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Figure SF-1 Structure of the biscoumarin derivatives used for the study.
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Figure SF-2: NMR and HRMS of MN-1 used for the study.
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Figure SF-3: NMR and HRMS of MN-2 used for the study.
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Figure SF-4: NMR and HRMS of MN-3 used for the study.
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Figure SF-5: NMR and HRMS of MN-4 used for the study.
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Figure SF-6: NMR and HRMS of MN-5 used for the study.
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Figure SF-7: NMR and HRMS of MN-6 used for the study.
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Figure SF-8: NMR and HRMS of MN-7 used for the study.
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Figure SF-9: NMR and HRMS of MN-8 used for the study.



3 REXIIITIARNLEINERY 3338588 |45
T e e |
4.0
/ L3s
A J J If
3.0
2.5
2.0
~1.5
=1.0
0.5
_/‘JL AL ! T
P EE) R A= S Ey
13.0 lé.S 1‘2.0 1‘1.5 li.O 16.5 1(5.0 9‘.5 9‘.0 8‘.5 8‘.0 7‘.5 7‘.0 6‘.5 E‘.D
OH f1 (ppm)
el 283.0598
i (o] OO o
O/o_
189.0171 335.0549
g 445 0922
] 207.0276
446 _ 0957
336.0581
] 163.0372 T
o I 3 | = [T lL A L FRl = |, 337 OGOO N | l L
Trrr e e T Ty e T T T v=|||nu-|v!' vl l|-"|"'r|'-"|'r"|-'
100 150 200 250 300 350 400 450 500
Mass Calc. Mass mDa PPM DBE 1=EIT Norm Conf (%) Formula
445,0922 445.0923 -0.1 —-0.2 i g7 935. 7 n/a n/a @25 H17.108

Figure SF-10: NMR and HRMS of MN-9 used for the study.
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Figure SF-11: NMR and HRMS of MN-10 used for the study.
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Figure SF-12: NMR and HRMS of MN-11 used for the study.
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Figure SF-13. 3D and 2D docked poses of all the biscoumarin derivatives against ATP binding cavity of NS3H

protein.

Figure SF-14. Docked pose overlay of best lead MN-9 (grey), simultaneously docked along with ATP (green)
inside the ATP binding cavity of NS3H protein.
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Figure SF-15. 3D and 2D docked poses of all the biscoumarin derivatives against RNA binding cavity of NS3H

protein.
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derivatives with the best binding ability for the NTP binding cavity of NS3H binds directly to the NTP binding
site and causes NTPase inhibitory activity. However, the biscoumarin derivatives having the best binding
affinity against the RNA binding cavity binds to the RNA binding site and causes structural modification to the
ATP binding site, and imparts a negative impact on the biscoumarin’s binding against NTP binding site of the
protein. However, we propose that either biscoumarin binds to NTP binding cavity or biscoumarin binds to the
RNA binding cavity; the modulation in the NS3H protein occurs in both the case and antiviral activity is also

expected in both the case.



