Sinusoidal Obstruction Syndrome in patients with hepatic breast cancer metastases.
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Supplementary Table 1: list of features evaluated, score for each parameter, and criteria of evaluation.

Gross Alteration of Non-Tumoral Parenchyma 
0 - absent
1 - vaguely nodular appearance 
2 - overtly nodular appearance


Sinusoidal Dilatation [modified by Rubbia Brandt et al; Histopathology. 2010;56:430--439.]
0 - absent
1 - limited to the inner third of the lobular surface
2 - involvement of the central two-thirds of the lobular surface 
3 - complete lobular involvement

Nodular Regenerative Hyperplasia [modified by Wanless. Hepatology. 1990;11:787-97]
0 - absent
1 - focal nodules on special staining; indistinct on H/E
2 - focal distinct nodules on H/E; highlighted by special staining
3 – distinct nodules in most examined areas

Perisinusoidal Haemorrage; Peliosis; Centrolobular Fibrosis; Pericellular Fibrosis, Vessels Dystrophy and Steatohepatitis (for each parameter)
0 – absent
1 – present

Steatosis
0 - absent
1 - 1%–30% 
2 - 31%–60%
3 - >60%

CD34 [modified by Stevenson et al; BMC Cancer. 2017;17:35.]
0 - Focal, Non-Circumferential, Periportal Sinusoidal Staining 
1 - Circumferential Periportal Sinusoidal Staining 
2- Bridging (Zone 1 To Zone 1) Sinusoidal Staining 
3 - Midzonal To Centrizonal (Zone 2 To Zone 3) Staining 

GS [modified by Stevenson et al; BMC Cancer. 2017;17:35.]
0 - Normal Perivenular Staining Pattern 
1 - Focal Midzonal (Zone 2) Staining 
2 - Multifocal Midzonal (Zone 2) Staining 
3 - Unequivocal Confluent Midzonal To Periportal Staining, Resulting In A Map-Like Pattern

SMA [modified by Stevenson et al; BMC Cancer. 2017;17:35.]
0 - No Or Rare Isolated Immunoreactive Cells In The Perisinusoidal Space 
1 - Many Immunoreactive Cells Without Linear/Continuous Perisinusoidal Staining 
2 - Many Immunoreactive Cells With Focal Linear/Continuous Perisinusoidal Staining 
3 - Many Immunoreactive Cells With Multifocal Linear/Continuous Perisinusoidal Staining


Supplementary Table 2: Clinical data of patients, histopathological diagnosis and treatments of primary breast cancer.

	PATIENT
GENDER AGE
	TYPE
	STAGE
	HORMONAL STATUS
	Ki67 (%)
	HER2
	THERAPY
BEFORE SURGERY
	
THERAPY
AT LIVER SURGERY


	1) F;1944
	NST, G2
	pT1c N3a
	positive
	13
	negative
	FEC 04 to 10/2003                                                                                         ANA 10/2003 to hepatectomy
	ANA
(>5 yrs)

	2) F;1965
	NST, G3
	pT2 N1a
	positive
	n.a.
	n.a.
	FEC 2005                                                             TAM 2005-2010                                                  LH-RH analogue 2007-2010                                           NAB-P & CAP 12/2013 to 04/2014                   CAP 05/2014 to hepatectomy
	CAP
(1 yr)

	3) F;1939
	NST, G2
	pT1c N1a
	positive
	n.a.
	n.a
	TAM 8/2004 to hepatectomy
	TAM
(8 mo)

	4) F;1966
	NST, G3
	pT2 N1a
	positive
	80
	negative
	AC 09 to 11/2008                                     TAX1 11/2008 to 02/2009                                  TAM+DEC 03/2009 to 04/2013                              TAX2+CAP 04 to 08/2013 
(stopped 2 mo before hepatectomy)
	TAX2; CAP
(4 mo)

	5) F;1969
	NST, G3
	pT1c N3a
	positive
	40
	negative
	AC 05 to 08/2010                                     ANA+ENA 09 to 12/2010                                    EXA 2012 to hepatectomy
	EXA
(3 yrs)

	6) F;1964
	NST, G2
	pT2 N2
	n.a.
	n.a.
	n.a
	ANA 11/2006 to hepatectomy
	ANA
(3 mo)

	7) F;1977
	NST, G1
	pT1c N1a
	positive
	30
	negative
	TAM 12/2011                                                       FEC 01 to 05/2012                           TAM+ENA 05/2012 to 10/2013                             CARBO+PAC: 11/2013 to 01/2014 (stopped 2 mo before hepatectomy)
	TAX1; CARBO
(3 mo)

	8) F;1966
	NST, G3
	pT2 N1a
	positive
	n.a.
	n.a.
	AC+PAC 03 to 08/2010                          TAM+ENA 09/2010 to hepatectomy
	TAM; ENA
(5 yrs)


	9) F;1935
	NST, G2
	n.a.
	positive
	n.a.
	n.a.
	ANA
	ANA
(n.a.)

	10) F;1967
	NST, G3
	pT2 N0
	positive
	35
	positive
	AC 12/2011 to 02/2012                                     TRANS 03/2012 to 03/2013                 TAM+ENA 03/2012 to 11/2013                        TAX2+TRANS 11/2013 to 04/2014                   LAP+CAP 04/2014 to 03/2015                                TMD1 03/2015 to 11/2015 
(stopped 1 month before hepatectomy)
	TMD1
(8 mo)

	11) F;1961
	NST, G3
	pT2 N0
	positive
	25
	negative
	TAM+TRIPTO 01/2009 to 04/2013
CARBO 11/2015 to 01/2016
	CARBO
(2 mo)

	12) F;1959
	NST, G2
	pT2 N0
	positive
	50
	negative
	CMF x 6;
TAM + LH-RH analogue;
EXA 12/2005 to 10/2015;
FUL 11/2015 to hepatectomy
	FUL
(5 mo)

	13) F;1970
	NST, G3
	pT1c N1a
	positive
	35
	negative
	AC 11/2013 to 01/2014;
TAM to hepatectomy
	TAM
(7 mo)

	14 F;1967
	NST, G2
	pT1c N1a
	positive
	n.a.
	n.a
	TAM 10/2005 to hepatectomy
	TAM
(14 mo)

	15) F;1948
	CLI G3
	pT2 N3a
	positive
	50
	negative
	AC 03 to 08/2011;
TAX1 08/2011 to 09/2011;
ANA 09/2011 to hepatectomy
	ANA
(1yr)





Legend: NST: invasive breast carcinoma not special type (according to WHO 2012); CLI: invasive breast carcinoma lobular type; n.a.: not available; mo: months; FEC: fluorouracil, epirubicin, cyclophosphamide; TAM: tamoxifene; ANA: anastrozole; NAB-P: nab-paclitaxel; PAC: paclitaxel; CAP: capecitabine; AC: adriamicyn, cyclophosphamide; TAX1: taxotere; DEC: decapeptyl; TAX2: taxolo; ENA: enantone; EXA: examestane; CARBO: carboplatin; LAP: lapatinib; TRANS: transtuzumab; T-DM1: Trastuzumab Emtansine; TRIPTO: Triptofane; CMF: cyclophosphamide; methotrexate; and 5 fluorouracil; FUL: fulvestrant. 


Supplementary Table 3: Gross, microscopic and immunohistochemical features of liver parenchyma.

	pts
	Gross

(0-2) 
	Sinusoidal dilatation
(0-3)
	Perisinusoidal haemorrage
(0-1)
	Peliosis

(0-1)
	NRH

(0-3)
	Centrolobular
Fibrosis
(0-1)
	Pericellular fibrosis 
(0-1)
	Dystrophic vessel
(0-1)
	Steatosis

(0-3)
	Steato-hepatitis
(0-1)
	CD34

(0-3) 
	GS 

(0-3)
	SMA

(0-3) 

	1
	0
	1
	0
	0
	0
	0
	1
	0
	2
	1
	1
	0
	1

	2
	0
	1
	0
	0
	1
	1
	1
	1
	2
	0
	0
	0
	0

	3
	0
	1
	0
	1
	0
	1
	0
	1
	1
	0
	0
	0
	0

	4
	1
	1
	0
	1
	1
	1
	0
	1
	2
	1
	2
	3
	 2

	5
	0
	1
	0
	0
	1
	1
	0
	0
	0
	0
	1
	0
	1

	6
	0
	1
	0
	0
	1
	1
	0
	1
	0
	0
	1
	0
	1

	7
	0
	1
	0
	1
	1
	1
	0
	1
	1
	0
	1
	2
	1

	8
	0
	1
	0
	0
	1
	1
	0
	0
	0
	0
	0
	0 
	0

	9
	0
	2
	0
	1
	1
	1
	1
	1
	1
	0
	1
	1
	1

	10
	2
	3
	1
	1
	3
	1
	1
	1
	0
	0
	3
	3
	3 

	11
	0
	2
	1
	1
	1
	1
	1
	1
	2
	0
	2
	1
	1

	12
	0
	2
	0
	0
	1
	1
	0
	1
	1
	0
	0
	0 
	0

	13
	0
	1
	0
	0
	0
	1
	0
	0
	0
	0
	0
	0 
	0

	14
	0
	2
	0
	1
	1
	1
	1
	0
	1
	0
	1
	0
	1

	15
	0
	1
	0
	0
	0
	1
	0
	0
	0
	0
	1
	0
	0




Legend: Gross 0: no alteration; 1: vaguely nodular appearance; 2: overtly nodular appearance; Sinusoidal dilatation: 0: absent; 1: involvement limited to inner third of the lobular surface; 2: involvement of the central two-thirds of the lobular surface; 3: complete lobular involvement; Perisinusoidal hemorrhage and Peliosis: 0: absent; 1: present; NHR: 0: absent; 1: focal nodules on special staining, indistinct on H/E; 2: focal distinct nodules on H/E, highlighted by special staining; 3: nodules distinct in most examined areas on H/E; Centrolobular fibrosis; Pericellular fibrosis and Dystrophic vessels: 0: absent; 1: present; Steatosis: 0: absent, 1: 1%–30%, 2: 31%–60%, and 3: >60%; Steatohepatitis: 0: absent; 1: present; CD34 staining: 0: focal, non-circumferential, periportal area; 1: circumferential, periportal area; 2: bridging (zone 1 to zone 1); 3: midzonal to centrizonal (zone 2 to zone 3); GS staining: 0: normal perivenular pattern; 1: focal, zone 2: 2: multifocal, zone 2; 3: unequivocal confluent staining, resulting in a map-like pattern; SMA staining: 0: no or rare isolated immunoreactive cells in the perisinusoidal space; 1: many immunoreactive cells without linear/continuous perisinusoidal pattern; 2: many immunoreactive cells with focal linear/continuous perisinusoidal pattern; 3: many immunoreactive cells with multifocal linear/continuous perisinusoidal pattern.

