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INTRODUCTION

The structural effects of nsSNPs associated with higher leprosy
risk are described in Table 3.

Leprosy, caused bV Mycobacterium leprae, shows Gene SNP ID Stability 55 Element Torsion [Pi:s:lilfcnt—;{::lﬂﬂﬁ
variations in individual susceptibility, which may be
linked to genetic differences in the exome. Exonic TLR2 rs5743708 Stabilising Other (turns, coils, ete.)  Favourable 1.0
single nucleotide polymorphisms (SNPs) can influence  sLc2aa3 rs780568 Destabilising  Helix Unfavourable 1.0
immune response and disease progression. This study HIF1A rs142178458 Destabilising Other (turns, coils, etc.) Favourable -0.66
ailmed to analyze, in silico, the functional and APOE rs429358 Destabilising  Helix Favourable 3,63
structural impact of exonic SNPs associated with  APGE 57412 Stabilising  Helix Unfavourable 8.67
leprosV susceptibility. MCKIPSD rs145562243 Destabilising Other {turns, coils, etc.) Unfavourable -5.53
CARDS rs149308743 Destabilising Helix Unfavourable -0.13
M E T H O D S ILZ3R rs/64157869 Destabilising Other (turns, coils, etc.) Unfavourable 0.67
TYK2 rs55882956 stahilising Other (turns, coils, etc.) Unfavourable 0.76
Literature data on leprosy-risk SNPs were retrieved noo: 15104895438 Destabilising  Helix Unfavourable 3.24
from PubMed and SciELO. Analyses were conducted on PELR rs1052176 Stabilising Sheet Favourable 0.3

synonymous (sSNP) and non-synonymous SNPs

The structural patterns in relation to the molecular alterations
and conservation of the nsSNPs associated with a higher risk of
leprosy are described in Table 4.

(nsSNP). For sSNPs, predictions included effects on
mRNA structure (RNAfold, CycleFold, Kinefold),
splicing (MaxEnt Scan, Ex Skip), and miRNA binding

. MutPred
(TargetScan Score). For nsSNPs, protein damage was Cene SNPID SR ConSurf Conzervation Profile
. . Molecular Mechanizms
assessed using SIFT, PolyPhen 2, PhD-SNP, SNPs & GO, . ELM Motifs .
TLR2 ra5743708 Mome Mona Highlv conserved, expozad,
and Predict SNP 2. Pathogenicity filters identified 11 B ' functional rasidue.
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described in Table 1. : ' residue.
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Gene SNPID ENAfold Kinefold Cyclefold MaxEntScan EX SKIP TargetScan Global ELWMEQOOGIS3, . - - .
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(jlé'glfmul} (Kcalimol) base pairings)  (Kcalimol) (SSc::rE} FLME00 '_|:||5; Transmembrans [.;1::1?11.1:1 Lose of Sulfation = fl&.tn:tinual rea.ui-:lue. :
TGFBR2 12228048 020 14 71 1536 Without mut: 50, 111,045 -0.21 0.103 ELMEQD00146, T
- With mut: 57, 111, 0.51 PS00004
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CONCLUSIONS

*Frequency of existing variant in 1000 Genomes combined population.

The functional effects of nsSNPs associated with higher
leprosy risk are described in Table 2.

Gene SNFID Amino Acid SIFT Poly PhD- SNPs &  Predict FunSeq CADD DANN GWAVA FATHMM

Change Phen? SNP GO SNP 2" . . o o .
TR?  ©SMI8 gy D D D DD D T D D D This study identified 12 exonic SNPs (1 sSNP and 11
TLR1 14833095 \oage T T T T T D T T a D X X . :
PTPN22 1476601  wrerom T T T T T T T T D T nsSNPs) as potentlal candidates for further in vivo
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a Not found. *Frequency of existing variant in 1000 Genomes
combined population. # Predict SNP 2. D= Deleterious. T= Tolerated.



