Additional file 1. Histological and molecular features in carcinomas, extended version

	Characteristics

Colon carcinomas
	
	MAP


	Sporadic 


	Sporadic MSI-high 
	Lynch (based on family history*, 

or on MMR mutations+)

	Age at CRC
	
	49 years[CS]

55 years[1]
	68 years39
	67 years10
75 years15
	47 years15

	TNM stage 
	III or IV
	34% (51/148)[59, includes CS]  

55% (10/18)[1]
	42% (1781/4193)39
	43% (19/44)9

	32% (12/38)5+
20% (13/63)16*

	Proximal location
	
	69% (35/51)[CS]
29% (7/24)1
43% (16/37)2
46% (6/13)3
	19% (976/5138)4
30% (239/810)5
34% (218/645)6
18% (34/194)7
29% (233//804)8
40% (68/172)9
32% (119/366)10 


	79% (26/33)11
83% (15/18)12
50% (6/12)13
82% (10/12)14
32% (6/19)7
84% (43/51)15
74% (120/162)8
91% (40/44)9
72% (42/60)10
	77% (44/57)16*

54% (30/56)4*

58% (22/38)5+
74% (45/61)17+
68% (62/91)15* or +
58% (7/12)10+

	CRC (Meta) synchronous
	
	23% (10/44)[CS]
33% (6/18)1
26% (8/29)2
	2% (14/832)5

	 
	18% (7/38)5+


	Poor differentiation
	
	38% (16/42)[CS]
22% (5/23)1
100% (16/16)3
	5% (5/106)14
7% (381/5138)4
16% (126/776)5
17% (96/572)6
7% (14/194)7
18% (143/804)8

	26% (5/19)7
25% (17/69)10
33% (11/33)11
38% (35/92)18
57% (27/47)15
38% (62/162)8
60% (28/47)19
	13% (7/56)4*

31% (16/51)20* or +
27% (10/37)5+
34% (28/81)15* or +
44% (28/64)17+


	Mucinous
	(>50%)
	21% (9/42)[CS]
13% (3/23)1
0% (0/16)3
	6% (30/474)21
6% (18/300)22
12% (49/413)10
15% (121/798)5
12% (23/194)7
15% (22/147)4
17% (30/172)9
	15% (14/92)18
23% (12/52)21
24% (16/67)10
31% (10/32)11
38% (18/47)19
36% (16/44)9
43% (18/42)15
	14% (7/51)20* or +
35% (13/37)5+
23% (13/56)4*

22% (16/72)15* or +
33% (4/12)10+

36% (23/64)17+


	Crohn’s like

infiltrate
	Conspicuous


	33% (13/40)[CS]
31% (5/16)3
	10% (18/172)9
22% (180/804)8
27% (113/413)10
28% (28/100)23 

36% (48/133)18
44% (202/4550)21

	33% (11/33)11
48% (33/69)10
49% (35/71)18
48% (22/45)15
56% (90/162)8
50% (22/44)9
68% (47/69)10
69% (36/52)21
	42% (5/12)10+

50% (32/64)17+
61% (48/79)15* or +
71% (36/51)20* or +


	Necrosis
	
	40% (16/40)[CS] 
	 77% (356/465)21
	17% (9/52)21
	

	TIL
	Present (moderate + marked)
	74% (31/42)[CS]
50% (8/16)3
	15% (41/275)11
24% (96/405)10
23% (109/468)21
35% (97/276)24

	62% (42/68)10
56% (24/45)15
66% (22/33)11
61% (11/18)20
90% (47/52)21
	33% (4/12)10+

73% (58/79)15* or +
80% (41/51)20* or +


	
	Marked
	17% (7/42)[CS]

	3%  (6/231)18
4% (11/271)25
4% (18/405)10
	21% (19/92)18
28% (19/68)10
43% (25/58)25
	17% (2/12)10+

	APC
	Mutations (†MCR, ‡also outside the MCR)


	14% (5/36)[CS]†
43% (6/14)1‡


	66% (439/665)*,only trunc.37% (248/665)26†
34%,(20/59)27† 

35% (14/40)28‡

42% (77/184),only trunc. 36% (63/184)29‡
45% (34/76)30‡ 

50% (29/58)31 ‡
70% (127/181)32‡
	5% (1/21)27†
11% (1/9)33‡
23% (5/22)34‡
34% (10/29)32)‡

46% (11/24)28‡
56% (29/52)35‡

	27% (4/15)27* or +†
25% (3/12)36 ‡+
50% (3/6)37‡+
57% (8/14)38*‡ 

	KRAS2


	Mutations codon 12/13
	64% (23/36)[CS]
64% (9/14)1
	27% (723/2721)39
36% (235/656)6
42% (82/194)7
35% (35/101)30
39% (15/38)28
	0% (0/23)15
8% (2/24)28
18% (4/22)34
22% (2/9)33
22% (37/166)58
24% (4/17)40
37% (7/19)7
	0% (0/9)30+
10% (2/20)15* or +
17% (4/23)41*

28% (11/39)42+
61% (11/18)38*
40% (63/158)58+

	Beta-catenin (CTNNB1)
	Nuclear   staining/

overexpression
	11% (4/35)[CS]
71% (12/17)1

	39% (17/44)43 

73% (38/52)44
100% (83/83)45
	13% (4/31)15

	34% (29/86)15* or +

46% (17/37)42+
74% (23/31)46+


	
	Mutations
	0% (0/16)1
	1% (5/464)6
1% (1/72)47
15% (6/40)48
53% (18/34)30+
	0% (0/22)34
40% (2/5)30

	18% (8/44)42+
25% (3/12)36+


	P53
	Nuclear staining

>25%
	34% (12/35)[CS]
53% (8/15)1

	47% (186/389)49
53% (86/161)34
54% (93/172)9
60% (22/37)50
64% (113/176)25
70% (63/90)51 

74% (105/142)52
	5% (1/22)34
8% (3/34)49
20% (6/30)15
23% (10/44)9
27% (12/44)25

	8% (6/75)15 * or +
23% (5/22)41*

64% (7/11)38*‡
72% (23/32)42+

	
	Mutations
	60% (9/15)[CS]
21% (3/14)1
	36% (13/36)28
42% (1,449/3,474)53 

46% (90/194)7
45% (88/194)40
51% (73 /142)52
59% (95/160)34
	5% (1/22)34
14% (2/14)40
27% (6/22)28
31% (4/13)33
32% (6/19)7
40% (2/5)30
	17% (4/22)41*

22% (2/9)30+


	SMAD4
	Mutations
	26% (5/19)[CS]
0% (0/14)1
	22% (17/77)36
	
	18% (2/11)36+

	MSI
	High
	0% (0/35)[CS]
18% (2/11)3
0% (0/17)1
	8% (28/336)54
9% (19/213)7
11% (12/106)14
10% (10/100)42
12% (63/509)55
17% (95/570)56
	
	67% (20/30)5+
100% (43/43)42+  

100% (25/25)57+



CS= current study, MAP=MUTYH-associated polyposis, FAP= familial adenomatous polyposis, MSS= microsatellite stable, MSI= Microsatellite instability, TILs= Tumour Infiltrating Lymphocytes, MCR= mutation cluster region.
* This study by Luchtenborg et al contained a relatively large proportion (29%) of missense mutations (of which the pathogenicity remains to be elucidated) as compared to other studies. Silence mutations were excluded.
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