Integrating Medicinal Chemistry, Organic/Combinatorial Chemistry
and Computational Chemistry for the Discovery of Selective Estrogen
Receptor Modulators with FORECASTER, a Novel Platform for Drug
Discovery

Supporting Information

Eric Therrien, Pablo Englebienne, Nathanael Weill, Valérie Campagna-Slater, Andrew Arrowsmith,

Christopher R. Corbeil, Rodrigo Mendoza-Sanchez, Nicolas Moitessier*

Department of Chemistry, McGill University, 801 Sherbrooke St W, Montreal, QC, Canada H3A

2Ke6.

nicolas.moitessier @mcgill.ca



REACT

The chemical transformations to be carried out are defined in an editable text file (Figure S1). A set of
defined reactions is given in Figure S1 but additional reactions can be added. It is also possible to use a

generic functional group (e.g., X in reactant 1 and Y in reactant 2).

#rule funct_group cp keep_atom rm_atom new_atom
$o——— . ____  _______________
#1: peptide bond formation

Rulel carboxyl c o oh -

Rulel carboxylate c o o -

Rulel ester c o os -

Rule?2 amine_1 n3 hn, c3 hn -

Rule?2 ammonium_1 n4 hn, c3 hn, hn -

Rule?2 amine_2 n3 hn, c3,c3 hn -

Rule?2 ammonium_2 n4 hn,c3,c3 hn, hn -

#2: sulfonamide formation

#Rulel sulfonyl_cl s6 0,0 cl -
#Rulel sulfonyl_br s6 0,0 br -
#Rule?2 amine_1 n3 hn hn -
#Rule?2 ammonium_1 né hn hn, hn -
#Rule?2 amine_2 n3 hn hn -
#Rule?2 ammonium_2 n4 hn hn, hn -

#3: reductive amination

#Rulel aldehyde c hc o H
#Rulel ketone c c3,c3 o H
#Rule?2 amine_1 n3 c3 hn -
#Rule?2 ammonium_1 né c3 hn, hn -
#Rule?2 amine_2 n3 c3,c3 hn -
#Rule?2 ammonium_2 né c3,c3 hn, hn -

#4: Suzuki coupling

#Rulel aryl_chloride ca - cl -
#Rulel aryl_bromide ca - br -
#Rulel aryl_iodide ca - i -

#Rulel vinyl_chloride c2 - cl -
#Rulel vinyl bromide c2 - br -
#Rulel vinyl_iodide c2 - i -
#Rule?2 boron_acid_ar ca - b -
#Rule?2 boron_acid_al c3 - b -
#Rule?2 boron_acid_vi c2 - b -
#Rule?2 boron_ester_ar ca - b -
#Rule?2 boron_ester_al c3 - b -
#Rule?2 boron_ester_vi c2 - b -

#5: Dummy atoms
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