Supporting Information

1. Ligand Docking Result

Induced-fit docking (Schrodinger suites, Release 2022-1) were performed to investigate
the binding poses of TF2 with WT and K103N RT, respectively. Standard protocol was
used and maximum 20 docking poses were generated per ligands. The non-nucleoside
reverse transcriptase inhibitor (NNRTI) RPV binding pocket was selected as the
binding pocket. The other parameters were set as default. The binding conformations
of each analogue with best IFDs core were selected for analysis and next step MD
simulations. The docking results showed that TF2 and the co-crystallised inhibitor RPV
share the same chemical scaffold (Figure 1 SA and SB) and adopted a common pose
(U shape) in the NNRTI-binding site of WT and K103N RT (Figurel SC and SD). And

they were used as starting structures for the MD simulation.

Figure S1. A) Superposition of TF2 (light pink) and the co-crystallised compound RPV (green)
with HIV-1 WT RT. B) Superposition of TF2 (light blue) and the co-crystallised compound RPV
(green) with HIV-1 K103N RT. The starting structure of TF2 for MD simulation with the x-ray
structure C) 2zd1 (HIV-1 WT RT) and D) 3meg (HIV-1 K103N RT), respectively.



2. 'H and *C NMR spectra of TF1-17

'H and *C NMR spectra of TF1
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'H and *C NMR spectra of TF2
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'H and 3C NMR spectra of TF3

F11000
10000
~9000
8000
7000
(6000
2000
+-4000
3000
(2000
+-1000
L-1000
8000
7500

7000
6300
6000
3300
32000
(4500
4000
3500
3000
2500
2000
1300
t-1000
500

=500

a9l
b Epind

OguT 3¢ 6
fer e [ n QST 65 6L
DSWI 25 2 i DSHT 03 65
OTWI 252 OSHI 10 0F

OSHI 22 0F
OSHI £F ‘0%
L= OSWIT £3°0F

nEg— T Um E00'g

02K 9T —_—

Fa no—

ns— e ——_— =w

=11

®-g0°z

Fose

SN S I

t0ar—

] 28°871—

I
=z

v\IN/ ) o oeEs
4

CN

oor— — =960 61081~

CN
|
0.

bl ¥6°891—

1 (ppm)

T T T T T
160 150 140 130 120 110 100

70

I

180

80



'H and 3C NMR spectra of TF4
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'H and 3C NMR spectra of TF5
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'H and 3C NMR spectra of TF6
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'H and 3C NMR spectra of TF7
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'H and 3C NMR spectra of TF8
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'H and 3C NMR spectra of TF9
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'H and *C NMR spectra of TF11
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'H and *C NMR spectra of TF12
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'H and '3C NMR spectra of TF13
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'H and 3C NMR spectra of TF14
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'H and 3C NMR spectra of TF15
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'H and 3C NMR spectra of TF16
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'H and 3C NMR spectra of TF17
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