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'H and *C NMR spectra

NMR spectra in CDCIs from final compounds synthesized by the authors are included.
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Compound 8a (AD174)
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Compound 8b (AD157)
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Compound 9a (AD242)
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Compound 9b (AD239)
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Compound 9c (AD245)
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Compound 9d (AD258)
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Compound 11b (AD206)
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Compound 13a (AD145)
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Compound 13b (AD193)
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Compound 14a (AD181)
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Compound 14b (AD182)

Nomalized Intenstty

MO1(m)

09

08

074

LLE

04

03

Normalized Intensity

024

0.1 4

T T T T T
85 80 s5 50 45 40 3s 30 25 20
Chemical Shift (ppm)

wos(s) 120

i
8
—ar

M)
Mi2(s)

M13(SIa14(s)

3786

— 3748
—3126
—2681

2
&
[

u1dim)

195 150 185 180 155 | 160 148

140

135

1o 105 100 95 S0 8% B9 75 10 @ & 80 S5 S0 & 45

130 5
Chemical Shift (ppm}

125 120

S13



Compound 15a (AD220)
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Compound 15b (AD226)
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Compound 15d (AD217)
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Compound 15e (AD219)

09 4
08 4
07 4
08 3
0s 4

04 4

Normalized Infensity

03 4

02 4

01 4

MOt (m)

Vbl

732

Mo1(s!

18679 1

Normalized Intensty

T T T
75 70 85 60 55 50 45 40 as
Chemical Shift (ppm)

Mo2(s)

8

MO3(m)

2 MOS(s)

M11(s)

8

8

M12(m)

—35m

3511

190 185 180 165

105 100 9 9 8 80 75 70
Chemical Shift (ppm)

145 140 135 130 125 15 110

S17



Compound 16a (AD225)
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Compound 16b (AD234)
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Compound 16b (AD267)
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Molecular modeling analysis

Table S1. Docking Score values of the 19 compounds in the presence of S1R and S2R. The Docking

score values correspond to the average values of the compounds’ stereoisomers.

Compound  D-Score* SIR D-Score* S2R

7b -8.78 -8.10
8a -8.53 -8.02
8b -9.41 -8.24
9a -9.47 -7.50
9b -9.29 -8.05
9¢ -10.07 -8.35
9d -9.63 -8.05
11b -8.91 -9.04
13a -9.13 -8.44
13b -9.77 -8.88
14a -9.75 -8.76
14b -9.82 -9.18
15a -11.16 -7.74
15b -10.19 -7.42
15d -10.10 -8.36
15¢ -10.42 -8.60
16a -9.81 -8.93
16b -10.37 -8.92
16¢ -10.25 -8.39

“Docking Scores values are expressed in kcal/mol.
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PDB 7M95 7 MGTLGARRGLEWFLGFYFLSHIPITLLMDLQGVLPRDLYPVELRNLQQWY 56

IR I A R R AR R RN N RN R AR R
SIGMA 2 human 1 MGAPATRRCVEWLLGLYFLSHIPITLFMDLQAVLPRELYPVEFRNLLKWY 50

PDB 7M95 57 IEEFKDPLLQTPPAWFKSFLFCELVFQLPFFPIAAYAFFKGGCKWIRTPA 106

<ELLLCELEEE LEELECEEEEEE L e L= DT DLl TL] L
SIGMA 2 human 51 AKEFKDPLLQEPPAWFKSFLFCELVFQLPFFPIATYAFLKGSCKWIRTPA 100

PDB 7M95 107 IIYSVHTMTTLIPILSTLLLDDFSKASHFRGQGPKTFQERLFLISVYIPY 156

FEERERERTETER e tas PP E e e leaal b lalel]a]]
SIGMA 2 human 191 IIYSVHTMTTLIPILSTFLFEDFSKASGFKGQRPETLHERLTLVSVYAPY 150

PDB 7M95 157 FLIPLILLLFMVRNPYYK 174

SN EIBEIR
SIGMA 2 human 151 LLIPFILLIFMLRSPYYK 168

Figure S1. Sequence alignment between human and bovine S2R (PDB model 7M95). The single and
the double dots indicate the different and similar residues between the human and bovine S2R
sequences, respectively.

Table S2. Count and percentage of actives in top N% of results for S1R.

% Results 1 2 5 10 20
# Actives 1 1 3 3 7
% Actives 6.7 6.7 20.0 20.0 46.7
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Figure S2. Percent screen plot for S1IR. The percentage of the processed compounds and the
percentage of the identified active compounds are reported on the abscissa and on the ordinate axes,
respectively.
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Table S3. Count and percentage of actives in top N% of results for S2R.

% Results 1 2 5 10 20
# Actives 5 7 11 13 15
% Actives 33.3 46.7 73.3 86.7 100.0
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Figure S3. Percent screen plot for S2R. The percentage of the processed compounds and the
percentage of the identified active compounds are reported on the abscissa and on the ordinate axes,
respectively.
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