Supplementary Table 1: OR for every evidence and classification

	Mutations
	IHC and MSI
	LOH
	Familiarity
	Healthy control
	Allelic Imbalance
	Co-occurrence
	in silico mRNA
	in silico protein
	in vitro studies
	Segregation
	OR product
	Likelihood ratio
	Probability of causality
	Class

	MSH2
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	p.Lys113Lys
	1
	0.05
	0.189
	2
	2
	0.052
	4.218
	-
	-
	0.966
	0.008
	0.004
	0.003982
	2

	p.Gly322Asp
	0.001
	0.5
	28.050
	0.5
	0.5
	1.039
	4.590
	1.815
	0.5
	1.023
	0.022
	0.011
	0.010921
	2

	p.Ala328Ala
	0.038
	2
	1
	2
	-
	1.039
	1.431
	-
	-
	-
	0.224
	0.112
	0.100846
	3

	p.Pro349Arg
	26.520
	-
	1
	2
	-
	1.059
	1.431
	3.858
	-
	1.241
	385.042
	192.521
	0.994833
	5

	p.Arg406Ter
	18651.302
	2
	5.296
	2
	-
	1.059
	2.170
	-
	-
	2.075
	1884334.731
	942167.365
	0.999999
	5

	p.Leu556Leu
	1
	-
	0.189
	0.5
	-
	1.019
	4.590
	-
	-
	-
	0.442
	0.221
	0.180913
	3

	p.Lys579Lys
	-
	-
	5.296
	0.5
	-
	1.019
	1.804
	-
	-
	0.518
	2.520
	1.260
	0.557569
	3

	p.Met688Arg
	26.520
	2
	5.296
	2
	2
	1.019
	2.518
	3.278
	-
	-
	9452.940
	4726.470
	0.999788
	5

	p.Cys697Arg
	26.520
	2
	0.189
	2
	2
	1.019
	0.804
	3.858
	-
	1
	126.608
	63.304
	0.984449
	4

	p.Leu814Leu
	1
	-
	5.296
	2
	0.5
	1.019
	0.804
	-
	-
	0.376
	1.631
	0.815
	0.449177
	3

	p.Ala834Thr
	0.038
	0.5
	0.189
	2
	0.5
	1.039
	1.390
	1.815
	0.5
	0.982
	0.005
	0.002
	0.002285
	2

	c.1077-10T>C
	0.038
	0.5
	0.007
	0.5
	-
	1.080
	0.424
	-
	-
	1.413
	0.00004
	0.00002
	0.000021
	1

	c.1387-8G>T
	-
	-
	5.296
	2
	-
	1.039
	0.424
	-
	-
	1
	4.665
	2.332
	0.699918
	3

	MLH1
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	p.Gly67Arg
	26.520
	2
	5.296
	2
	0.5
	1.019
	1.431
	3.858
	2
	1
	3161.755
	1580.878
	0.999368
	5

	p.Thr82Ala
	26.520
	-
	5.296
	2
	0.5
	1.039
	2.518
	3.278
	2
	1.410
	3396.764
	1698.382
	0.999412
	5

	p.Ile219Val
	0.001
	0.5
	148.562
	0.5
	-
	1.059
	0.681
	0.205
	0.5
	0.305
	0.001
	0.001
	0.000595
	1

	p.Arg265His
	1
	2
	1
	2
	2
	1.039
	2.533
	2.895
	0.5
	1.164
	35.487
	17.744
	0.946649
	3

	p.Val326Ala
	0.001
	-
	0.036
	2
	2
	1.039
	2.518
	2.895
	-
	0.805
	0.001
	0.001
	0.000618
	1

	p.Pro355Ala
	26.520
	-
	0.189
	2
	-
	1.019
	1.431
	1.815
	0.5
	-
	13.259
	6.629
	0.868927
	3

	p.Ser406Asn
	-
	-
	0.189
	2
	0.5
	1.019
	1.934
	1.095
	0.5
	0.452
	0.092
	0.046
	0.044017
	2

	p.Lys488Thr
	26.520
	-
	0.189
	2
	0.5
	1.019
	1.220
	1.095
	-
	-
	6.818
	3.409
	0.773184
	3

	p.Lys618Ala
	26.520
	2
	5.296
	2
	0.5
	1.019
	2.398
	2.795
	0.5
	1.413
	1355.275
	677.637
	0.998526
	5

	p.Leu653Leu
	0.038
	-
	0.189
	2
	0.5
	1.019
	2.518
	-
	-
	-
	0.018
	0.009
	0.009055
	2

	p.Val716Met
	0.001
	0.5
	1
	2
	0.5
	1.039
	4.218
	1.095
	0.5
	1.016
	0.002
	0.001
	0.000866
	1

	c.116+8G>A
	-
	-
	0.189
	2
	-
	1.019
	0.997
	-
	-
	-
	0.384
	0.192
	0.160982
	3

	c.307-29C>A
	-
	-
	0.189
	2
	-
	1.019
	1.367
	-
	-
	1
	0.526
	0.263
	0.208338
	3

	c.790+10A>G
	0.038
	0.5
	0.189
	2
	-
	1.019
	2.406
	-
	-
	-
	0.017
	0.009
	0.008654
	2

	c.884+4A>G
	26.520
	-
	0.189
	2
	-
	1.019
	0.424
	-
	-
	-
	4.326
	2.163
	0.683865
	3

	c.1039-8T>A
	0.038
	-
	0.036
	2
	-
	1.039
	0.768
	-
	-
	-
	0.002
	0.001
	0.001072
	2

	MSH6
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	c.628-56C>T
	26.520
	-
	0.189
	2
	-
	1.004
	1.328
	-
	-
	-
	13.349
	6.675
	0.869702
	3

	p.Glu983Gln
	1
	-
	0.189
	2
	-
	1.004
	4.590
	0.925
	-
	1.426
	2.295
	1.147
	0.534338
	3

	p.Pro1082Pro
	1
	-
	0.189
	2
	-
	1.004
	2.398
	-
	-
	1.426
	1.296
	0.648
	0.393185
	3

	p.Ala1236Pro
	26.520
	2
	5.296
	2
	-
	1.004
	3.504
	1.815
	-
	1
	3587.608
	1793.804
	0.999443
	5

	PMS2
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	p.Arg20Gln
	26.520
	2
	5.296
	0.5
	-
	1.012
	2.398
	1.095
	-
	1
	373.205
	186.603
	0.994670
	5

	p.Ser46Ile
	26.520
	-
	0.189
	2
	-
	1.008
	2.518
	2.895
	-
	-
	73.590
	36.795
	0.973542
	4

	p.Thr511Ala
	26.520
	-
	0.189
	-
	-
	1.004
	2.518
	1.095
	-
	-
	13.862
	6.931
	0.873909
	3

	p.Thr597Ser
	0.038
	-
	5.296
	-
	-
	1.004
	2.609
	1.095
	-
	1
	0.573
	0.286
	0.222641
	3


