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Supplementary Table 1. 
Calculation of the HScore, adapted from Fardet et al.3
	Parameter
	Number of points (criteria for scoring)

	Known underlying immunosuppression*
	0 (no) or 18 (yes)

	Temperature (°C)
	0 (<38.4), 33 (38.4 – 39.4), or 49 (>39.4)

	Organomegaly
	0 (no), 23 (hepatomegaly or splenomegaly), or 38 (hepatomegaly and splenomegaly)

	Type of cytopenias+
	0 (1 lineage), 24 (2 lineages), or 34 (3 lineages)

	Ferritin (µg/liter)
	0 (<2,000), 35 (2,000 – 6,000), or 50 (>6,000)

	Triglycerides (mmol/liter)
	0 (<1.5), 44 (1.5 – 4), or 64 (>4)

	Fibrinogen (g/liter)
	0 (>2.5) or 30 (2.5)

	Serum aspartate aminotransferase (ASAT) (IU/liter)
	0 (<30) or 19 (30)

	Hemophagocytosis features on bone marrow aspirate
	0 (no) or 35 (yes)



*  Human immunodeficiency virus positive or receiving ling-term immunosuppressive therapy   (i.e. glucocorticoids, cyclosporine, azathioprine)

+ Defined as a hemoglobin level of 9.2 g/dl and/or a leukocyte count of 5,000/mm3 and/or a platelet count of 110,000/mm3






Supplementary Table 2.
Information on patients with HLH-associated mutations.
	Patient
	Sex
	Age at diagnosis
	Triggering disease
	Mutated gene

	1
	Male
	23
	CMV/EBV co-infection
	XIAP (XLP-2)

	2
	Male
	19
	EBV/H1N1 infection
	SH2D1A (XLP-1)

	3
	Female
	43
	NK/T-cell lymphoma
	PRF1 (A91V/Q405X compound heterozygous)

	4
	Male
	51
	Idiopathic
	PRF1 (A91V homozygous)

	5
	Female
	24
	EBV infection
	RAB27A (Griscelli syndrome type 2)



Abbreviations: EBV, Epstein-Barr virus; CMV, Cytomegalovirus; XLP, X-linked lymphoproliferative disease; XIAP, X-linked inhibitor of apoptosis protein; SH2D1A, SH2 domain-containing protein 1A; PRF, Perforin; RAB27A, Ras-related protein Rab-27A.









Figure legends
Supplementary Figure 1. 
Flow chart illustrating the enrollment process and eligibility for data analysis.

Supplementary Figure 2.
Scatter plot illustrating the relationship between HLH-2004 diagnostic criteria and the HScore. Using Pearson´s r, there was a strong positive correlation between number of fulfilled diagnostic criteria and the HScore (r=0.75, p<0.001).
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