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C. difficile RPRE2 germination in presence of varying
_ concentrations of compound 17 (BHIS + TCA)
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concentrations of compound 18 (BHIS+TCA)
12
g
§ =4=0.20 mM
=]
-5-0.10 mM
g m
= ~4—0.05 mM
§ —=0.01 m
2 os
=) i ——Control
o 5 10 15 0
Time {min)

C. difficile RPRE2 germination in presence of varying
concentrations of compound 7 (BHIS+TCA)
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Figure S1. Spores of the RPRE2 strain of C. difficile were incubated in BHIS with 2000 uM
TCA (which promotes germination). Both compounds 17 and 18 failed to inhibit spore
germination at concentrations as high as 200 uM. In contrast, compound 7 completely inhibited
spore germination at 50 uM. For experimental conditions, see Stoltz et al. J. Med. Chem. 2017,
60, 3451-3471.
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Figure S4. 3C NMR spectrum of 15 (100 MHz, CDCls).
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Figure S5. 'H NMR spectrum of 16 (400 MHz, DMSO-dg).
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Figure S6. 3C NMR spectrum of 16 (100 MHz, DMSO-dy).
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Figure S7. '"H NMR spectrum of 17 (400 MHz, DMSO-d).
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Figure S9. 'H NMR spectrum of 18 (400 MHz, DMSO-dg).
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Figure S11. BCNMR spectrum of 19 (100 MHz, DMSO-dj).
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Table S1: TGRS Agonist Activity of CDCA Analogs (Individual Experiments)

Compound R! X ECsy (nM)
(o]
16 -OMe A, 74.9, 78.8
(0]
15 -OMe N N N 35.0, 64.0
H
(o] OH QH
17 “OMe -/\)J\N/\(‘Y\/OH 22.6,32.8, 44.6
H OH OH
(o] OH QH
18 -OMe -/\)LN/\[/‘Y\/OH 60.1, 64.6
I\It’le OH OH
(0] (0] OH (:.)H
./\)]\N/\\/\ﬁ)kl/‘\l/\/OH
19 -OMe ﬁo o oPH OH 597.1,537.6
N “_ _OH
H OH OH
o 816.5, 941.6, 1080.5,
TLCA -H AL~ SOH
H 1182.8
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