Supplementary Table 1. Cox regression analysis for predictors of PFS in high tumor burden patients.
	Variables
	
	Crude HR (95%)
	P
	Adjusted HR (95%) 
	P

	Female
	No
	Referent
	
	
	

	
	Yes
	0.916 (0.471-1.780)
	0.7962
	
	

	Age  < 70 
	No
	Referent
	
	
	

	
	Yes 
	1.798 (0.847-3.816)
	0.1267
	
	

	CTP 
	A
	Referent
	
	Referent
	

	
	B
	1.533 (0.747-3.146)
	0.2442
	1.483 (0.721-3.044)
	0.2846

	MVI
	No
	Referent
	
	
	

	
	Yes
	1.323 (0.778-2.251)
	0.3019
	
	

	EHS
	No
	Referent
	
	
	

	
	Yes
	1.391 (0.818-2.364)
	0.2232
	
	

	Combine TKI
	No
	Referent
	
	Referent
	

	
	Yes
	0.599 (0.309-1.164)
	0.1305
	0.597 (0.307-1.162)
	0.1287

	AFP response
	No
	Referent
	
	Referent
	

	
	Yes
	0.616 (0.359-1.056)
	0.0781
	0.598 (0.348-1.027)
	0.0622

	SAE 3
	No
	Referent
	
	
	

	
	Yes
	3.295 (1.552-6.996)
	0.0019
	
	


CTP = Child–Turcotte–Pugh; MVI = macrovascular invasion; EHS = extrahepatic spread; TKI = tyrosine kinase inhibitor; AFP response = ≥10% AFP reduction within 4 weeks (“10–10 rule”); SAE = grade ≥3 adverse events. Bold p-values indicate statistical significance.



Supplementary Table S2. Cox regression analysis of overall survival in high tumor burden patients.
	Variables
	
	Crude HR (95%)
	P
	Adjusted HR (95%) 
	P

	Female
	No
	Referent
	
	
	

	
	Yes
	1.016 (0.468-2.280)
	0.9679
	
	

	Age  < 70 
	No
	Referent
	
	
	

	
	Yes 
	2.178 (0.773-6.137)
	0.1409
	
	

	CTP 
	A
	Referent
	
	Referent
	

	
	B
	3.663 (1.755-7.646)
	0.0005
	3.538 (1.697-7.373)
	0.0007

	MVI
	No
	Referent
	
	
	

	
	Yes
	1.495 (0.805-2.777)
	0.2035
	
	

	VP4
	No
	Referent
	
	
	

	
	Yes
	1.289 (0.614-2.706)
	0.5020
	
	

	EHS
	No
	Referent
	
	
	

	
	Yes
	1.181 (0.636-2.192)
	0.5978
	
	

	Combine TKI
	No
	Referent
	
	Referent
	

	
	Yes
	0.341 (0.134-0.871)
	0.0246
	0.358 (0.140-0.916)
	0.0320

	AFP response
	No
	Referent
	
	Referent
	

	
	Yes
	0.542 (0.289-1.014)
	0.0554
	0.513 (0.274-0.963)
	0.0379

	SAE 3
	No
	Referent
	
	
	

	
	Yes
	5.024 (2.191-11.519)
	0.0001
	
	


[bookmark: _GoBack]CTP = Child–Turcotte–Pugh; MVI = macrovascular invasion; VP4 = main portal vein invasion; AFP response = ≥10% reduction in AFP within 4 weeks (10–10 rule); SAE = grade ≥3 adverse events
