Table 2. Genotypes and clinical phenotypes of patients with high ISs.
	Patient
	Gender
	Age at IS analysis
	Disease-onset age
	IS
	Clinical manifestations
	CNS lesion
	Autoantibody
	Number of interfe
ronopathy-like symptomsa
	Genotype
	Treatment
	Efficacy

	
	
	
	
	
	Recurrent fever
	Chilblain
	Nodular erythema
	Panniculitis
	Myositis
	Transaminitis
	Other symptoms
	
	
	
	
	
	

	1
	M
	1y3m
	7m
	81.1/39.4/27.7/ 52.8/ 46.3
	+
	+
	+
	-
	+
	+
	None
	−
	Anti-DNA
Anti-ssDNA
Anti-dsDNA
	3
	Compound heterozygous mutations　in PSMB8
	1. PSL
2. Baricitinib
	1. Partial
2. Effective

	2b
	M
	6y
	11m
	32.9
	+
	+
	+
	-
	−
	−
	None
	−
	−
	3
	Possibly pathogenic variant found in WES
	Topical TAC
	N/D

	3b
	M
	42y
	Early childhood
	53.3
	−
	−
	+
	+
	−
	−
	None
	−
	ANA 1:40
	2
	Possibly pathogenic variant found in WES
	Topical steroid
	N/D

	4
	F
	3m
	At birth
	20.1
	−
	−
	+
	-
	−
	−
	Hepatosplenomegaly, anemia
	−
	ANA 1:40
	1
	Possibly pathogenic variant found in WES
	No treatment
	−

	5
	M
	4y
	6m
	13/ 2.6/ 11.9
	+
	−
	+
	-
	−
	−
	None
	−
	−
	1
	No known pathogenic mutations found in WES
	No treatment
	−

	6
	F
	1y6m
	10d
	34.4
	+
	+
	+
	-
	+
	+
	None
	−
	ANA 1:40
	3
	Possibly pathogenic variant found in WES
	Topical steroid
	partial

	7c
	F
	16y
	3m
	23.3
	+
	+
	+
	+
	−
	+
	Arthritis, iritis
	Basal ganglia calcification
	−
	4
	No known pathogenic mutations found in WES
	1.PSL, 2.CyA
3.MTX, 4.AZA
5.Adalimumab
6.Tocilizumab
	1,3,4,5. Partial
2.effective
6.ineffective

	8
	F
	7y
	1y
	72.9/45.2
	+
	+
	−
	-
	−
	+
	Livedo reticularis, ulcers, partial necrosis of liver, recurrent pneumoniae, arthritis
	−
	Anti-cardiolipin
Anti-smooth muscle
	1
	No known pathogenic mutations found in WES
	Colchicine
	Partial

	9
	M
	4y
	10d
	22.7/ 90.3
	−
	+
	+
	-
	−
	+
	None
	−
	Anti-smooth muscle
	2
	No known pathogenic mutations found in TS
	Topical steroid
	Partial

	10
	F
	1y10m
	1m
	9.5
	+
	−
	+
	-
	−
	−
	Interstitial pneumoniae, fever
	−
	−
	1
	No known pathogenic mutations found in TS
	1.PSL
2.hydroxychloroquine
	Both were effective to IP

	11c
	F
	7y
	6y4m
	45.7
	+
	−
	−
	−
	−
	+
	Thrombocytopenia, anemia, anasarca, rash, parotitis, hepatosplenomegaly, hypocomplementemia, acute renal insufficiency
	White matter hyperintensity
	ANA 1:160
Anti-SS-A
Anti-SS-B
	0
	No known pathogenic mutations found in TS
	1.mPSL pulse
2.IVCY, 3.AZA
4.MMF,
5.Rituximab
	Partial

	12
	F
	15y
	Early childhood
	35.9
	−
	−
	−
	−
	−
	−
	Anemia, polyclonal hypergammaglobulinemia, systemic lymphadenopathy, hepatosplenomegaly
	N/D
	ANA 1:80
Anti-cardiolipin
Anti-ssDNA
RF
	0
	No known pathogenic mutations found in TS
	Tocilizumab
	Effective

	13d
	F
	44y
	41y
	41/
11.3/
33.7
	+
	−
	−
	−
	−
	−
	Headache, abdominal pain, arthralgia, weight loss, refractory asthma
	−
	Anti-sm
	0
	No known pathogenic mutations found in WES
	1.PSL (for asthma)
2.Tofacitinib
	1.Ineffective
2.Partial

	14d
	F
	44y
	41y
	21.4
	+
	−
	−
	−
	−
	−
	Recurrent pneumoniae, persistent cough
	N/D
	ANA 1:40
	0
	No known pathogenic mutations found in WES
	No Treatment
	−

	15
	F
	18y
	14y
	53.3/ 23.4
	+
	−
	−
	−
	−
	−
	Myalgia, conjunctivitis, pharyngitis, abdominal pain, lymphadenopathy, pleural effusion, lytic lesion in a thoracic vertebra with soft tissue swelling.
	−
	ANA 1:40
	0
	No known pathogenic mutations found in TS
	PSL
	Effective

	16
	M
	1y10m
	8m
	37.6/15.4
	−
	−
	−
	−
	−
	+
	Craniosynostosis, elongation of APTT
	−
	ANA 1:40
Anti-dsDNA
Anti-cardiolipin

	0
	No known pathogenic mutations found in TS
	No Treatment
	−

	17
	F
	22y
	13y
	13.3/
6.0
10.0
	+
	−
	−
	−
	−
	−
	None
	−
	ANA 1:40
	0
	No known pathogenic mutations found in TS
	Colchicine
	Ineffective

	18
	M
	6y
	4m
	9.2/
1.1
	+
	−
	−
	−
	−
	−
	Cold-induced urticaria associated with fever and arthritis, recurrent conjunctivitis
	N/D
	−
	0
	No known pathogenic mutations found in WES
	Antihistamine
	Ineffective

	19
	F
	14y
	6y4m
	5.2
	+
	−
	−
	−
	−
	−
	Headache without meningitis, optic disc swelling
	−
	−
	0
	No known pathogenic mutations found in TS
	No Treatment
	−


a: Interferonopathy-like symptoms include nodular erythema, chilblain-like erythema, panniculitis, myositis, basal ganglia calcification, and interstitial pneumoniae. b: Patient 3 is the father of patient 2. c: Patient 7 and 11 have been previously studied[36,53]. d: Patient 13 is an elder sister of patient 14. 


[bookmark: _GoBack]M: male, F: female, TAC: tacrolimus, CyA: cyclosporine, MTX: methotrexate, AZA: azathioprine, mPSL: methylprednisolone, IVCY: intravenous cyclophosphamide, MMF: mycophenolate mofeti
4


