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Supplementary fig.S1: PSI BLAST analysis for selected TMPRSS2 Amino acid sequence
with no Significant PDB structure.
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Supplementary fig.S2: A. Intracellular, transmembrane & extracellular domains of
TMPRSS2 from PROTTER B.o-helix,B-helix, coils and strands information from
POLYVIEW C. C- & N- TERMINAL from PSIPRED D.TMHMM data showing no
transmembrane helices and E.PSIPRED data for confirmation of TMPRSS2 extracellular

domain.
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Supplementary fig.S3: Quality assessment and structural validation of TMPRSS2 homology
model. (A) PROCHECK Ramachandran plot (B) ProSA Z-score plot of the overall model



quality (C) ProSA amino acid local energy profile (D) Energy levels of TMPRSS2 by
PSIPRED (E) ERRAT plot for TMPRSS2 model. Green bars: properly folded regions, yellow
bars: less properly folded regions at 95% confidence level, red bars (none in this model):
improperly folded regions at 99% confidence. (F) VERIFY 3D plot for TMPRSS2 model
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Supplementary fig.S4: The representation of 2D and 3D plots of L1 docked with TMPRSS2

and interactive site residues along with hydrogen bonds as well as hydrophobic bond display.
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Supplementary fig. S5: The representation of 2D and 3D plots of L2 docked with

TMPRSS2 and interactive site residues along with hydrogen bonds as well as hydrophobic

bond display.
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Supplementary fig.S6: The representation of 2D and 3D plots of L3 docked with TMPRSS2

and interactive site residues along with hydrogen bonds as well as hydrophobic bond display.

< Alignment based on TMPRSS2 HOMO.pdb (#0) chain A
File Edit Structure Headers Numberings Tree Info Preferences

1 1 21 31 41
BEEEEEEEEENIERRIRI 146 . . . . . . . . . . aaaaaaaatAtAE a i s i i e h AAiatAtaatamiatn NRC[VRL]YGPN
added 1WKFMGSKCSN SGIECDSSGT CINPSNWCDG VSHCPGGEDE NRCVRLYGPN
51 61 71 81 91 ‘
TMPRSS2 HOMO:pdbi(#0)chainA 156 F I[LQV Y S|SQR KESWHPIVCQDD WNENYGRAAC RDMGYKNNFEY SSQGIVDD S|G
added 51FILQVYSSQR KSWHPVCQDD WNENYGRAAC RDMGYKNNFY SSQGIVDDSG
) 101 O i1 ) 121 131 141
TMPRSS2 HOMO.pdb (#0)'chain/A 206 S T S F[MKLINTS ACGINVD I[YKKIL [YHSDACSSKA VVSLRC|[IACGC VNLNSSRQSR
added 101 STSFMKLNTS AGNVDIYKKL YHSDACSSKA VVSLRCIACG VNLNSSRQSR
151 161 171 181 191
TMPRSS2 HOMO.pdb (#0) chain A 256 | V- CESALP AWPWQVSLHV] QNVHVCGGST TTIPEWIVTAA HCVIE[KP LINN[P]
added 151 IVGGESALP AWPWQVSLHV QNVHVCGGST ITPEWIVTAA HCVEKPLNNP
} 201 211 221 231 241
TMPRS $2 HOMO.pdb (#0) chain A 306 W HW T AFA/C | L RQSFMFE Y C[A YIQWEKVIS|HP NYDSKTKNND I[ALMKLIQKPL
added 201 WHWTAFAGIL RQSFMFYGA YQVEKVISHP NYDSKTKNND IALMKLQKPL
) 251 261 271 281
TMPRS$2 HOMO.pdb (#0) chain A 356 T F ND LV KFPVC PNPGMMLQP EQLCWISGWG ATEEK
added 251 TENDLVKPVC LPNPGMMLQP EQLCWISGWG ATEEK
301 > 311 321 331
"TMPRSS2 HOMO:pdb/(#0)'chain’A 406 E[TQRCN|SRYV YDNLITPAMI CAGFLQGNVD SCQGDS
added 301 ETQRCNSRYV YDNLITPAMI CAGFLQGNVD SCQGDS
351 361 3 381
TMPRSS2 HOMO.pdb(#0)’chain’/A 4561 CD T SWGSGC AKAYRP[GVYC NVMVFTDWIY RQMRAD .
added 351 IGDTSWGSGC AKAYRPGVYG NVMVFTDWIY RQMRADG

Supplementary fig. S7: Sequence alignment of original TMPRSS2 sequence obtained from

UniProt with developed Homology protein structure using UCSF Chimera.
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Supplemen'tary fig.S8.a: Druggable Pocket 4 containing aminoacid His 296 from Active
Catalytic triad.

from Active Catalytic triad.



Supplementary fig.S8.c: Druggable Pocket 9 contalnlng Amino acid Asp 345 from Active

Catalytic triad.
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Supplementary fig.S8.d: Druggability & other properties of 10 most Druggable Pockets.
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Supplementary fig.S9.a: The representation of 2D and 3D plots of (A) 3-TAPAP (B) DIF
(C) AEBSF (D) PAB (E) ULINASTATIN docked with TMPRSS2 and interactive site

residues along with hydrogen bonds as well as hydrophobic bond display.
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Supplementary fig. S9.b: The representation of 2D and 3D plots of (F) AESCULITANNIN

B (G) PROANTHOCYANIDIN A2 (H) GANODERIOL D (I) ECDYSTERONE (J)
MAGNOFLORINE docked with TMPRSS2 and interactive site residues along with hydrogen

bonds as well as hydrophobic bond display.
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Supplementary fig. S9.c: The representation of 2D and 3D plots of (K) JATRORRHIZINE
(L) TETRATRIACONTANE (M) BAICALEIN (N) HESPERETIN (O) FISETIN docked

with TMPRSS2 and interactive site residues along with hydrogen bonds as well as

hydrophobic bond display.
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Supplementary fig. S9.d: The representation of 2D and 3D plots of (P) NARINGENIN (Q)
CIS-CAPSAICIN (R) DIHYDROCAPSAICIN (S) 3,4-DICHLOROISOCOUMARIN (T)
APMSF docked with TMPRSS2 and interactive site residues along with hydrogen bonds as

well as hydrophobic bond display.



