338 340 365 366 367 368
RNA-dependent RNA Val®®>, Asp>°, Val®>*®, Phe™™", Arg®>>, Leu™", Ser””’, Phe™®,
-8 1.36
polymerase (RdRP) Leu371
145 149 173 174 175 177 179 180
05 Reserpine 5770 Phe ™, Tyr ™7, Arg ">, Pro™"", Pro ">, Asn™"", Asn" """, Tyr =",
et ‘o o G|n404, LEU405, PI’0406, Pro408, Arg4°9, Thr41°, Leu412, Thl’413,
elicase -6, B
G|y415, Thr416, Leu“7, Phe422, Ser485, Hi5554, Asn557, Asnsse'
ArgSGO
E-channel proteins -8.93 0.29 No binding site was found
A A ”e788’ Ly5790, Thr791, Pr0793, Ly5795, Ser803' LeUSOG, Pr0807,
Spike Open Protein -7.4 3.75

Asp808’ Pr0809’ Ly5814, G|n872, Ser875




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
GIu®®, Asn®?, 11!, Trp™®*, 1e!?, Asn'?!, Val'?®, 11e'?8, Phe'®®,
Splke Close Protein -8.13 1.11 Tyrl70, Ser172’ Arglgo, Phel92’ Phe194, ”e203' LeuZZG’ Va|227,
Aszzs, Leu229’ Pr0230
' Met®, Ala’, Phe?, Pro’, Thr''!, GIn'?’, Phe®®!, Asp®®°, Arg*®,
Main Protease (MPro) -7.61 2.65 299 303 304
GIn“7, Val®™, Thr
Phe®®, His’?, Thr’%, Asp76, Phe’®, Arggz, Ala'®3, Tyr154, Asn'®®,
Papain like protease (PLPro) -8.21 0.95 174 11. 175
GIn~'", His
RNA-dependent RNA 411 412 413 414 546 845 846 | .847
-6.92 8.52
polymerase (RARP) Lys™ ", Pro™™ %, Gly™™~, Asn™™", Tyr’™”, Asp™™, Asp~ ", lle
473 475 579 582 583 585 586 587
9% Resveratrol 445154 A Lys'™", Phe™™, Arg’"", Tyr™™*, Asp™°, Leu™, GIn”™", Phe™’,
Helicase -6.88 9.04 583 539
Thr>®®, Ser
E-channel proteins -7.6 2.69 No binding site was found
- ' Arg355, Tyr396, Pro426, ASp428, Phe429, Thr430, Phe464, Ser514,
Spike Open Protein -6.24 26.62 515 516 517 518
Phe ™, Glu™, Leu’™’, Leu
A A G|U96, Asn99' ”elOl’ Arg102' GlleS' Trp104, ”e119' ASnlzl, Va|126'
Spike Close Protein -6.7 12.25 128 190 192 203 227
Ile’*®, Arg~"", Phe "%, lle*>, Val
Met49, Phel4o, Leu141, ASn142, G|y143, Ser144, Cy5145, HiSlSS'
Main Protease (MPro) -755 291 Met*®, Glu'®®, Leu'®’, Pro*®®, His'’?, val*®®, Arg'®®, GIn'®’,
Thr'®?, GIn'*2
CySlSS, ASnlSG, Ly5157, GIUlGl, LeulGZ' G|y163’ G|U167, Tyr171,
Papain like protease (PLPro) -8.82 0.35 269
Gln
456 553 554 555 556 558 619 620 621
RNA-dependent RNA T 40 123 Tyr™>, Arg>>>, Ala™", Arg>>>, Thr’>°, Ala>>%, Tyr’~~, Pro”", Lys’*",
' polymerase (RARP) CySGZZ, ASpGZS, Arg624, Ly5676, Th I,_680’ Ser681, Serssz
o7 Rhamnetin 5281691 177 178 199 200 201 515 516 517
el . 2201 Asn~"’, Arg"°, Thr™>7, Phe"™", GIu™", Tyr’~>, Asn”~, Ser’"’,
elicase -/ .
AsnSISI AlaSZO’ Th r5301 G|n531, Thr532, Asp534
E-channel proteins -6.89 8.96 No binding site was found




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Soike O o 66 Phe*?®, Pro®®?, Asn®®?, 11€%3%, Thr*?3, Asn*3*, Leu®**, val*®?,
pike Open Protein -7.07 .
GIy526, Pr0527, LysSZS, Lysszg, Ser530, GIn58o
o o . N Met74o, Tyr741, I|e742, Cys743, G|y744, Ly5854, Asn856, VaI963,
pike Close Protemn -7. .
Leu966, Ser967’ Ser975, Va|976' Leu977, Asn978, Arglooo
Thr?®, His*!, Cys**, Thr*®, Ser®®, Met*?, Leu**, Asn'*?, Gly**3,
Main Protease (MPro) -9.05 023 Ser**, Cys'®®, His'®, Met'®®, GIu™®®, Leu'®’, Pro*®®, Arg'®®,
Glnlsg, Thrlgo, GIn**?
- Va|187’ G|n195, Th r197, Gluzos' Met2°6, Tyr207, Metzos, Glyzog,
Papain like protease (PLPro) -9.26 0.16 222 223 232
Ile”*, Pro”*>, Lys
Asp452, Tyr456’ Arg553, A|a554, Argsss, Thr556, ASpGlS, Tyr619,
RNA-dependent RNA 620 621 622 623 624 759 760 761
-8.13 1.09
polymerase (RARP) Pro”*", Lys""", Cys™°%, Asp°~", Arg™"", Ser™>~, Asp”~", Asp”"~,
Cyssls, Serdl4
98 Rhodiolin 14778358 Pro406' Arg409, Th r41o, Leu“z, Thr413, Thr“s, Leu417, Pro419,
Helicase 853 0.561 Phe422, Ser486' A|a487l Tyr515, Asn516, Hi5554, Asn557, Asn559,
Argsso
E-channel proteins -8.58 0.51 Leu®®, val®®, Ala®?, 1€, A1a%¢, Leu®’
N tos s Argloz' G|y103, Trp104, ||6119, Asn121, Va|126, ||e128l Phe168l Tyr”o,
pike Lpen trotem - ’ 172 190 192 203 . 207 226 227 228 229
Ser ', Arg™”", Phe™”%, lle*™?, His™"’, Leu”", Val**’", Asp”“®, Leu
ke Close Prote . 2or Ser*®, val*’, Leu®®, Lys®’®, Thr*®?, Leu®, Lys*®, Ser’®, Phe®®,
pike Close Protein -7, .
Thr3°7, A|a956, G|n957, Asn%o, Thr%l, Ly5964
Met®, Ala’, Phed, Pro®, Thr''!, Ser'®3, GIn'?’, Asngs, Argzgg,
Main Protease (MPro) -6.46 18.52 299
Gln
Papain like protease (PLPro) -6.36 21.93 No binding site was found
616 617 618 761 762 763 798 799
RNA-dependent RNA - 540 Gly®™, Trp>~", Asp”~°, Asp”°", Ala”*, Val">®, Lys"”%, Cys' ™",

polymerase (RdRP)

Trp800’ G|U811, Phe812’ Cy5813, Ser814




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Va|496, Phe499, I_eusool Thrsm, Asnsoa' Trpsos’ Arg5°7, Leu526,
929 Salicylic acid 338 Helicase -5.98 41.432 543 545 573
Tyr’™>, 1le’™, Leu
E-channel proteins .5.55 86.19 Leu’?, Pro®*, Tyr®’
Met74°, Tyrm, GIy744, Asnsssl Leu%e, Ser975, Va|976, Leu977,
Spike Open Protein -5.09 185.15 978 1000
Asn”’", Arg
) ) Tyr®®, Asp??, Lys*', val*?, Phe*?, Arg**, Glu***, Pro®?’, Tyr®”,
Spike Close Protein -6.25 26.14 283
Gly
- Trp218, Pheug, Leuzzo’ Asn221’ Argzzz’ Phezzsl G|u27o’ Leu271,
Main Protease (MPro) -5.51 91.28 274 275 276 277 279
Asn’", Gly*"”>, Met”">, Asn“"’, Arg
N Arg183, Leulss' I_eul%’ Glu203, Metzoa' Tyr2°7, Metzos’ G|y209,
Papain like protease (PLPro) -7.12 6.09 222 232
Ile”**, Lys
RNA-dependent RNA 404 405 406 407 409 445 446 447
-7.04 6.89
polymerase (RARP) Asn™ ", Val™>, Ala™", Phe™ ', Thr™™7, Asp™ ">, Gly™ ™", Asn
4 6 15 21 22 23 24 129 132
100 Secoisolariciresinol 65373 . Ala ’ Val ’ Arg ’ Arg ’ Arg , Pro™, Phe ’ Arg ,Leu™,
Helicase -7.04 6.889 133 136 234 235 236
Phe™?, Glu™>”, Pro”*", Leu”>, Ser
E-channel proteins -5.93 44.85 Leuzg, Va|29' A|a32, ||e33
o . osas Met”o, Tyr”l, ”e742, Cys743, Gly744, Asnsssl Va|963, Leu966,
pike Open Protein -5. .
Ser967, Ser975, VaI976, Leu977, Asn978, Arglooo
Asn317, Arg319, GIy548, Thr549, GIy55°, ASpSGS, Thr572, Thr573,
Spike Close Protein -6.15 31.2 574 587 589 590 592
Asp>’", 1le’*’, Pro™”, Cys’”", Phe
- Trp218, Phe219' Leuzzo’ Asn221, Ser267, G|u27o’ Leu271, ASHZM,
Main Protease (MPro) -5.19 157.19 275 276
Gly*”>, Met
Papain like protease (PLPro) -5.88 48.64 Cys™>°, Asn™®, Lys™’, Glu'®*, Glu®®’, Tyr'"?
RNA-dependent RNA 136 139 157 159 160 161 162 163
-5.03 206.96
polymerase (RARP) Glu™>, Cys™", Phe™’, Lys™", Lys™", Asp~"", Trp=>*, Tyr
et < ss 1m0 Leu®®, Pro*®, Leu*'?, Thr''®, Leu®’, Pro**?, Phe??, His>**,
e . . chicase =J. .
101 Shikimic acid 8742 Asn557, Asn559, Arg56°
E-channel proteins 5.1 184.21 No binding site was found




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Met”o, Tyr741, I|e742, Cys743, G|y744, Phesss, Asnsss, Leu%s,
Spike Open Protein -5.2 154.82 977 1000
Leu™ ", Arg
' ' Met74o, Tyr741, ”e742, Cys743, Gly744, Asn856, Leu966, Ser967,
Spike Close Protein -5.62 76.07 975 976 977 978 979 1000
Ser”’>,Val’*®, Leu™"", Asn”"", Asp”"~, Arg
Thr?*, Thr®®, Thr?®, Leu®’, His**, val*?, Cys**, Thr**, Ser*®, Met*®,
Main Protease (MPro) -8.22 0.94 Asn'*?, Gly'*®, Met®, Glu*®®, Leu'®’, Pro*®®, Arg*®®, GIn'®,
Thr19o' GIn'®?
o ArglGG, Va|187, Tyr207, Metzos' Gly2°9, ”ezzz' Pr0223, Cy5224,
Papain like protease (PLPro) -9.44 0.12 325 230 232
Thro*>, Ala®™", Lys
149 150 176 177 178 179 180 181
RNA-dependent RNA 025 0o Tyr™, Asn™>", Ala~">, Asn™"", Leu™ "%, Gly" "7, Glu™", Arg™*",
polymerase (RARP) G|n184, Thr248, Arg249, Alazso' Thrzsz, Alazsa, Leu2®t
102 Silyhermin 10389806 Pr0175, Asn177, Asn179’ Tyrlso' Pr0406' AIa4°7, Pro4°8, Arg4°9,
Helicase -8.81 0.351 Thr410, Leu412, Thr413, G|y415, Thr416, Leu417, G|U418, Pr0419,
Phe*??, His>**, Asn®>’, Asn>>°
E-channel proteins -8.43 0.66 Phe’, Phe??, val®®, Leu?’, Ile*®, Leu®?, Pro®*, Tyr*’
o e vss Ser730, Met731, Thr732, Lys733, G|n774, Leu858, Thr859, Valsso’
pike Open Protein -7. . .
LeUSGl, Prossz' Pr0863, Asp867l ”e870’ Leu959, Pr01057, His!0%8
- ' Arg355, Tyr?’%, Pro426, Asp428’ Phe429, Thr43°, Lys462' Pr0463’
Spike Close Protein -8.05 1.25 164 s14 515 516 517 518
Phe™", Ser’™", Phe’™>, Glu™™", Leu”"’, Leu
Thr**, Thr®>, Thr*®, Leu®’, His™*, Cys**, Thr**, Ser*®, Met*®,
Main Protease (MPro) 871 041 Gly143, Cys145’ Hi5164’ MethS, G|u166, Leu167, Pr0168’ Arglgs,
Glnlsg, Thrlgo, GIn**?
o Pro®?, Arg®®, val®®, Ala®®, Phe®®, Glu’®, Thr’®, Thr’®, Asp’®, Pro”’,
Papain like protease (PLPro) -9.42 0.13 79 30
Phe’”, Leu
305 474 477 481 482 483 484 485
RNA-dependent RNA . Lol Arg®>, Glu™"™, Asp™’, Asp™®", Cys™™, Tyr =, Asp™™", Gly™™>,

polymerase (RdRP)

Ly5574, Arg640, Ly5641, Thr643, Va|737, Thr739, Va|742, Asn743




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
103 Silymarin 1548994
Heli 275 0388 Ala*, val®, Argls, e°, Arg21, Argzz, Pro*3, Phe?*, Arg”g, Leu'®®,
eliease - ) 132 133 136 231 232 234 235 236
Leu™s, Phe?, Glu™°, Thr**", Val*>4, Pro“”", Leu”™", Ser
E-channel proteins -8.89 1.1 No binding site was found
_ , Ala®’, Thr®, Trp®, Phe®®, His®®, Ala®”, Pro®?, Asp™3®, Pro***,
Spike Open Protein -7.62 2.6 140 240 241 242 265
Phe™", Thr*™", Leu™™", Leu” ", Tyr
Tyr789, Ly5790, Thr791, LyS795, Ser803, G|n8°4, LeUSOG, Pr0807,
Spike Close Protein -7.66 2.44 308 809 814 875 879
Asp®°, Pro®”, Lys" ", Ser®">, Ala
] His*!, Ser*®, Met*®, Asn'*?, Cys”s, His*®* Met'®®, GIu'®®, Pro*®®,
Main Protease (MPro) -5.96 43.14 188 189 190 192
Arg=°,GIn™*?, Thr~", GIn
Papain like protease (PLPro) -7.41 3.7 Phe69’ Hi573' Th r74, Tyr154' Tyr”l, Gln174, Hi5175
411 412 413 414 441 546 844 845
RNA-dependent RNA Lys*™ ", Pro™™°, Gly™™7, Asn"™", Phe™", Tyr’™>, Val*™", Asp~™>,
-6.03 38.08
polymerase (RdRP) Asp846
- . G|n281, Asp4°1, Pro402, A|a403, Pr0419, Lys43o, Leu455, Tyr457,
104 Sinapic acid 637775 Helicase -6.01 39.653 458 459 559
Asp™°°, Asn™7, Asn
E-channel proteins -6.47 18.12 No binding site was found
e o ] ' <53 s Asn99’ ”8101, Arg102’ G|y103, Trp104, ”6119, Asn121, Va|126’ ”8128,
pike Open Protemn -5. . .
Arg190' Phe192' Phe194, ”e203' H|5207, Va|227
- ' G|U96, Asn99’ ”6101, ArgIOZ’ Trp104, ”8119, Asn121, Arg190’ Phe192’
Spike Close Protein -5.91 46.94 194 203 205 1. 207 226
Phe ™", lle”>, Ser=>, His™"’, Leu
Main e MPr 702 s Phe?, Lysloz, Val'®, Arglos, e, GIn®7, GIn**°, Thr''?, Asn'®?,
ain Protease ( °) o ’ 153 158 292 294 295 297 298 303
Asp~7, Ser>°, Thr™°7, Phe™™", Asp“”>, Val**’, Arg~°, Val
o Ly5157, G|u161’ LeulGZ’ G|y163, A5p164, G|U167, Pr0247, Pr0248,
Papain like protease (PLPro) -10.3 0.03

Tyr264, Asn267, Tyr268, G|n269, Tyr273, Th r301




Binding energy

Dissociation Constant

Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
RNA—deCl’ldCl’lt RNA 6.86 938 Tyrgz, A|a461 Ly547/ Tyrug, Hi5133/ ASp135, Asn1381 A|a706/ Ser7091
polymerase (RARP) Thr“o, ASp711, Lys714, Gly774, Ser778, LyS780, Asn781, Ser’84
105 Solophenol A 66551634 Pr0175, Leul76, Asn177, Arg178, Thr199’ PheZOO’ G|U201, LYSZOZ,
Helicase 94 0.13 G|y203' ASp204, Va|210, Tyr211, Arguz’ Va|484, Ser486, ASnSls,
Ser517, A5n519, AIaSZO’ Thr530’ Thr532, Asp534
E-channel proteins -8.87 0.31 Leuzs, Va|29, Leual, A|332, Thr*
e o o A o2 s Trp886, G|y889, A|a890' Tyr904, Ser1030' G|u1031' LeU1034, G|y1035'
pike Open Protein -0 : 1036 1037 1038
GIn™°, Ser 7", Lys
e 1 ' 603 <30 IlelOS’ Leulls, Va|120' ASanZ, Va|127, Ly5129' Phel33, G|n134,
pike Close Protein -6. .
Phe135' Cy5136, Pr0139, Phe140, Leu141, Leu241
i p . 05 Arg217, Trp218, Ph6219, LeuZZOI Asn221' ArgZZZ, Phe223, G|U270,
ain Protease (MPro) -4. . L 271 A 274 Gl 275
eu”’", Asn“’", Gly
Papain like protease (PLPro) -5.69 68.05 Asp164’ Metzog’ Pr0247' Pr0248’ Tyr264’ Tyr268’ Tyr273
RNA—dependent RNA » ‘05 Hi5133, A5n705, A|a706, Ser709, Th r710, Phe766, Ser768, A|a771,
polymerase (RdRP) Ser772, G|y774, Va|776' Ser773, ”e779' Lys78°, Asn781, Thr801
3 4 5 6 11 21 22 23 24 129
Gly?, Ala®, Cys’, Val®, GIn™~, Arg”", Ar Pro®?, Phe™, Ar,
106 Stearic acid 5281 Helicase 452 485359 y1,32 ’ 1»3/3 %6 aaa g ,Bsg e e
Leu™%, Phe?, Glu™>, Pro“”", Leu””>, Ser
E-channel proteins -5.48 95.54 No binding site was found
Arg®®, Leu™®®, Thr?®, Pro®®?, 11€2*°, Asn?'?, Leu?*?, Pro?Y’
Spike Open Protein -3.38 3335.49 )18 210 2o ! ’ ’ ’ ’
GIn“™", Gly=™~, Ser
Spike Close Protein ron 768 Trp104’ ||e119’ Asanl' Va|126’ ”e128’ Phe168' Tyr170, Serl72, Arg190’
Phe'®?, Phe'®, 112, Ser®®, Leu?*, val*?’, Leu®?*
Main Protease (MPro) -4.86 276.21 Met®, Ala’, Phe?, Ser'™?, GIn'?’, Phe®?, Asp®®®, Arg®®?, GIn?*°
Papain like protease (PLPro) 5.1 181.74 No binding site was found
305 470 471 474 730 734 735 736
RNA-dependent RNA 508 L8766 Arg®>, Leu™"™, Phe ", GIlu™"", Cys"™", Asn">", Arg’*>, Asp’””>,

polymerase (RdRP)

2
Va|737, Asp738, val”




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
' Trp114, Tyrlzo’ A|3123, Asnm, Lyslal, A|3134, Alal35, Leu138,
L Helicase -5.22 148.67 380 381 382 409 417 421 422
107 Succinic acid 1110 Thr*®", Asn®", Tyr>*°, Arg™ ", Leu™ ™, Tyr' =", Phe
E-channel proteins -4.05 1074.76 No binding site was found
Met”o, Tyr741, I|e742, Cys743, G|y744, Leu%s, Ser975, Va|976,
Spike Open Protein -4.36 633.69 977 978 1000
Leu™ ", Asn”'", Arg
o o e oras Cysagl, Phe392, Thr393, G|u516, Leu517, LeuSls, HisSlg, AIaSZO,
pike Close Protemn -4. X
ProSZl' A|a522, Asn544, GIy545, Leu546' Phe®6s
_ Phe®, val'®, 11e'%, GIn''®, Thr''?, Asn™®?, 11e°?, Asp'®?, Ser®%,
Main Protease (MPro) -5.44 102.9 292 204 205 208
Thre*, Phe™™", Asp~™>, Arg
o Thr’®, Thr’>, Asp’®, Phe’?, Arg®?, Ala™>?, Tyr™*, Asn™>®, Tyr'"?,
Papain like protease (PLPro) -6.65 13.44 174 1. 175
GIn~"", His
615 616 617 618 761 762 798 799
RNA-dependent RNA s o4 Met”™>, Gly”™>, Trp~~", Asp”~", Asp’”~, Ala">", Lys"™%, Cys' ™",
polymerase (RARP) Trp®°, His®'®, Glu®!t, Phe®'?, Cys®'?, Ser®!
108 Syringic acid 10742 Ala*, val®, Arg?, Arg®?, Pro®’, Phe’®, Arg'?’, Leu'?, Phe'*?,
Helicase -5.86 50.734 136
Glu
E-channel proteins -5.19 156.66 Leuzg' Leu31’ A|332, Thr35' CyS40
) ) Tyr38, Asp‘w, Lys“, val*?, Phe®?, Arg44, Glu®**, Pro*®, Tyr279,
Spike Open Protein -5.76 59.66 283
Gly
) ) Tyr’®, Pro®?, Asp®®, Lys*', val*?, Phe*?, Arg**, Glu®?*, Pro?*,
Spike Close Protein -5.43 104.3 279 283 284
Tyr "7, Gly*®®, Thr
Thr®®, Thr®, Leu?’, His*!, Cys**, Thr*®, ser*®, Met*®, Asn'*?,
Main Protease (MPro) -6.95 8.1 G|y143, Ser144, Cy5145, MethS, G|U166, Leu167, Arglggl G|n189,
Thrlgﬂ GIn'*?
- Arg166’ Ser”o, Valzoz’ G|u203, MetZOG, Tyrzm, Metzos’ Glyzos’
Papain like protease (PLPro) -7.86 1.75

222 232
, L

lle ys




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(keal/mol) (uM)
RNA-dependent RNA ) b’ Phe®®, 11e*’, Tyr’®, Asn®?, Phe®®, Leu®, Lys>®, Asp?%%, Asn®®,
polymerase (RdRP) -6.3 68 218 221 713
Asp“", Asp““7, Asn
109 Tangeretin 68077 Ala’® Ley!3®, LV5139, Glu*2, Arg178, Asn'7®, CVS309, Ser®?®
Helicase 2712 6.049 Met378, A|3379, Thr380’ Asn381' Tyr382' ASp383, A|a407, Pr0408,
409
Arg
E-channel proteins -6.89 8.9 Leu31, A|332, Leu34, Th r35, A|336, CYS4O
e e oo » s Met740, ”e742’ Cys743, GIy744, ASp745, Phesssl ASHSSG, VaI963,
pike Open Protein -5. .
Ly5964, Leu966’ Ser967, Ser975, Va|976, LeU977, A5n978, ArgIOOO
e o Pro o oo ”e119’ Asnlu, Va|126, ”e128, Phelsg, Tyr17o' Serln, Phelgz, ”e203,
pike Close Protein -0 : 205 226 227 228 229
Ser®™>, Leu”"”, Val*’, Asp““®, Leu
Main Protease (MPro) 4.51 498.64 Arglgl, Ly5137l Thrlgg, Tyr237' Asn238, Tyr239’ Leu271, Leu272,
G|y275, Met276, A|a285, Leu286, Leu287, G|U288, A5p289, GIUZQO
Papain like protease (PLPro) -5.49 95.06 Tyr2°7, Metzog' G|y209’ Va|220’ ||ezzz’ Prozzs’ |_y5232' Tyr268
411 412 413 414 415 501 543 544
RNA-dependent RNA 76 126,99 Lys™™", Pro™°, Gly"™>, Asn"™", Phe™™>, Ser’"", Asn”"", Leu’"",
polymerase (RdRP) Ly5545, Tyr546, VaI557, Asp845, ASp846, ”e847
el isa 161 Ala*, Cys®, Val®, Arg"®, Arg’?, Arg??, Pro®, Phe®*, Arg'?®, Leu™?,
110 T - elicase -+ : 133 136 234 235 236
etracosanoic acid 11197 Phe ) Glu ,Pro™™", Leu”™>, Ser
E-channel proteins -5.18 159.32 Leulg' A|azz’ Ph623, Phe26
Tyr789, Ly5790, Thr791, Pro792, ”e794, Ly5795, A5p796, Phe797,
Spike Open Protein -4.67 378.71 Gly®®, Thr®®, ser®® Ala®?, Leu®®*, GIn®%, 11€%°°, Pro®”’,
Phe®?®, Ala®*?
e 1 ] ' . 1108 Trp886, G|y889, A|a89OI Tyr904, Ser1030, G|U1031, L???034, G|y1035’
pike Close Protem -3. . 1036 1038
GIn™""", Lys
i b . L1903 Trp218, Phe219’ Aanle Ser267, G|U270, LeU271, Asn274, G|y275,
ain Protease (MPro) - : 276 277 279
Met“"", Asn”"", Arg
Papain like protease (PLPro) -5.7 66.57 Leu185' Va|187’ Th r197’ Leu199' G|U203, Tyr207’ Metzos’ |_y5232




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
RNA-dependent RNA His®*®, Met®"®, Phe’®®, Ser’®®, Ala’’"?, Ser’”?, Ser’’8, 11e”7°, Lys’®°,
-5.18 160.94
polymerase (RdRP) Thr8°1 Thr803
7
111 Thymoquinone 10281 Helicase 573 63.288 GIn?8Y, Pro®®?, Ala*®, Lys®*?, Pro***, Phe*®’, Tyr**’, Asp**®
E-channel proteins -5.71 65.57 Leu31' A|a32' |_eu34, Thr35' Cys4°
Spike Open Protein 474 33822 G|U554, Ser555’ Ly5557, LYSSSB' Phe559’ Arg577, Leu582' G|U583, ”e584
Tl’p104, ”e119, Asnm, Va|126, ”e128' Arg19°, Phelgz,
Spike Close Protein -5.59 79.89 194 203 205 226 227
Phe™"???Le">, Ser*>, Leu” ", Val
Met®, Ala’, Phe?, Pro®, GIn*?’, Phe®®?, Asp®®®, Arg**®, GIn**°,
Main Protease (MPro) -5.96 42.71 303 304
Val®™?, Thr
o His”?, Thr’®, Thr’®, Asp’®, Phe’?, Arg®?, Ala'*?, Tyr™>*, Asn™°®,
Papain like protease (PLPro) -7.05 6.85 . 175
His
136 137 138 139 140 143 157 159
RNA-dependent RNA s 0.1 Glu™®, Gly™’, Asn™>%, Cys ™7, Asp ", Lys >, Phe™”’, Lys 7,
po]ymerase (RdRP) Ly5160’ Asp161, Trp162, Tyr163
12 Tyrosine 6057 ' Pro*®®, Ala*”’, Pro*®®, Arg*®, Leu**?, Thr*'®, Leu*"’, Pro**’,
Helicase -5.78 57.58 422 557 559 560
Phe ™, Asn””’, Asn’>”, Arg
E-channel proteins -5.52 89.91 Leu31' Th r35, Cys4ol Cy543' Cy544l Va|47
A A Tyr®, Asp*?, Lys*', val*?, Phe*?, Arg**, Glu***, Pro®?, Tyr*”,
Spike Open Protein -5.97 41.78 282 283 284
Asn”®*, Gly“®?, Thr
ASp420, Tyr421, ASn422, Tyr423, Ly5424, Arg454, LyS462, G|u465’
Spike Close Protein -5.16 165.35 166 167
Arg™", Asp
) Met®, Ala’, Phed, Pro®, GIn'%, Asp295, Argzgs, GIn%**, Gly3°2,
Main Protease (MPro) -6.06 36.02 303
Val
Papain like protease (PLPro) -5.92 45.92 Leul62’ G|y163' Asp164’ Pr0248’ Tyr264' Tyrzes’ Tyr273’ Th r301
323 326 327 346 348 349 628 664
RNA-dependent RNA S 15032 Pro®*?, Phe®, Gly ", Tyr’™°, Phe™™®, Arg™"”, Asn"“%, Ser’"",

polymerase (RdRP)

Va|675, Ly5676, Pr0677




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
113 Tyrosol 10393 AIaBS, Leu138, Lysl39, G|u142, Thr38°, Asnsgl, Tyr382, A|a407,
Helicase -5.34 122.441 108 200
Pro™", Arg
E-channel proteins -5.16 163.96 No binding site was found
Spike Open Protein 448 51751 Glyeos' ”e909, G|n1036, Ser1°37, Lyslosg, Va|1040, Tyrw”, Hisl048
A - Met740, Tyr741, ”e742' Cys743, G|y744, Asn856, Leu%s, Ser967,
Spike Close Protein -5.21 150.95 975 976 977 978 1000
Ser”’?,Val’*®, Leu”"’, Asn”’®, Arg
o i u oo Lyss, Arg131' Ly5137, Thrlgg, Tyr237, Tyr239, Leuzn' Leu272, G|y275,
ain Protease (MPro) -0 : 276 285 286 287 288 289 290
Met“"®, Ala”®>, Leu™™”, Leu”®’, Glu®®, Asp”*”, Glu
o e . B Arglee, Ser170, Leulgs, Va|187’ G|n195, Thr197, Leulgg, Valzoz,
apain like protease ro -7. .
G|u2°3, Metzos' Tyr207, MetZOS, Thrus, LysBz
76 77 80 84 87 88 91 14:.99 100
RNA-dependent RNA 674 1149 Thr’®, Phe'’, Tyr®, GIu™", Tyr®’, Asn®®, Lys ", His™”, Asp™
polymerase (RdRP) ’ . Phewl, Pheloz, Prollz
o Gly?, Ala*, val®, Arg?, Arg??, Pro?®, Phe?*, Arg"?®, Leu™®?, Phe'*3,
114 Umbelliprenin 1781413 Helicase -6.35 22.263 136 234 235 236
Glu™>, Pro”™", Leu”™>, Ser
E-channel proteins -8.9 0.3 No binding site was found
A - Ser884, G|y885, Trp886, Thr887, Alasgo’ Leu894’ ”esss’ G|n901’ Tyr904,
Spike Open Protein -6.5 17.34 905 1034 1035 1036
Arg”>, Leu ", Gly"77, GIn
' ' Trp104, ||6119, Asnlzl, Va|126, ||e128, Phelss, Tyr170, Ser172, Arglgo,
Spike Close Protein -8.12 11 192 194 203 205 206 207 226 227 229
Phe™”", Phe™", lle*™?, Ser”™>, Lys~°, His*"’, Leu”"", Val**’, Leu
' Met®, Ala’, Phe?, Pro’, GIn'?/, lle™?, Asp™>?, Tyr'®*, Phe™?,
Main Protease (MPro) -5.16 165.07 295 208 299 303 304
Asp~>, Arg””®, GIn“”7, Val*™?, Thr
Papain like protease (PLPro) 5.4 110.28 No binding site was found
RNA-dependent RNA
488 26524 Lys“l, Pr0412, G|y413, Asn414, -l-yr546’ Asp845, Asp846, 1e2 cserl®

polymerase (RARP)




. . Binding energy Dissociation Constant L. .
Sr. Ligands PubChem ID Proteins Active site residues
(kcal/mol) (M)
Pr0406, A|a407, Pr0408, Arg409, LeU412, G|y415, Thr416, Leu417,
115 Undecanoic acid 8180 Helicase -4.68 371.12 422 1. 564 557 559
Phe™*, His™", Asn”>’, Asn
E-channel proteins 5.1 182.97 Leu®!, Pro**, Tyr*/, Ser®®, Arg®
o N . Glu%, Asngg, ||e101, Al‘gloz, G|y103, Trp1°4, ”e119' Asnul, Va|126,
pike Open Protein -5. 7.35
”9128, Arg190’ PhelQZ' Phel94’ ||e203’ SerZOS’ LeuZZG’ Va|227
' ' G|U96, I|e101, Arg102’ Trp104, ”e119’ ASanl, VallZGI ||e128, Arg19OI
Spike Close Protein -4.79 309.8 192 194 203 226 227
Phe™%, Phe”", lle 7, Leu""", Val
- Trp218, Phe219’ LEUZZO, AanZl’ Phe223’ G|U270, Leu271, Asn274,
Main Protease (MPro) -5.35 120.39 275 276
Gly™ ">, Met
Papain like protease (PLPro) -6.6 14.65 No binding site was found
456 555 556 557 558 623 624 676
RNA-dependent RNA 550 S0.56 Tyr™>, Arg>>>, Thr>>°, Val>>’, Ala>>%, Asp”°, Arg™"", Lys™ ",
polymerase (RARP) e ! ThrGSOI Ser681, serGSZI G|y683
116 Vanillic acid 8468 4 6 21 22 23 24 129 132 133
A Ala®, val®, Arg™", Arg™", Pro”®, Phe™, Arg"~", Leu™>", Phe ™7,
Helicase -5.63 74.546 136
Glu
E-channel proteins -5.55 85.18 Leuzs' Leual' A|aazl Leu34' Thras' CyS4O
- ' Met740, Tyr741, ”e742' Cys743, GIy744, Ser746, Leu%G, Ser967, Ser975,
Spike Open Protein -5.67 70.15

976 977 978 1000
Val®*®, Leu™"’, Asn”’®, Arg




