	Criterion
	Description

	PS2 (Strong)
	De novo in patient; parents negative based on targeted NGS segregation analysis

	PM1 (Moderate)
	Located in known hotspot (DNA-binding domain)

	PM2 (Moderate)
	Absent from population databases

	PP3 (Supporting)
	Deleterious in silico prediction (CADD score: 23.4)

	PP4 (Supporting)
	Phenotype consistent with STAT1-GOF (CMC, TB, SLE, IL-17↓)


Table 1. Classification of the novel STAT1 variant (c.1160C>G; p.Thr387Arg) according to ACMG guidelines. This heterozygous missense variant, located in the DNA-binding domain, was classified as likely pathogenic based on the 2015 ACMG-AMP criteria. Supporting evidence includes its de novo occurrence confirmed by segregation analysis (PS2), location in a mutational hotspot (PM1), absence from population databases (PM2), predicted deleterious effect in silico (PP3), and clinical features consistent with STAT1-GOF (PP4).

