Table S1. Demographic and clinical characteristics of the validation group (N=102).
	Parameters
	Overall (N=102)

	Gender (female/male)
	53/49

	Age (years, median [range])
	57.5 (15-83)

	HLH classification (primary/secondary/of unknown or uncertain origin)
	1/92/9

	Disease status (treatment-naïve/relapsed/refractory)
	86/11/5

	Fever (%)
	90/102 (88.2)

	Splenomegaly (%) 
EBV infection (%)
	75/102 (73.5)
36/101 (35.6)

	Hemophagocytosis (%)
	77/101 (76.2)

	NK-cell activity (reduced or absent/normal, %)
	73/95 (76.8)

	CNS involvement (%)
	10/102 (9.8)

	[bookmark: OLE_LINK4]Laboratory data*:
	

	   TG (mg/dL), median (IQR)
	255.5 (177.7, 350.1)

	   FIB (g/L), median (IQR)
	1.7 (1.2, 2.7)

	   FPG (mg/dL), median (IQR)
	142.7 (115.6, 173.2)

	   CRP (mg/L), median (IQR)
	40.9 (13.4, 78.3)

	   LDH (>1000U/L)
	29/101 (28.7)

	   Ferritin (>2000ng/mL)
	72/101 (71.3)

	HSCT for HLH (%)
Emapalumab treatment (%)
	9/102 (8.8)
21/102 (20.6)


Abbreviations: HLH: hemophagocytic lymphohistiocytosis; EBV: Epstein–Barr virus; NK: natural killer; CNS: central nervous system; TG: triglyceride; IQR: interquartile range; FIB: fibrinogen; FPG: fasting plasma glucose; CRP: C-reactive protein; LDH: lactate dehydrogenase; HSCT: hematopoietic stem cell transplantation.
[bookmark: OLE_LINK5]*: Results reported as median (25th, 75th percentiles) or as numbers (percentages).
