[bookmark: _heading=h.tjcjtzk3tngf]Supplementary File 1 - Overview of Patients Included in the Study
Hospital A was “Hospital das Clinicas” Faculdade de Medicina, Universidade de Sao Paulo (USP), Sao Paulo; hospital B “Hospital Israelita Albert Einstein” Sao Paulo, and hospital C “Hospital Universitario ‘Maria Aparecida Pedrossian”, Universidade Federal de Mato Grosso do Sul (UFMS), Campo Grande. Respiratory support denotes Intensive Care Unit. Paucisymptomatics denotes SARS-Cov-2 positive patients who were hospitalized with a mild clinical presentation but did not need respiratory support. 
	
	A
	B
	C
	all

	
	n = 249
	n = 396
	n = 300
	n =945

	Median age (IQR) — yr
	60 (23-82)
	40 (19-95)*
	46 (19-87)*#
	47 (19-95)

	Male sex — no. (%)
	139 (56)
	130 (33)*
	127 (42)*#
	482 (51)

	Respiratory support — no. (%)
	74 (30)
	56 (14)*
	150 (50)*#
	280 (30)

	Paucisymptomatics - no. (%)
	175 (70)
	340 (86)*
	150 (50)
	665 (70)

	Hypertension — no. (%)
	237 (95)
	32 (8)*
	63 (21)*#
	406 (43)

	Diabetes — no. (%)
	215 (86)
	14 (4)*
	37 (12)*#
	321 (34)


IQR interquartile range. * A vs B, A vs C : p< 0.05; # B vs C : p< 0.05

















Supplementary File 2 Selected SNVs 
GRCh38.p13

	SNP ID 
	Position
	Alleles
	Base pair Change
	Aminoacid Change
	Functional 
Effect

	rs12150220 
	chr17:5582047    
	A>T
	NC_000017.11:
g.5582047A>T
	NP_127497.1:
p.Leu155His
	Gain-of-funciton NLRP1

	rs11651270 
	chr17:5521757
	T>C
	NC_000017.11:
g.5521757T>C
	NP_127497.1:
p.Met1184Val 
	Gain-of-funciton NLRP1

	rs2043211  
	chr19:48234449
	A>T 
	NC_000019.10:
g.48234449A>T
	NP_001338713.1:
p.Cys10Ter
	Loss-of-function CARD8

	rs16944     
	chr2:112837290
	A>G 
	NC_000002.12:
g.112837290A>G
	NA; Upstream Transcript Variant
	Increase expression IL1B

	rs1834481   
	chr11:112153104
	C>G 
	NC_000011.10:
g.112153104C>G
	NA; Intron Variant
	Decrease plasma level IL18

	rs5744256   
	chr11:112152125
	A>G
	NC_000011.10:
g.112152125A>G
	NA; Intron Variant
	Decrease plasma level IL18

	rs12610495  
	chr19:4717660
	A>G
	NC_000019.10:
g.4717660A>G
	NA; Intron Variant
	eQTL: Decrease expression level DPP9

	rs8101703   
	chr19:4717175
	G>A 
	NC_000019.10:
g.4717175G>A
	NA; Intron Variant
	eQTL: Increase expression level DPP9






Supplementary File 3 - Row analysis
Row analysis included 280 severe patients and 665 paucisymptomatic (mild) patients. Allele frequencies of the minor or risk allele (MAF) are shown for the entire cohort and among severe and mild patients. Fisher test was applied to compare allele frequencies in the two groups. The P values and corresponding odds ratios and 95% confidence intervals (C.I.) are shown with respect to the minor allele. Statistical significant p-values are indicated in bold characters.

	SNV ID
	MAF
	Severe/Mild
	P value 
	Odds Ratio (95% C.I.)

	rs12150220
	0.35
	0.39/0.32
	0.0015
	1.36 (1.12- 1.65)

	rs11651270
	0.43
	0.45/0.41
	0.0864
	1.18 (0.98-1.42)

	rs2043211
	0.29
	0.29/0.23
	0.0034
	1.36 (1.11-1.69)

	rs16944
	0.44
	0.44/0.44
	1
	1 (0.83-1.20)

	rs1834481
	0.15
	0.16/0.21
	 0.0134
	0.71 (0.55 -0.94)

	rs5744256
	0.16
	0.12/0.17
	0.0022
	0.66 (0.51 -0.87)

	rs12610495
	0.22
	0.21/0.22
	0.6552
	0.95 (0.76- 1.18)

	rs8101703
	0.24
	0.23/0.25
	0.334
	0.90 (0.72-1.11)
























Supplementary File 4. LD plot
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Supplementary File 5. Raw haplotype analysis 

	Block	Haplotype
	Case Control 
Frequencies
	P Value

	Block 1 - DPP9
	
	

	AA
	0.546/0.532
	0.6359

	GA
	0.239/0.243
	0.8557

	AG
	0.215/0.225
	0.7034

	Block 2- NLRP1
	
	

	TA	
	0.482/0.522
	0.1578

	CT	
	0.308/0.258
	0.0492

	CA
	0.140/0.153
	0.5131

	TT
	0.070/0.067
	0.8106

	Block 3 - IL18
	
	

	AC
	0.878/0.821
	0.0048

	GG
	0.110/0.164
	0.0062
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