Table S1 Variants Uncertain Significance detected in the study and their predicted pathogenicity according to six knowledgebases
	No.
	Samples
	Gene
	Coding sequence
	Amino Acid Change
	Variant Type
	ClinVar
	VarSome - ACMG
	Franklin - AMP
	Franklin - ACMG
	InterVar ACMG/
AMP
	Cancer
Var
	Cancer
Var:
OPAI
	Cancer Genome Interpreter

	1
	AN-050
	ABL1
	c.2581G>A
	p.Ala861Thr
	Missense
	Not provided​
	Likely Benign
	Tier 3
	VUS
	Likely Benign
	Tier 3
	0
	Passenger

	2
	AN-079
	ALK
	c.468delG
	p.Glu160ArgfsTer26
	Frameshift Deletion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	VUS
	-
	-
	-
	-

	3
	AN-015
	APC
	c.4918C>T
	p.Arg1640Trp
	Missense
	Conflicting interpretations of pathogenicity​
	Uncertain Significance
	Tier 3
	VUS
	Uncertain Significance
	Tier 3
	0.95
	Passenger

	4
	AN-050
	APC
	c.6019T>C
	p.Tyr2007His
	Missense
	Conflicting interpretations of pathogenicity​
	Uncertain Significance
	Tier 3
	VUS
	Uncertain Significance
	Tier 3
	0.33
	Passenger

	5
	AN-147
	APC
	c.3634_3635insA
	p.Ser1212TyrfsTer5
	Frameshift Insertion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	Moderate Oncogenic Support
	-
	-
	
	-

	6
	AN-157
	ATM
	c.5812T>A
	p.Tyr1938Asn
	Missense
	Uncertain significance​
	Uncertain Significance
	Tier 2
	Low Oncogenic Support
	Uncertain Significance
	Tier 3
	0.67
	Driver

	7
	AN-006; AN-026; AN-027
	BRAF
	c.2127_2128insT
	p.Ile710TyrfsTer6
	Frameshift Insertion
	Not reported in ClinVar
	Uncertain Significance
	Tier 1
	VUS
	-
	-
	-
	-

	8
	AN-131
	BRAF
	c.78_79insGCCGGC
	p.Gly32_Ala33dup
	Non-frameshift Insertion
	Conflicting interpretations of pathogenicity​
	Likely Benign
	Tier 1
	Low Oncogenic Support
	-
	-
	-
	-

	9
	AN-002; AN-211
	ERBB2
	c.1466C>T
	p.Pro489Leu
	Missense
	Uncertain significance​
	Uncertain Significance
	Tier 2
	VUS
	Uncertain Significance
	Tier 3
	0.07
	Driver

	10
	AN-033; AN-059
	IDH1
	c.548A>G
	p.Tyr183Cys
	Missense
	Not provided​
	Likely Benign
	Tier 4
	Likely benign
	Benign
	Tier 2
	0.12
	Passenger

	11
	AN-131
	IDH1
	c.13delA
	p.Ile5SerfsTer7
	Frameshift Deletion
	Not provided​
	Uncertain Significance
	Tier 2
	VUS
	-
	-
	-
	-

	12
	AN-001
	JAK3
	c.2660G>A
	p.Arg887His
	Missense
	Uncertain significance​
	Uncertain Significance
	Tier 3
	VUS
	Uncertain Significance
	Tier 3
	0.41
	Driver

	13
	AN-088
	JAK3
	c.23C>T
	p.Thr8Met
	Missense
	Uncertain significance​
	Uncertain Significance
	Tier 3
	VUS
	Uncertain Significance
	Tier 3
	0
	Passenger

	14
	AN-003; AN-004; AN-017; AN-025; AN-029; AN-032; AN-036; AN-050; AN-056; AN-095; AN-179; AN-239; AN-248
	KDR
	c.889G>A
	p.Val297Ile
	Missense
	Not provided​
	Uncertain Significance
	Tier 4
	Benign
	Benign
	Tier 3
	0.23
	Passenger

	15
	AN-015
	RET
	c.2148_2149insA
	p.Trp717MetfsTer52
	Frameshift Insertion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 1
	VUS
	-
	
	-
	-

	16
	AN-006
	SMO
	c.69_70insCT
	p.Gly24LeufsTer32
	Frameshift Insertion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	VUS
	-
	-
	-
	-

	17
	AN-248
	SMO
	c.74delA,c.73delG
	p.Asp25AlafsTer30
	Frameshift Deletion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	VUS
	-
	-
	-
	-

	18
	AN-009
	SMO
	c.74delA
	p.Asp25AlafsTer30
	Frameshift Deletion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	VUS
	-
	-
	-
	-

	19
	AN-006;
AN-025; AN-026; AN-040; AN-101
	SMO
	c.73delG
	p.Asp25ThrfsTer30
	Frameshift Deletion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 2
	VUS
	-
	-
	-
	-

	20
	AN-001
	TP53
	c.466delC
	p.Arg156AlafsTer14
	Frameshift Deletion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 1
	Likely Pathogenic
	-
	-
	-
	-

	21
	AN-029
	VHL
	c.479_480insA
	p.Arg161AlafsTer13
	Frameshift Insertion
	Not reported in ClinVar
	Likely Pathogenic
	Tier 1
	Likely Pathogenic
	-
	-
	-
	-

	22
	AN-14; AN-040
	VHL
	c.3G>T
	p.Met1?
	Missense
	Conflicting interpretations of pathogenicity​
	Likely Pathogenic
	Tier 1
	VUS
	Uncertain Significance
	Tier 2
	0.97
	-



Figure S1 Forest plots of odds ratios of CHEK2, VHL, pathogenic mutations (listed in ClinVar), predicted pathogenic mutations (via ClinVar or at least 2 other knowledgebases), all detected alterations, and  KRAS, VHL, HNF1A, TP53, and ATM pathogenic mutations, predicting RCC (n = 52) (A) and fast-growing kidney tumors (n = 35) (B), and odds ratios adjusted for gender and HDL predicting RCC (n = 45) (C) or fast-growing tumors (n = 35) (D). Odds of KRAS, VHL, HNF1A, TP53, and ATM pathogenic mutation prediction of RCC not shown due to infinite numbers. OR – odds ratios, 95 % CI – confidence interval.
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