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Table S1. Summary of currently available therapeutic options against leishmaniasis

Drug Mechanism of action Indications Disadvantages References
Pentavalent Interaction with Intralesional (CL) Local irritation, [1]
antimonials sulfhydryl-containing Systemic (MCL) cardiac and hepatic
molecules alterations,
anorexia, nausea,
and vomiting
Amphotericin B | Parasite membrane Parenteral (VL, and Fever, [2][3][4,5]
disruption HIV co-infected, hypokalemia,
pregnant, and myocarditis, and
transplanted nephrotoxicity
patients)
Miltefosine Alteration of signaling | Oral (Declining due Gastrointestinal [6][7-11]
pathways to emerging alterations, [12][213][14]
Apoptosis-like cell resistances, hepatotoxicity and
death combinatorial teratogenic effects
Immunomodulatory therapies)
properties
Paromomycin Hinders protein Intramuscular (VL, Discomfort on [1][5][15]
synthesis and India) application site,
respiration low hepato- and
ototoxicity
Pentamidine Inhibition parasite Intramuscular Pancreatitis, [16,17][14][1]
DNA synthesis (complementary for | diabetes mellitus,
HIV co-infected hypoglycemia,
patients) hypotension,
cardiac alterations,
and hyperkalemia
Azoles Inhibition of parasite Combination Hepato- and [18][19][20,21][22]

sterol 14a-

demethylase (CYP51)

therapies

cardiotoxicity
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Table S2. Previous approaches on the inhibition of tandem BRCT domains.

Target Description References
BACH1 Libraries were explored using high throughput fluorescence | [23][24,25]
binding site of | assays. The pSXXF motif was annotated as the structural
BRCT(BRCA1) | minima for BRCT PPl inhibitor design.
BRCT(BRCA1), | Nanomolar affinity with BRCT(BRCA1) using peptidomimetic | [26][27]
BRCT(MDC1) | inhibition strategy was achieved. A conserved hydrophobic
and cluster (VLPF) relevant for inhibitor design was discovered.
BRCT(TopBP1)
BRCT(BRCA1) | A peptidomimetic BRCT(BRCA1) inhibition strategy was [28]
used to generate an effect similar to BRCA1l-knockdown in
vitro. This discovery opened new therapeutic opportunities
as BRCA1-knockdown cells are sensitive to PARP inhibitor
olaparib. However, used inhibitors were labile and had
short half-lives. Consequently, there was a need for
improvement the stability of BRCT binders.
BRCT(BRCA1) | Discovery of the first cell permeable BRCT(BRCA1) protein [29]
interaction inhibitor, which also displayed synergism with
Olaparib, etoposide, and sensitized treated cells to
apoptosis induced by ionizing radiation
BRCT(BRCA1) | Discovery of drug-like BRCT(BRCA1) inhibitor bractoppin, [30]

which interacted with BRCT in a similar way than the
consensus phosphopeptide. Bractoppin was also highly
selective for BRCT (BRCA1) and caused similar effects in the
treated cell than the previously cited peptide inhibitors.
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Table S3. Primers used in this work.
Target Type Sequence
CAPDH Fw CATCAAGTGCGTGAAGGCGC
Rv CGTCGGCGAGTACTCGTGCTG
Fw ACGGGAACGGTAACATTGCT
ABC Transporter A3 Rv GGCACAGCATCGAAATCGTC
ABC transporter C2 Fw GCAGCCCCATGATGTTTATT
Rv TCCGTTGCCTTCACTAGCTT
ABC transporter C6 Fw TGTCCTCTCAACACGCATCC
Rv TCGCAGAGCTCTTCAGTTGG
ABC transporter GA Fw TTGGTATCCCCGGCATTCTG
Rv AGCAGCACCACAAAGGGATT
ABC transporter G6 Fw AGCGCAAGGTGAAAAGCAAG
Rv CTCCTCGACGGTCACATAGC
ABC transporter H1 Fw CGGGTTTGTCTTTCAGTCGT
Rv CACCAGAGAGCATTGATGGA
PG Fw TCACTCTCGTTTGGTGGCTC
Rv AAAGGTCGTCGTGATGTGCT
. Fw CCCCAACACCGCTGACTAAT
Cyclin (CYCA) Rv TCCGACTGGCGGTCTATGTA
Cyelin6 Fw AGTACCCTGCACGCCTACTA
Rv TTGTTGTTGGCGCAGGAAAG
His-Lys-N Fw ACGCTAGAGTGCCGAAGAAG
Rv ACACTTCGCACCCGTCATAA
Hsp70 Fw CAAGGGTAAGAACCTGGCGT
Rv GATGGTGGCCTGGAAGTCAA
e Fw CGAGTTCGACAAGATGAACG
Rv ATTCCACTGTGAGTCCTTCG
VRPA Fw ATGGCGACACCAGACTTTGT
Rv CTGCGAGGGAGCATGGTTTA
SCNA Fw AGATGGACTACCGCAGCA
Rv CTCTGATTTCACCTCCGACTTG
opG3 Fw CTGGAGAACGTATCCTTTGC
Rv ACCTACCGTCTGTCCACG
oRP1L Fw CTCATGCGTCAGTGCAAGTG
Rv AAACAACGGGCAAAAAGCGA
op2 Fw AGTATAAGAAGCTCACCCCG
Rv GTTGTTGATGTTGTCTGCCG
Yol Fw AAGCTCCTTGGCAGCAAGAT
Rv TGTGTCGGAAAAAGCGCAAG
Tubulin Fw ATGCGTGAGGCTATCTGCATCCACAT
Rv TAGTGGCCACGAGCGTAGTTGTTCG
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