Supplementary table 2: Muir-Torre syndrome associated periocular sebaceous neoplasms: Demographic, clinical and pathologic characteristics of patients found in literature review by article
	
	Year
	Authors
	Patients number
	Patient characteristics
	Sebaceous neoplasm characteristics
	VM
	SN timing (1-before VM, 2-concurrent, 3-after)
	Immunohistochemistry 
	MSI
	Gene mutation 
	Mayo-MTS

	
	
	
	
	Age (years)
	Sex (M/F)
	Family history
	Histology (1-SC, 2-SA, 3-SE, 4-KA, 5-SCC w/ seb diff)
	SN diff (1-well, 2-mod, 3-poor)
	SN number (single/ multiple)
	SN location (1-UL, 
2-LL, 
3-MC)
	
	
	MSH2
	MLH1
	MSH6
	PMS2
	Other
	
	
	>2 
risk factors 
	>2 out of 4 risk factors

	Group 1a
	1974
	Jakobiec et al20
	1
	45
	1/0
	Y
	2
	N/A
	0/1
	1
	CRC
	1
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	1
	1

	
	1987
	Page et al21
	1
	77
	1/0
	N/A
	1
	N/A
	1/0
	2
	TCC, PC
	3
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	0
	0

	
	1987
	Tillawi et al22
	4
	74,37,45,43
	3/1
	Y (in 3)
	1,2,2,3
	N/A
	N/A
	N/A
	CRC;
CRC; BC;PC
	1,1,2,3
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	3
	0

	
	1988
	Jakobiec et al23
	2
	70,70
	2/0
	Y (in 1)
	2,5
	N/A
	1/1
	2,3
	CRC,TC;CRC
	3,3
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	N/P 
	2
	2

	
	1995
	Stockl et al24
	1
	56
	1/0
	Y
	1
	N/A
	0/1
	1
	CRC
	3
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	1
	1

	
	1995
	Spraul et al25
	1
	74
	0/1
	N/A
	4
	N/A
	0/1
	2
	CRC,BC
	3
	N/P
	N/P
	N/P 
	N/P 
	N/P 
	N/P
	N/P 
	1
	0

	
	2000
	Entius et al26
	2
	59,62
	1/1
	N/A
	1,1
	N/A
	N/A
	N/A
	CRC;
CRC
	1,3
	Intact (2/2)
	Intact (2/2)
	N/P 
	N/P 
	N/P 
	S
(2/2)
	N/P 
	1
	0

	
	2003
	Popnikolov et al27
	1
	76
	1/0
	N/A
	2
	N/A
	1/0
	N/A
	TCC
	3
	Intact
	Intact
	N/P 
	N/P 
	N/P 
	N/P
	N/P 
	0
	0

	
	2003
	Tay et al28
	2
	64,67
	2/0
	Y (in 1)
	2,4
	N/A
	0/2
	N/A
	CRC,LC
	3,3
	N/P
	N/P
	N/P 
	N/P 
	N/P 
	N/P
	N/P 
	2
	2

	
	2004
	Rishi et al29
	3
	N/S
	N/S
	N/S
	N/S
	N/S
	N/S
	N/S
	N/S
	3,3,3
	Intact (3/3)
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	2
	2

	
	2004
	Bassetto et al30
	1
	72
	1/0
	N/A
	1
	N/A
	1/0
	2
	RCC
	3
	N/P
	N/P
	N/P
	N/P 
	N/P
	N/P
	N/P 
	0
	0

	
	2006
	Goldberg et al31
	4
	N/A
	3/1
	N/A
	1,1,1,1
	1-3
	N/A
	N/A
	CRC,
PC;GC;PC;TC
	1,3,3,3
	Intact (4/4)
	Intact (4/4)
	Intact (4/4)
	N/P 
	FHIT
	S (4/4)
	N/P 
	0
	0

	
	2007
	Demirci et al32
	1
	54
	1/0
	Y
	1
	3
	1/0
	1
	CRC,
PC
	3
	N/P
	N/P
	N/P
	N/P 
	N/P
	N/P
	N/P 
	1
	1

	
	2008
	Tohya et al33
	1
	51
	0/1
	N
	1
	N/A
	1/0
	1
	EC
	3
	N/P
	N/P
	N/P
	N/P 
	N/P
	N/P
	N/P 
	1
	1

	
	2009
	Newman et al34
	1
	43
	0/1
	Y
	1
	N/A
	1/0
	2
	BC
	1
	Intact
	Intact
	Intact
	Intact
	N/P
	S 
	N/P
	1
	1

	
	2011
	Gaskin et al14
	6
	N/A
	N/A
	N/A
	1,1,1,1,1,1
	N/A
	6/0
	N/A
	N/S
	N/A
	Intact (6/6)
	Intact (6/6)
	Intact (6/6)
	Intact (6/6)
	P53
	N/P
	N/P 
	0
	0

	
	2012
	Agiandis et al35
	1
	51
	1/0
	Y
	2
	N/A
	1/0
	1
	CRC
	1
	Intact
	N/P
	N/P
	N/P
	P53
	N/P 
	N/P 
	1
	1

	
	2014
	Rajan et al36
	1
	71
	0/1
	N
	1
	N/A
	1/0
	N/A
	CRC
	3
	Intact
	Intact
	Intact
	Intact
	N/P
	N/P 
	N/P 
	0
	0

	
	2014
	Liau et al13
	1
	N/A
	0/1
	N/A
	1
	N/A
	N/A
	N/A
	CRC
	3
	Intact
	Intact
	Intact
	Intact
	P16
	N/P 
	N/P 
	0
	0

	
	2017
	Ishiguro et al37
	1
	57
	0/1
	N
	1
	N/A
	1/0
	1
	CRC
	1
	N/P
	NP
	N/P
	N/P
	N/P
	N/P 
	N/P
	1
	1

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Group 2b
	2003
	Font et al38
	1
	41
	1/0
	Y
	2
	N/A
	1/0
	1
	NPC
	N/A
	Loss
	N/P
	N/P
	N/P
	N/P 
	N/P
	N/P 
	1
	1

	
	2006
	Goldberg et al31
	2
	N/A
	2/0
	Y (in 1)
	1,1
	1-3
	N/A
	N/A
	BrC
	N/A
	Loss
	Loss
	Loss
	N/P
	FHIT
	U (2/2)
	N/P 
	0
	0

	
	2008
	Singh et al5
	1
	N/A
	N/A
	N/A
	2
	N/A
	N/A
	N/A
	N/A
	N/A
	Loss (protein not specified)
	N/P
	N/P
	N/P
	0
	0 

	
	2011
	Gaskin et al14
	1
	N/A
	N/A
	Y
	1
	N/A
	1/0
	N/A
	N
	N/A
	Intact
	Loss
	Intact
	Intact
	P53
	N/P
	N/P 
	0
	0

	
	2014
	Rajan et al36
	1
	61
	0/1
	Y
	1
	1
	0/1
	N/A
	N
	N/A
	Loss
	Intact
	Loss
	Intact
	N/P
	N/D
	N/P
	1
	1

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Group 3c
	None
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Group 4d
	2000
	Entius et al26
	2
	46,53
	2/0
	N/A
	1,1
	N/A
	N/A
	N/A
	CRC
	3,3
	Loss (1/2)
	Loss (1/2)
	N/P
	N/P
	N/P
	U (2/2)
	N/P
	2
	0

	
	2004
	Rishi et al29
	2
	N/S
	N/S
	N/S
	N/S
	N/A
	N/S
	N/S
	N/S
	3,3
	Loss (2/2)
	N/P
	N/P
	N/P
	N/P 
	N/P
	N/P 
	2
	2

	
	2004
	Lai et al39
	1
	71
	1/0
	Y
	1
	1
	1/0
	1
	RCC
	3
	Loss (protein not specified)
	N/P
	U 
	N/P
	1(0)f
	1(0)f

	
	2005
	Singh et al40
	1
	59
	1/0
	N
	2
	N/A
	0/1
	1
	CRC
	3
	Loss
	Intact
	N/P
	N/P
	N/P 
	N/P
	N/P 
	1
	1

	
	2006
	Ponti et al41
	1
	54
	1/0
	Y
	1
	N/A
	1/0
	N/A
	CRC
	3
	Loss
	Intact
	Loss
	N/P
	N/P
	N/P
	N/P
	1
	1

	
	2007
	Demirci et al32
	1
	79
	0/1
	Y
	1
	1
	1/0
	2
	CRC,EC,TCC,
RCC
	3
	Loss
	Intact
	N/P
	N/P
	N/P
	N/P
	N/P 
	1
	1

	
	2011
	Gaskin et al14
	3
	N/A
	N/A
	N
	1,1,1
	N/A
	3/0
	N/A
	N/S
	N/A
	Loss (2/3)
	Loss (1/3)
	Intact (3/3)
	Loss (1/3)
	P53
	N/P
	N/P 
	0
	0

	
	2013
	Kamisasanuki et al42
	1
	71
	0/1
	Y
	1
	N/A
	1/0
	1
	BC
	3
	Loss)
	Intact
	N/P
	N/P
	N/P
	N/P
	N/P 
	1(0)f
	1(0)f

	
	2014
	Gauthier et al43
	1
	45
	1/0
	Y
	1
	N/A
	1/0
	1
	ACC
	1
	Loss
	Loss
	Intact
	Loss
	N/P
	U 
	N/P
	1
	1

	
	2015
	Jagan et al8
	1
	55
	1/0
	N
	2
	N/A
	1/0
	1
	CRC
	1
	Loss
	Intact
	N/P
	N/P
	N/P
	N/P
	N/P
	1
	1

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Group 5e
	2000
	Mencia-Gutierrez et al44
	1
	62
	1/0
	N
	1
	N/A
	0/1
	1
	CRC,
UC,TCC
	3
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	hMSH2
	1
	1

	
	2006
	Ponti et al41
	1
	46
	0/1
	Y
	2
	N/A
	1/0
	N/A
	CRC,EC,BC
	3
	Intact
	Loss
	Intact
	N/P
	N/P
	N/P
	hMLH1
	1
	1

	
	2013
	Wong et al45
	1
	46
	1/0
	Y
	1
	N/A
	1/0
	1
	CRC
	3
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	hMSH2
	1
	1

	
	2015
	Makrygiannis et al46
	1
	65
	0/1
	N
	1
	N/A
	0/1
	1
	EC
	3
	N/P
	N/P
	N/P
	N/P
	N/P
	N/P
	hMSH2
	1
	1


SA-sebaceous adenoma, SC-sebaceous carcinoma, SE-sebaceous epithelioma, KA-keratoacathoma, SCC w/ seb diff-squamous cell carcinoma with sebaceous differentiation, SN diff-sebaceous neoplasm differentiation, mod-moderate, UL-upper eyelid, LL-lower eyelid, MC-medial canthus, VM-visceral malignancy (tumors in the same patient are separated by commas; each patient is separated by semicolon), MSH2- mutS homolog2, MLH1-mutL homolog1, MSH6-mutS homolog6, PMS2-postmeiotic segregation increased2, MSI- microsatellite instability, MTS-Muir-Torre syndrome, Mayo-MTS-Mayo-MTS score as defined by Roberts et al.15 (>2 risk factors – patients with 2 or more risk factors, with or without complete data on all 4 risk factors; >2 out of 4 risk factors – patients with 2 or more risk factors and complete data on all 4 risk factors), N/A-not assessed, N/S-not specified, CRC-colorectal carcinoma, TCC-transitional cell carcinoma, PC-prostate carcinoma, BC-breast carcinoma, TC-testicular carcinoma, LC-laryngeal carcinoma, RCC-renal cell carcinoma, GC-gastric carcinoma, EC-endometrial carcinoma, NPC-nasopharyngeal carcinoma, BrC-bronchial carcinoma, ACC-adrenocortical carcinoma, UC-urethral carcinoma, N/P-not performed, S-stable, U-unstable, N/D-not diagnostic.
a) Group 1: Clinical diagnostic criteria (periocular sebaceous neoplasm with MTS-associated visceral malignancy) without or with negative ancillary studies. 
b) Group 2: Periocular sebaceous neoplasm with supporting screening ancillary studies (IHC or MSI) without documentation of MTS-associated visceral malignancy.
c) Group 3: Periocular sebaceous neoplasm with supporting diagnostic molecular genetic testing without documentation of MTS-associated visceral malignancy.
d) Group 4: Clinical diagnostic criteria (periocular sebaceous neoplasm with MTS-associated visceral malignancy) with supporting screening ancillary studies.
e) Group 5: Clinical diagnostic criteria (periocular sebaceous neoplasm with MTS-associated visceral malignancy) with supporting diagnostic molecular genetic testing.
f) [bookmark: _GoBack]Parenthesis - after removing visceral malignancies not included in the Mayo-MTS analysis.
