SUPPLEMENTAL APPENDIX

Supplemental Table 1. Baseline tumor morphology for US patients enrolled in GIDEON, by TACE subgroup
Data refer to the safety population (n=563).
	n (%)
	No TACE
n=318
	Prior TACE Only
n=158
	Concomitant 
TACE Only
n=29
	Prior and 
Concomitant TACE
n=38

	Tumor morphologya
	
	
	
	

	Uninodular and extension <50%
	49 (15)
	38 (24)
	7 (24)
	7 /18)

	Multinodular and extension ≤50%
	110 (35)
	56 (35)
	15 (52)
	13 (34)

	Massive or extension >50% 
	65 (20)
	20 (13)
	2 (7)
	3 (8)


aUnknown for 162 patients.
TACE: transarterial chemoembolization.


Supplemental Table 2. Demographic and baseline characteristics in US GIDEON patients who underwent TACE after sorafenib discontinuation
Data refer to the safety population (n=563).
	n (%)
	TACE After Discontinuation Only
n=6
	Prior TACE and 
TACE After Discontinuation
n=8
	Concomitant TACE and TACE After Discontinuation
n=1
	Prior, Concomitant, and TACE After Discontinuation
n=5

	Sex
	
	
	
	

	Male
	4 (67)
	4 (50)
	1 (100)
	3 (60)

	Age, years
	
	
	
	

	<65
	2 (33)
	3 (38)
	0
	3 (60)

	65-<75
	2 (33)
	3 (38)
	0
	1 (20)

	≥75
	2 (33)
	2 (25)
	1 (100)
	1 (20)

	ECOG PSa
	
	
	
	

	0/1
	5 (83)
	7 (87)
	0
	4 (80)

	≥2
	1 (16)
	0
	0
	0

	Etiologyb
	
	
	
	

	Hepatitis B
	0
	4 (50)
	0
	0

	Hepatitis C
	3 (50)
	3 (38)
	0
	4 (80)

	Alcohol use
	2 (33)
	4 (50)
	0
	1 (20)

	Other
	0
	1 (13)
	0
	1 (20)

	Unknown
	2 (33)
	0
	1 (100)
	0


aECOG PS missing for 78 (14%) patients.
bPatients may have >1.
ECOG PS: Eastern Cooperative Oncology Group performance status; TACE: transarterial chemoembolization.

Supplemental Table 3. Tumor and disease characteristics in US GIDEON patients who underwent TACE after sorafenib discontinuation
Values refer the safety population (n=563) at the start of therapy.
	n (%)
	TACE After Discontinuation Only
n=6
	Prior TACE and 
TACE After Discontinuation
n=8
	Concomitant TACE and TACE After Discontinuation
n=1
	Prior, Concomitant. and TACE After Discontinuation
n=5

	Child-Pugh scorea
	
	
	
	

	A
	1 (17)
	5 (63)
	0
	1 (20)

	B
	1 (17)
	0
	0
	1 (20)

	C
	1 (17)
	0
	1 (100)
	1 (20)

	NE
	3 (50)
	3 (38)
	0
	2 (40)

	BCLC stagea
	
	
	
	

	A
	0
	1 (13)
	0
	0

	B
	0
	4 (50)
	0
	1 (20)

	C
	3 (50)
	2 (25)
	0
	0

	D
	1 (17)
	0
	0
	1 (20)

	NE
	2 (33)
	1 (13)
	1 (100)
	3 (60)

	Portal vein thrombosisb
	
	
	
	

	Yes
	1 (17)
	0
	1 (100)
	0

	Number of lesionsc
	
	
	
	

	1-3
	5 (83)
	4 (50)
	0
	3 (60)

	>3
	1 (17)
	3 (38)
	1 (100)
	1 (20)

	AFPd, ng/mL
	
	
	
	

	<400
	5 (50)
	6 (75)
	0
	3 (60)

	≥400
	2 (33)
	1 (13)
	0
	1 (20)

	Extrahepatic spread
	
	
	
	

	Maximum tumor size, cme
	
	
	
	

	Mean (SD)
	5 (2.7)
	6 (4.3)
	6 (NA)
	4 (0.6)

	Median (range)
	5 (2-8)
	4 (2-12)
	6 (6-6)
	4 (4-5)


aMissing for 1 patient.
bUnknown for 94 patients and missing for 1.
cMissing for 49 patients. 
dUnknown for 97 patients.
eMissing for 1 patient. 
AFP: alpha-fetoprotein; BCLC: Barcelona Clinic Liver Cancer; NA: not applicable; SD: standard deviation; TACE: transarterial chemoembolization.



Supplemental Table 4. Dosing and duration of treatment in US GIDEON patients who underwent TACE after sorafenib discontinuation
Data refer to the safety population (n=563).
	n (%)
	TACE After Discontinuation Only
n=6
	Prior TACE and 
TACE After Discontinuation
n=8
	Concomitant TACE and TACE After Discontinuation
n=1
	Prior, Concomitant, and TACE After Discontinuation
n=5

	Initial dosea, n (%)
	
	
	
	

	800 mg
	2 (33)
	3 (38)
	1 (100)
	1 (20)

	400 mg
	3 (50)
	4 (50)
	0
	3 (60)

	Other
	1 (17)
	1 (13)
	0
	1 (20)

	Median average daily dose (range), mg
	400 (200-800)
	371 (200-800)
	800 (800-800)
	400 (338-800)

	Median duration of treatment (range), weeks
	5 (1-11)
	23 (<1-29)
	27 (NA)
	27 (12-94)


aMissing for 1 patient.
TACE: transarterial chemoembolization.



Supplemental Table 5. Primary reason for sorafenib discontinuation in patients who underwent TACE after sorafenib discontinuation
Data refer to the ENR population (n=645).
	n (%)
	TACE After Discontinuation Only
n=6
	Prior TACE and 
TACE After Discontinuation
n=8
	Concomitant TACE and TACE After Discontinuation
n=1
	Prior, Concomitant, and TACE After Discontinuation
n=5

	OLT
	0
	0
	0
	1 (20)

	Progression of liver diseasea
	0
	0
	0
	0

	Death
	0
	0
	0
	0

	Progression/recurrence/relapse
	1 (17)
	4 (50)
	1 (100)
	2 (40)

	Adverse event
	3 (50)
	4 (50)
	0
	0

	Other
	2 (33)
	0
	0
	2 (40)


aNot tumor progression.
OLT: orthotopic liver transplantation; TACE: transarterial chemoembolization.


Supplemental Table 6. Treatment-emergent adverse events (AEs) in patients who underwent TACE after sorafenib discontinuation
Data refer to the safety population (n=563).
	n (%)
	TACE After Discontinuation Only
n=6
	Prior TACE and 
TACE After Discontinuation
n=8
	Concomitant TACE and TACE After Discontinuation
n=1
	Prior, Concomitant, and TACE After Discontinuation
n=5

	AEs (all grades)
	6 (100)
	8 (100)
	1 (100)
	5 (100)

	Grade 3
	2 (33)
	4 (50)
	1 (100)
	2 (40)

	Grade 4
	0
	0
	0
	0

	Serious AEs (all grades)
	2 (33)
	1 (13)
	1 (100)
	0

	Drug-related AEs (all grades)
	5 (83)
	7 (88)
	1 (100)
	4 (80)

	Grade 3
	2 (33)
	3 (38)
	0
	1 (20)

	Grade 4
	0
	0
	0
	0

	AEs resulting in permanent discontinuation of sorafenib
	4 (67)
	5 (63)
	1 (100)
	0

	Deaths
	1 (17)
	0
	0
	0


TACE: transarterial chemoembolization.

Geschwind et al

[bookmark: _GoBack]Supplemental Figure 1. Distribution of patients receiving TACE
Diagram depicts numbers of patients who underwent transarterial chemoembolization (TACE) only prior to initiation of sorafenib (group A), only after initiation of sorafenib, but prior to sorafenib discontinuation (group B), before and after initiation of sorafenib, but prior to sorafenib discontinuation (group C), before and after initiation of sorafenib and also after sorafenib discontinuation (group D), before initiation of sorafenib and after sorafenib discontinuation (group E), after initiation of sorafenib and also after sorafenib discontinuation (group F), and only after sorafenib discontinuation (group G). 



