Supplementary Figure S1: Kaplan-Meier analysis showing overall survival in patients with platelet counts <150 G/L and a mean platelet volume ≥11fL vs. patients with other platelet characteristics in patients with HCC diagnosis before 2007 (A) and in patients diagnosed in 2007 or later (B) in the derivation cohort.
Abbreviations: MPV, mean platelet volume
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Supplementary Table 1: Univariate analysis of prognostic factors (validation cohort)
	
	
	
	Overall survival (months)
	P-value

	
	
	N
	Median
	95% CI
	(log rank)

	Age 
	65
	267
	8.3
	6.1-10.5
	0.166

	
	>65
	258
	13.0
	10.7-15.3
	

	Etiology
	Alcohol
	179
	8.3
	6.3-10.4
	0.099

	
	HCV
	149
	16.1
	12.1-20.1
	

	
	HBV
	73
	12.0
	9.1-15.0
	

	
	NASH
	63
	10.7
	7.1-14.4
	

	
	Other
	61
	7.1
	4.7-9.6
	

	Child-Pugh
	A
	195
	18.4
	15.5-21.2
	<0.001

	
	B
	250
	7.1
	5.4-8.8
	

	
	C
	76
	3.0
	2.1-3.9
	

	Ascites
	No
	278
	17.2
	14.7-19.7
	<0.001

	
	Yes
	243
	5.6
	4.6-6.5
	

	Largest tumor
	≤5cm
	261
	15.3
	12.1-18.5
	0.001

	
	>5cm
	205
	8.4
	6.1-10.7
	

	ECOG PS
	0
	256
	15.3
	13.0-17.6
	<0.001

	
	≥1
	265
	6.0
	4.8-7.3
	

	Macrovascular 
	No
	375
	13.2
	11.0-15.4
	<0.001

	Invasion
	Yes
	133
	6.3
	4.6-8.0
	

	Tumor extent
	Unifocal
	156
	14.4
	9.7-19.1
	0.006

	
	Multifocal
	354
	10.0
	7.8-12.2
	

	Extrahepatic spread
	No
	481
	11.5
	9.9-13.1
	<0.001

	
	Yes
	36
	3.3
	3.0-3.6
	

	BCLC
	A
	75
	25.5
	15.8-35.2
	<0.001

	
	B
	126
	15.0
	11.9-18.1
	

	
	C
	243
	8.3
	6.0-10.7
	

	
	D
	80
	3.0
	2.1-3.9
	

	First-line therapy
	PEI/RFA/MWA
	88
	28.5
	19.8-37.3
	<0.001

	
	TACE
	187
	18.9
	16.7-21.2
	

	
	Sorafenib
	3
	7.0
	5.5-8.6
	

	
	BSC
	181
	3.5
	3.0-3.9
	

	
	Other
	66
	10.5
	8.6-12.5
	

	Platelet volume (fL)
	<10.6
	251
	9.4
	[bookmark: _Hlk509860966]7.3-11.6
	0.001

	
	≥10.6
	274
	12.8
	[bookmark: _Hlk509860951]9.6-16.0
	

	Platelet count (cells)
	<150.000
	313
	12.9
	10.7-15.1
	0.003

	
	≥150.000
	212
	7.5
	5.5-9.5
	

	Platelet numbers + indices
	Platelet low, MPV low
	140
	11.2
	9.3-13.1
	<0.001

	
	Platelet low, MPV high
	173
	15.3
	11.7-18.9
	

	
	Platelet high, MPV low
	111
	6.2
	4.5-7.9
	

	
	Platelet high, MPV high
	101
	9.1
	5.4-12.9
	

	Low platelets + high MPV
	Yes
	173
	15.3
	[bookmark: _Hlk509861024]11.7-18.9
	<0.001

	
	No
	352
	9.3
	[bookmark: _Hlk509861036]7.4-11.2
	



Abbreviations:  HCV, hepatitis-C virus; HBV, hepatitis-B virus; NASH, non-alcoholic steato-hepatitis; MELD, model for end-stage liver disease; ECOG PS, Eastern Cooperative Oncology Group performance status; BCLC, Barcelona clinic liver cancer; PEI, percutaneous ethanol injection; RFA, radiofrequency ablation; TACE transarterial chemoembolisation; BSC, best supportive care; MPV, mean platelet volume







Suppplementary Table 2: Grade of HCC (according to Edmondson & Steiner) in patients with thrombocytopenia and high MPV vs. patients with other platelet characteristics.
	Tumour grading according to Edmondson & Steiner
	Low platelet & High MPV
	Other platelet indices
	p-value

	Low tumour grade (G1 / G2)
	142 (86.1%)
	256 (78.0%)
	p=0.033

	High tumour grade (G3 / G4)
	23 (13.9%)
	72 (22.0%)
	

	Number of patients
	165
	328
	



Abbreviations:  HCC, hepatocellular carcinoma; MPV, mean platelet volume














Supplementary Table 3: Kaplan-Meier analysis of survival between patients with a platelet count <150 G/L and a MPV ≥11 fL versus patients with other platelet characteristics within different BCLC stages
	BCLC Stage
	Low platelets + high MPV
	Median survival in months
	95%CI
	P-value
(log rank)

	Stage A/0
	No
	33.0
	4.0 – 62.0
	0.320

	
	Yes
	48.6
	27.3 – 69.8
	

	Stage B
	No
	20.6
	14.9 – 26.3
	0.301

	
	Yes
	21.4
	16.2 – 26.6
	

	Stage C
	No
	5.7
	4.6 – 6.8
	0.007

	
	Yes
	11.6
	8.7 – 14.6
	

	Stage D
	No
	1.6
	1.3 – 1.9
	0.001

	
	Yes
	5.0
	3.1 – 6.9
	



Abbreviations: BCLC, Barcelona clinic liver cancer


