SUPPORTING INFORMATION

Sustainable synthesis of novel arylamide L-cysteine methyl esters
peptidomimetic derivatives: inhibitors of serine and cysteine-like
proteases

Aline Silveira Serralbo?, Daniel de Carvalho Santos?, Marghuel Aparecida Vieira Silveira®,
Débora Noma Okamoto®, Maria Aparecida Juliano®, Suzan Pantaroto de Vasconcellos®*,
Adriana Karla Cardoso Amorim Reis®*

a Universidade Federal de Sao Paulo, Departamento de Quimica, Instituto de Ciéncias Ambientais,
Quimicas e Farmacéuticas. Rua Prof. Artur Riedel, 275 - Jd. Eldorado - 09972-270 — Diadema, SP -
Brasil

b Universidade Federal de Sdo Paulo, Departamento de Biofisica, Instituto de Farmacologia de
Biologia Molecular. Rua Trés de Maio, 100, Vila Clementino, 04044020 - Sao Paulo, SP — Brasil

¢ Universidade Federal de Sao Paulo, Departamento de Ciéncias Farmacéuticas, Instituto de Ciéncias
Ambientais, Quimicas e Farmacéuticas. Rua Séo Nicolau, 210, Centro - 09913030 - Diadema, SP -
Brasil



Contents:

o Copies of TH and 13C SPeCHra...........ooeeiuiiiiiii e 3

e Enzymatic assays



Copies of *H and *C spectra.

(R)-methyl 2-benzamido-3-(tritylthio)propanoate (1a) - *H NMR in CDCl3
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R)-methyl 2-benzamido-3-(tritylthio)propanoate (1a) - 13C NMR in CDCl3
y y prop
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(R)-methyl 2-benzamido-3-(tritylthio)propanoate (1a) - COSY NMR in CDCl3
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(R)-methyl 2-benzamido-3-(tritylthio)propanoate (1a) - HSQC NMR in CDCls
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(R)-methyl 2-benzamido-3-(tritylthio)propanoate (1a) - HMBC NMR in CDCls
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(R)-methyl 2-(3-methoxybenzamido)-3-(tritylthio)propanoate (1b) - *H NMR in CDCls
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(R)-methyl 2-(3-methoxybenzamido)-3-(tritylthio)propanoate (1b) — *3C NMR in CDCl;
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(R)-methyl 2-(4-methoxybenzamido)-3-(tritylthio)propanoate (1c) - 'H NMR in CDCl;
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(R)-methyl 2-(4-methoxybenzamido)-3-(tritylthio)propanoate (1c) - *C NMR in CDCl3

L L =1 [=] =] [=] [=] =1 =1 =] =] g
= = =1 =} =] =} =} =1 =1 =] =] =
= =+ =1 =} =] =} =} =1 =1 =] =] =
L LU =] =] =} =] =] =] =] =} o —
— — =) =] M~ =] ['3] -+ 2] ol — [=] |
1 1 1 1 | 1 1 1 1 1 L | I
5
o
T
[
O
%) o =

L e —

NH

%®EIf— ———
ST
Sk 55—

TH GG e

HLC.

€9 9L
1’0'&} = =
Ji

9SETT

LHEET

0 9gr
COrear
GOVGET
GE BET

08 #k1

05 g9 —-—

099 — —————g

ML —

R8-Ste-3-MeO puro

Stephanie

11

170 160 150 140 130 120 110 100 a0 a0 70 (511 50 40 30 20 10
f1 (ppm)

180



(R)-methyl 2-(2-methoxybenzamido)-3-(tritylthio)propanoate (1d) - *H NMR in CDCls
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R)-methyl 2-(2-methoxybenzamido)-3-(tritylthio)propanoate (1d) - 13C NMR in CDCl3
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(R)-methyl 2-(4-nitrobenzamido)-3-(tritylthio)propanoate (1€) - 'H NMR in CDCl3
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(R)-methyl 2-(4-nitrobenzamido)-3-(tritylthio)propanoate (1e) - 3C NMR in CDCl;
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(R)-methyl 2-(3-nitrobenzamido)-3-(tritylthio)propanoate (1f) - 'H NMR in CDCl;
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(R)-methyl 2-(3-nitrobenzamido)-3-(tritylthio)propanoate (1f) - *C NMR in CDCl;
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(R)-methyl 2-(2-nitrobenzamido)-3-(tritylthio)propanoate (1g) - *H NMR in CDCl;
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(R)-methyl 2-(2-nitrobenzamido)-3-(tritylthio)propanoate (1g) - *C NMR in CDCls
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Enzymatic Assays.

Figure 1. 1(a-g) compounds influence on papain activity. Relative activities were determined by
measuring the initial velocity of hydrolysis of 10 uM Abz-KLFSSKQ-EDDnp by papain in presence of
25-70 uM of each 10 mM solution of the compounds. The assay conditions were described in Material

and Methods.
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Figure 2. 1(a-g) compounds influence on trypsin activity. Relative activities were determined by
measuring the initial velocity of hydrolysis of 10 puM Abz-KLRSSKQ-EDDNp by trypsin in presence of
500-5000 pM of each 10 mM solution of the compounds. The assay conditions were described in
Material and Methods.
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