Supplementary Table 1. Characteristics of patients with hepatocellular carcinoma treated with sorafenib

	
	OR (CR + PR)
	Long SD
	Short SD
	PD
	P value

	Age (years)
	
	
	
	
	

	    Median (25–75%)*
	74 (63–77)
	72 (67–78)
	75 (63–78)
	70 (65–76)
	0.76

	Gender
	
	
	
	
	

	　　Male
	30
	19
	18
	53
	

	　　Female
	6
	12
	3
	17
	0.12

	ECOG PS
	
	
	
	
	

	    0
	36
	30
	21
	69
	

	    1
	0
	1
	0
	1
	0.63

	Child-Pugh class
	
	
	
	
	

	　　A
	31
	24
	16
	57
	

	　　B
	5
	7
	5
	13
	0.75

	Virus status† 
	
	
	
	
	

	　　HBV
	4
	7
	2
	13
	

	　　HCV 
	24
	16
	10
	35
	

	Virus negative 
	8
	8
	9
	22
	0.45

	BCLC stage
	
	
	
	
	

	    A
	8
	14
	5
	13
	

	    B
	8
	8
	6
	7
	

	    C
	20
	9
	10
	50
	0.004

	Starting dose of sorafenib (mg)
	
	
	
	
	

	　　200
	0
	2
	0
	3
	

	　　400
	15
	15
	6
	27
	

	　　800
	21
	14
	15
	40
	0.42

	Total dose of sorafenib (g)　 
	
	
	
	
	

	Median 

25–75%*
	181.2

77.9–284.7
	108.8

51.8–234.4
	64.8

45–84.4
	43.2

26.4–83.9
	<0.001

	Administration period 

(days)
	
	
	
	
	

	Median 

25–75%*
	265

142–562
	207

99–406
	84

64–137
	77

49–120
	<0.001

	Serum AFP level (ng/mL)     
	
	
	
	
	

	Median 

25–75%*
	166

13.7–1716
	36

6.5–254.5
	1763

67.8–8283
	207

15.5–3574
	0.26

	Serum DCP level (mAU/mL)  
	
	
	
	
	

	Median 

25–75%*
	213

34.7–1929.5
	80

34–3476
	2950

541–15468.75
	1754

188–11642
	0.006

	Serum AST level (mAU/mL)  
	
	
	
	
	

	Median 

25–75%*
	36

29.5–57.5
	53

41–66.5
	71

37.5–117.5
	63

42–91.5
	0.045

	Serum ALT level (mAU/mL)  
	
	
	
	
	

	Median 

25–75%*
	27

17.5–41.5
	33

25–60.5
	38

24.5–69
	35

22–66
	0.33

	Serum platelet level

(104 mAU/mL)  
	
	
	
	
	

	Median 

25–75%*
	17

11.27–18.92
	13

9.6–20.9
	14

9.1–21.1
	14

8.9–9.5
	0.29


ECOG: Eastern Cooperative Oncology Group, PS: performance status, AFP: alpha fetoprotein, DCP: des-gamma carboxyprothrombin, BCLC: Barcelona Clinic for Liver Cancer, HBV: hepatitis B virus, HCV: hepatitis C virus
*Dispersion variables are shown as median values (25–75%)

†Cases positive for hepatitis B virus surface antigen (HBsAg) were considered as HBV-related HCC, and cases positive for hepatitis C antibody (HCV Ab) were considered as HCV-related HCC

Supplementary Table 2. Sorafenib-related adverse events (includes duplicate cases.)

	
	Long SD (n = 31)
	Short SD (n = 21)

	Grade (number of cases of discontinuation)
	1
	2
	3
	4
	Total (%)
	1
	2
	3
	4
	Total (%)

	Hand-foot reaction
	7
	8
	5 (1)
	
	20 (64.5)
	4
	4
	2 (1)
	
	10 (58.8)

	Diarrhea
	11
	1
	1 (1)
	
	13 (41.9)
	2
	2
	2
	
	6 (35.3)

	Hypertension
	5
	5
	1
	
	11 (35.5)
	4
	2
	1 (1)
	
	7 (41.2)

	Hepatopathy
	4
	2
	2 (1)
	
	8 (25.8)
	
	
	2 (2)
	1(1)
	3 (17.6)

	Hoarseness
	6
	
	
	
	6 (19.4)
	1
	
	
	
	1 (5.9)

	Alopecia
	7
	
	
	
	7 (22.6)
	2
	
	
	
	2 (11.8)

	Decreased platelet count
	
	1
	1 (1)
	
	2 (6.5)
	1
	1
	
	
	2 (11.8)

	Drug rash
	1
	
	1
	
	2 (6.5)
	
	
	
	
	0 (0)

	Hypoalbuminemia
	
	
	1 (1)
	
	1 (3.2)
	
	
	
	
	0 (0)

	Anorexia
	2
	
	
	
	2 (6.5)
	1
	
	1(1)
	
	2 (11.8)

	PS deterioration
	
	
	
	
	0 (0)
	
	
	2
	
	2 (11.8)

	Interstitial pneumonia
	
	
	1 (1)
	
	1 (3.2)
	
	
	
	
	0 (0)

	Fundus hemorrhage
	
	
	1
	
	1 (3.2)
	
	
	
	
	0 (0)

	Stomatitis
	1
	
	
	
	1 (3.2)
	
	
	
	
	0 (0)

	Hyperamylasemia
	1
	
	
	
	1 (3.2)
	
	
	
	
	0 (0)

	Vomiting
	
	
	
	
	0 (0)
	
	1
	
	
	1 (5.9)


PS: performance status, SD: stable disease
Adverse events that were unequivocally sorafenib-related were documented according to the Common Terminology Criteria for Adverse Events, version 4.0 (CTCAE v4.0; http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/ctcaev3.pdf).

Supplementary Table 3. Cases of sorafenib discontinuation due to sorafenib-related adverse events 

	No.
	SD
	Adverse event 
	Grade
	Administration period (days)
	Overall survival (days)

	1
	Long SD
	Hand-foot reaction
	3
	472
	950

	2
	Long SD
	Diarrhea
	3
	71
	946

	3
	Long SD
	Hepatopathy
	3
	53
	105

	4
	Long SD
	Decreased platelet count
	3
	309
	741

	5
	Long SD
	Hypoalbuminemia
	3
	44
	184

	6
	Long SD
	Interstitial pneumonia
	3
	405
	469

	7
	Short SD
	Hand-foot reaction
	3
	77
	153

	8
	Short SD
	Hypertension
	3
	14
	164

	9
	Short SD
	Hepatopathy
	3
	28
	155

	10
	Short SD
	Hepatopathy
	3
	79
	86

	11
	Short SD
	Hepatopathy
	4
	63
	83

	12
	Short SD
	Anorexia
	3
	84
	140


SD: stable disease
