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Introduction. Major depressive disorder (MDD) is a complex psychiatric condition influenced by genetic and environmental factors. The orexinergic system and brain-derived neurotrophic factor (BDNF) pathways regulate mood, neuroplasticity and stress response. Genetic polymorphisms in these pathways have been implicated in MDD, though evidence across populations remains inconsistent.
Aims. This study aimed to examine the association of selected single nucleotide polymorphisms (SNPs) in orexin/hypocretin (rs2271933, rs10914456, rs4030470) and BDNF (rs6265, rs2653349, rs962369) genes with MDD in an Indian cohort, and to explore possible correlations with symptom severity and antidepressant response.
Methods. Patients with clinically diagnosed MDD (n=25) and age- and gender-matched healthy controls (n=25) were recruited. Genomic DNA was extracted, and SNPs in orexin receptor genes (HCRTR1, HCRTR2) and BDNF gene were genotyped using PCR-based assays and confirmed by Sanger sequencing. Genotype frequencies were compared between groups using Chi-Square/Fischer’s exact test.  Associations with clinical parameters were assessed using Spearman rank correlation.
Results. No significant differences in genotype distributions were observed between MDD patients and healthy controls. Similarly, no significant associations were identified with baseline severity or treatment outcomes.
Discussion. The absence of significant associations suggests that the analyzed orexin and BDNF variants may not play a major role in MDD susceptibility in this cohort. These findings contribute to important population-specific evidence, highlight the genetic heterogeneity of MDD and emphasize the need for larger, multi-ethnic studies.
