	ATM
	APC
	AXIN2
	BAP1
	BARD1

	BLM
	BMPR1A
	BRCA1
	BRCA2
	BRIP1

	CDH1
	CDK4
	CDKN2A
	CHEK2
	EPCAM

	DDB2
	ERCC2
	ERCC3
	ERCC4
	ERCC5

	FANCA
	FANCC
	FH
	FLCN
	GALNT12

	HDAC2
	HOXB13
	MEN1
	MET
	MITF

	MLH1
	MSH2
	MSH3
	MSH6
	MUTYH

	NBN
	NF1
	NF2
	NTHL1
	PALB2

	PMS2
	PMS2CL
	POLD1
	POLE
	POLH

	PTCH1
	PTEN
	RAD51C
	RAD51D
	RB1

	RET
	SMAD4
	STK11
	TP53
	TSC1

	TSC2
	VHL
	WT1
	XPA
	XPC


Supplementary Table 1: Genes included in the hereditary cancer panel




















Supplementary Table 2: Clinical characteristics of patients with germline P/LP variants
	Case ID
	Age at diagnosis, years
	ISUP grade group
	Metastatic disease
	Study-defined family history
	First-degree relative with prostate cancer
	NCCN family history criteria fulfilled
	At least one NCCN germline testing indication fulfilled
	Personal history of a secondary malignancy

	6
	65
	Missing
	Yes
	Yes
	No
	No
	Yes
	No

	11
	76
	Missing
	Yes
	Yes
	Yes
	Unknown
	Yes
	No

	18
	52
	Missing
	No
	Missing
	Missing
	Missing
	Missing
	Yes

	22
	70
	3
	Yes
	Yes
	No
	Yes
	Yes
	No

	35
	75
	Missing
	Yes
	Yes
	No
	No
	Yes
	No

	39
	73
	5
	No
	Yes
	No
	Unknown
	Yes
	No

	42
	58
	Missing
	Yes
	Missing
	Missing
	Missing
	Yes
	No

	49
	76
	Missing
	Yes
	Yes
	No
	No
	Yes
	No

	50
	45
	Missing
	Yes
	Missing
	Missing
	Missing
	Yes
	Missing

	52
	58
	5
	Yes
	Yes
	No
	No
	Yes
	Missing

	56
	65
	4
	Yes
	Yes
	No
	Yes
	Yes
	No

	57
	45
	5
	Yes
	Yes
	No
	Yes
	Yes
	No

	58
	59
	Missing
	Missing
	Yes
	No
	Yes
	Yes
	No

	83
	65
	Missing
	Yes
	No
	No
	No
	Yes
	No

	95
	60
	5
	Yes
	Yes
	No
	No
	Yes
	No

	99
	50
	4
	Yes
	Yes
	Yes
	Unknown
	Yes
	No

	113
	76
	2
	No
	Yes
	Yes
	Unknown
	Unknown
	No

	115
	53
	5
	No
	Missing
	Missing
	Missing
	Yes
	Yes

	120
	70
	3
	Yes
	No
	No
	No
	Yes
	No

	127
	58
	Missing
	Missing
	Missing
	Missing
	Missing
	Missing
	Yes

	128
	60
	2
	Yes
	Yes
	Yes
	Unknown
	Yes
	No

	135
	63
	Missing
	Yes
	Yes
	No
	No
	Yes
	No

	139
	63
	1
	No
	Yes
	Yes
	Unknown
	Unknown
	No

	142
	51
	4
	No
	Yes
	Yes
	Unknown
	Yes
	No

	151
	57
	Missing
	No
	No
	No
	No
	Missing
	No

	167
	60
	4
	Yes
	Yes
	No
	No
	Yes
	No

	178
	50
	5
	Yes
	Yes
	Yes
	Unknown
	Yes
	No

	198
	57
	2
	No
	Yes
	Yes
	Yes
	Yes
	Yes

	216
	55
	3
	No
	Yes
	Yes
	Unknown
	Unknown
	No

	217
	60
	5
	Yes
	Yes
	No
	No
	Yes
	No

	223
	60
	3
	No
	Yes
	Yes
	Unknown
	Unknown
	No

	231
	73
	3
	No
	Yes
	Yes
	Yes
	Yes
	No

	244
	64
	Missing
	Missing
	Yes
	No
	Yes
	Yes
	No

	249
	68
	Missing
	Yes
	Yes
	Yes
	Unknown
	Yes
	No

	Missing indicates that the corresponding clinical information was unavailable. Unknown indicates that available information was insufficient for NCCN classification.

	Abbreviations: ISUP, International Society of Urological Pathology; NCCN, National Comprehensive Cancer Network; P/LP, pathogenic/likely pathogenic.





Supplementary table 3: Germline variants of uncertain significance identified in the study cohort
	Case
	Gene
	Transcript
	Variant(s)
	Protein change

	1
	EPCAM
	NM_002354
	c.493G>A
	p.Ala165Thr

	2
	NF1
	NM_000267
	c.7729T>C
	p.Tyr2577His

	3
	AXIN2
	NM_004655
	c.851A>C, c.304G>C
	p.His284Pro, p.Glu102Gln

	4
	BRCA2
	NM_000059
	c.77C>T
	p.Pro26Leu

	5
	BARD1 
CDK4
	NM_000465 
NM_000075
	c.1350T>G 
c.104A>T 
	p.Asn450Lys 
p.(Lys35Met)

	7
	ATM
	NM_000051
	c.6554T>C
	p.Ile2185Thr

	8
	NF1
	NM_000267
	c.8514C>G
	p.Ile2838Met

	10
	CHEK2
	NM_001005735.1
	c.1556C>T
	p.(Thr519Met)

	12
	BRCA2
	NM_000059
	c.3318C>G
	p.Ser1106Arg

	13
	POLD1
	NM_001256849
	c.1465G>A
	p.Val489Met

	17
	ATM
	NM_000051
	c.7522G>A
	p.Gly2508Arg

	24
	RAD51C
	NM_058216
	c.431T>C
	p.(Ile144Thr)

	25
	POLE
	NM_006231
	c.6610G>A 
	p.(Val2204Met)

	26
	ATM
	NM_000051
	c.4930A>C 
	p.(Met1644Leu)

	27
	ATM
	NM_000051
	c.8850+5dup
	p.?

	30
	MET 
POLD 
POLE
	NM_000245 
NM_001256849
NM_006231
	c.1048A>C
c.835_837del 
c.122C>T
	p.(Lys350Gln)
p.(Glu279del)
p.(Thr41Met)

	31
	BRCA1
	NM_007294
	c.1747A>G
	p.Lys583Glu

	32
	BRCA1
	NM_007294
	c.2404G>C 
	p.(Val802Leu)

	33
	EPCAM
	(NM_002354
	c.450C>G
	p.His150Gln

	34
	BRCA1
	NM_007294
	c.1571C>T
	p.Ala524Val

	36
	POLE
	NM_006231
	c.2438A>G
	 p.Asn813Ser

	37
	APC
	NM_000038
	c.3484T>A
	p.Tyr1162Asn

	38
	MSH6
BLM
	NM_000179.2
NM_000057.3
	c.97C>A
c.499A>G 
	p.Arg33Ser
p.(Lys167Glu)

	41
	TSC2
	NM_000548
	c.4574A>G
	p.Gln1525Arg

	43
	BMPR1A
BRIP1
	NM_004329
NM_032043
	c.733T>C
c.2344A>G 
	 p.Tyr245His
p.(Ile782Val)

	48
	MEN1
	NM_000244
	c.1541C>G
	p.Pro514Arg

	53
	MUTYH
	NM_001048171.1
	c.1192C>T
	p.Arg398Cys

	55
	MLH1
	NM_000249
	c.826A>G
	p.Ile276Val

	59
	MSH2
	NM_000251
	c.759G>A
	p.Met253Ile

	60
	CDH1
MSH3
	NM_001317184.1
NM_002439.4
	c.2282G>C
c.1519A>G 
	p.Gly761Ala
p.(Ile507Val)

	62
	RAD51C
	NM_058216
	c.810C>G
	p.Ile270Met

	63
	PTEN
	NM_001304717
	c.444C>G
	p.Ile148Met

	64
	POLD1
	NM_001256849
	c.2293G>A
	p.Val765Met

	65
	FH
	NM_000143
	c.143A>T
	p.Asn48Ile

	66
	RET
	NM_020630
	c.2657G>A
	p.Arg886Gln

	68
	POLH
	NM_001291969
	c.955A>T
	p.Ile319Phe

	69
	ATM
	NM_000051
	c.2353C>T
	p.(Arg785Cys)

	71
	APC
	NM_000038
	c.4918C>T
	p.Arg1640Trp

	74
	TSC2
	NM_000548
	c.5021C>T
	p.Thr1674Ile

	77
	MSH6
	NM_000179.2
	c.1081C>T
	p.Arg361Cys

	80
	APC
NBN
	NM_000038
NM_001024688
	c.776G>A
c.1436A>C 
	p.(Arg259Gln)
p.(Glu479Ala)

	82
	MET
	NM_000245
	c.356C>T
	 p.Ala119Val

	86
	FANCA
	NM_000135
	c.3128C>T
	p.Ser1043Phe

	91
	BRCA2
CHEK2
	NM_000059
NM_001005735
	c.9902C>T
c.1505-13A>G
	p.Pro3301Leu
p.?

	92
	XPC
CDH1
	NM_004628
NM_001317184
	c.1823G>A
c.1550C>T 
	p.Arg608Lys
p.(Thr517Ile)

	93
	CDH1
	NM_001317184
	c.946A>G
	p.Met316Val

	97
	NBN
	NM_001024688
	c.1666G>A
	p.Val556Met

	101
	MSH6
	NM_000179.2
	c.2074A>C
	p.Lys692Gln

	102
	CHEK2
	NM_001005735.1
	c.1556C>T 
	p.(Thr519Met)

	103
	MSH3
	NM_002439.4
	c.3149C>G 
	p.(Pro1050Arg)

	104
	POLE
	NM_006231
	c.1820T>G 
	p.(Leu607Arg)

	105
	NBN
	NM_001024688
	c.634A>T 
	p.(Met212Leu)

	107
	AXIN2
	NM_004655
	c.1967G>A 
	p.(Arg656Gln)

	108
	NF1
	NM_000267
	c.241C>A 
	p.(Leu81Ile)

	111
	EPCAM
	NM_002354
	c.28G>C 
	p.(Gly10Arg)

	112
	RAD51D
	NM_001142571
	c.689C>T 
	p.(Ala230Val)

	117
	RAD51C
	NM_058216
	c.727G>A
	 p.(Gly243Ser)

	118
	APC
BRCA1
	NM_000038
NM_007294.3
	c.703T>G 
c.2118G>C
	p.(Leu235Val)
p.(Val740Leu)

	124
	BRIP1
POLD1
	NM_032043
NM_001256849
	c.1897A>C 
c.103G>A 
	p.(Ile633Leu)
p.(Glu35Lys)

	125
	POLD1
	NM_001256849
	c.1505A>G
	 p.(Asp502Gly)

	131
	MEN1
	NM_000244.3
	c.814C>T
	p.(Leu272Phe)

	132
	BRCA2
	NM_000059
	c.9477C>A 
	p.(Phe3159Leu)

	133
	RAD51C
	NM_058216
	c.710G>A 
	p.(Arg237Gln

	134
	APC
	NM_000038
	c.2780C>G
	 p.(Ala927Gly)

	136
	FANCA
	NM_000135
	c.3536C>G
	p.(Pro1179Arg)

	143
	PMS2
	NM_000535
	c.2068A>C 
	p.(Lys690Gln)

	144
	PTEN
	NM_001304717
	c.409G>T
	 p.(Ala137Ser)

	145
	POLD1
	NM_001256849
	c.1379T>G
	 p.(Leu460Arg)

	149
	POLE
	NM_006231
	c.2159A>G 
	p.(Lys720Arg)

	150
	VHL
	NM_000551.3
	c.86_87delinsTT  
	p.(Gly29Val)

	155
	BRIP1
MSH3
	NM_032043
NM_002439
	c.1662G>C 
c.1378A>G 
	p.(Gln554His)
p.(Asn460Asp)

	159
	CHEK2
	NM_001005735.1
	c.1307C>T 
	p.(Pro436Leu) 

	162
	BRCA2
CHEK2
	NM_00009
NM_001005735.1
	c.862_865delinsTCAC
c.580G>T  
	p.(Pro288_Asn289delinsSerHis)
p.(Gly194Cys)

	163
	BRCA1
	NM_007294.3
	c.3290G>A 
	p.(Ser1097Asn) 

	165
	PMS2
	NM_000535
	c.857A>G 
	p.(Asp286Gly)

	166
	BRCA1
	NM_007294.3
	c.212+13G>T
	

	174
	SMAD4
	NM_005359
	c.632C>T 
	p.(Thr211Ile)

	177
	CHEK2
	NM_001005735.1
	c.1556C>T 
	p.(Thr519Met)

	180
	PALB2
	NM_024675.3
	c.768_773del 
	p.(Gly257_Ser258del)

	182
	APC
	NM_000038
	c.3760A>G
	p.(Ile1254Val)

	184
	BLM
MSH6
	NM_000057.3
NM_000179.2
	c.2474C>T
c.494T>G 
	p.(Pro825Leu)
p.(Phe165Cys)

	188
	BRCA2
	NM_000059
	c.9613_9614delinsCT
	p.(Ala3205Leu)

	196
	FANCA
	NM_000135
	c.2601+4G>A
	p.?

	197
	VHL
	NM_000551.3
	c.25G>C
	p.(Asp9His)

	200
	MSH3
	NM_002439.4
	c.199_207dup
	p.(Pro67_Pro69dup)

	201
	BARD1
	NM_000465.3
	c.976A>G
	p.(Asn326Asp)

	204
	ATM
	NM_000051.3
	c.9128A>G
	p.(Lys3043Arg)

	207
	MSH2
	NM_000251.2
	c.2670G>T
	p.(Lys890Asn)

	209
	MLH1
	NM_000249.3
	c.1693A>T
	p.(Ile565Phe)

	211
	BRCA2
BRIP1
	NM_000059.3
NM_032043.2
	c.3318C>G
c.2325T>G
	p.(Ser1106Arg)
p.(Asn775Lys)

	215
	ATM
	NM_000051.4
	c.7338G>C
	p.Glu2446Asp

	222
	APC
	NM_000038.5
	c.5272_5274dup
	p.(Ser1758dup)

	224
	ATM
	NM_000051.4
	c.7129G>T
	p.(Asp2377Tyr)

	228
	MUTYH
	NM_001048171.1
	c.838C>T
	p.(Arg280Cys) 

	229
	CHEK2
	NM_001005735.1
	c.1441G>T 
	p.(Asp481Tyr) 

	230
	NF1
	NM_001042492.3
	c.1247G>A
	p.(Arg416Gln)

	232
	MLH1
	NM_000249.3
	c.1007G>A
	p.(Gly336Asp)

	234
	ATM
	NM_000051.4
	c.5167G>A
	p.(Val1723Ile)

	236
	BLM
	NM_000057.3
	c.3827C>T
	p.(Ala1276Val)

	237
	ATM
	NM_000051.3
	c.2353C>T


	p.(Arg785Cys)

	238
	BLM
	NM_000057.3
	c.1965G>A 
	p.(Met655Ile)

	239
	ATM
	NM_000051.3
	c.8734A>G
	p.(Arg2912Gly)

	240
	CHEK2
	NM_001005735.1
	c.1226T>A
	p.(Ile409Asn)

	246
	BRCA1
	NM_007294.3
	c.3418A>C
	p.(Ser1140Arg)

	247
	RAD51C
	NM_058216.3
	c.428A>T
	p.(Gln143Leu)

	250
	AXIN2
	NM_004655.4
	c.2405+5_2405+7delinsAAA
	p.?



All variants were heterozygous, except the MSH3 c.199_207dup variant in case 200, which was homozygous.
