Suppl. Table 1: Follow-up scheduling in adherence with most local standard operating procedures. Procedures in parentheses were not performed by all centers. Additional evaluations were performed if recurrence was suspected.
	Examination
	Month

	
	3
	6
	9
	12
	15
	18
	21
	24
	30
	36
	42
	48
	54
	60

	Clinical evaluation
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Fiberoptic examination
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Neck ultrasound
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	MRI Head and Neck
	x
	(x)
	
	x
	
	(x)
	
	x
	
	(x)
	
	x
	
	x

	CT Chest
	
	
	
	x
	
	
	
	(x)
	
	(x)
	
	(x)
	
	(x)

	PET/CT
	(x)
	
	
	
	
	
	
	
	
	
	
	
	
	





Suppl. Table 2: Frequency of different distant metastasis sites. Reported are only the metastatic sites at the time of first distant failure.
	Site
	n

	Bone
	18

	Lung
	16

	Distant lymph nodes
	11

	Liver
	11

	Brain
	4

	Spleen
	2

	Adrenal
	1

	Epicardial
	1

	Pancreas
	1

	Pleural
	1

	Thyroid
	1







Suppl. Table 3: Univariable analysis regarding overall survival (OS) and disease-free survival (DFS). 95% CI, 95% confidence interval; AJCC, American Joint Committee on Cancer; CCI; Charlson Comorbidity Index; EBV, Epstein-Barr virus; HR, Hazard Ratio; KPS, Karnofsky Performance Status; UICC, Union for International Cancer Control; WHO, World Health Organization.
	Variables
	OS
(93 events)
	DFS 
(118 events)

	
	HR (95% CI)
	P value
	n
	HR (95% CI)
	P value
	n

	Age
	1.05 (1.03-1.06)
	<0.001
	299
	1.04 (1.02-1.05)
	<0.001
	299

	CCI
	1.26 (1.13-1.40)
	<0.001
	298
	1.22 (1.11-1.35)
	<0.001
	298

	Sex
	
	
	
	
	
	

	   Female
	Reference
	
	79
	Reference
	
	79

	   Male
	1.91 (1.11-3.28)
	0.019
	220
	1.67 (1.05-2.63)
	0.029
	220

	KPS
	
	
	
	
	
	

	   KPS 100-90%
	Reference
	
	184
	Reference
	
	184

	   KPS ≤80%
	2.65 (1.72-4.08)
	<0.001
	107
	2.48 (1.70-3.63)
	<0.001
	107

	Smoking status
	
	
	
	
	
	

	   Ex-/never smoker
	Reference
	
	122
	Reference
	
	122

	   Current smoker
	1.17 (0.67-2.02)
	0.59
	60
	1.02 (0.62-1.67)
	0.93
	60

	T category
	
	
	
	
	
	

	   T1-2
	Reference
	
	131
	Reference
	
	131

	   T3-4
	1.34 (0.88-2.04)
	0.17
	168
	1.31 (0.91-1.91)
	0.15
	168

	N category
	
	
	
	
	
	

	   N0-1
	Reference
	
	138
	Reference
	
	138

	   N2-3
	1.04 (0.69-1.57)
	0.86
	160
	1.13 (0.78-1.63)
	0.52
	160

	AJCC/UICC stage
	
	
	
	
	
	

	   I-II
	Reference
	
	60
	Reference
	
	60

	   III
	1.34 (0.71-2.56)
	0.37
	113
	1.33 (0.76-2.35)
	0.32
	113

	   IV
	1.95 (1.05-3.61)
	0.033
	126
	1.95 (1.13-3.33)
	0.016
	126

	Tumoral EBV status
	
	
	
	
	
	

	   Positive
	Reference
	
	137
	Reference
	
	137

	   Negative
	2.37 (1.36-4.14)
	0.002
	56
	1.60 (0.98-2.63)
	0.061
	56

	   Not tested
	1.72 (1.06-2.81)
	0.030
	106
	1.33 (0.88-2.01)
	0.18
	106

	Histology
	
	
	
	
	
	

	   WHO III
	Reference
	
	29
	Reference
	
	29

	   WHO I or II or unspecified
	1.48 (0.70-3.10)
	0.30
	240
	1.37 (0.71-2.66)
	0.35
	240

	Induction chemotherapy
	
	
	
	
	
	

	   Yes
	Reference
	
	48
	Reference
	
	48

	   No
	1.15 (0.59-2.22)
	0.69
	251
	1.07 (0.62-1.86)
	0.80
	251

	Concurrent systemic treatment
	
	
	
	
	
	

	   Yes
	Reference
	
	274
	Reference
	
	274

	   No
	1.83 (1.02-3.31)
	0.044
	25
	1.77 (1.04-3.00)
	0.035
	25

	Concurrent systemic treatment
	
	
	
	
	
	

	   Cisplatin
	Reference
	
	135
	Reference
	
	135

	   Cisplatin plus 5-FU
	0.75 (0.45-1.25)
	0.27
	106
	0.67 (0.43-1.06)
	0.088
	106

	   Other
	2.09 (1.26-3.45)
	0.004
	33
	1.92 (1.24-2.97)
	0.003
	33

	Concurrent cisplatin dose
	
	
	
	
	
	

	   <200 mg/m2
	Reference
	
	74
	Reference
	
	74

	   ≥200 mg/m2
	0.55 (0.33-0.92)
	0.024
	166
	0.69 (0.44-1.08)
	0.10
	166

	Fractionation
	
	
	
	
	
	

	   Conventional
	Reference
	
	188
	Reference
	
	188

	   Hyperfractionated-accelerated
	1.36 (0.85-2.18)
	0.20
	78
	1.15 (0.76-1.75)
	0.51
	78

	   Accelerated
	1.58 (0.88-2.84)
	0.12
	29
	1.20 (0.68-2.11)
	0.53
	29

	   Fractionation changed
	3.28 (0.45-23.90)
	0.24
	3
	2.12 (0.29-15.30)
	0.46
	3

	   Hypofractionated
	-
	-
	1
	-
	-
	1





Suppl. Table 4: Univariable analysis regarding overall survival (OS) and disease-free survival (DFS) and accounting for immortal time bias. Both OS and DFS were calculated from the date of diagnosis. 95% CI, 95% confidence interval; AJCC, American Joint Committee on Cancer; CCI; Charlson Comorbidity Index; EBV, Epstein-Barr virus; HR, Hazard Ratio; KPS, Karnofsky Performance Status; UICC, Union for International Cancer Control; WHO, World Health Organization.
	Variables
	OS
(93 events)
	DFS 
(118 events)

	
	HR (95% CI)
	P value
	n
	HR (95% CI)
	P value
	n

	Age
	1.05 (1.03-1.06)
	<0.001
	282
	1.04 (1.02-1.05)
	<0.001
	282

	CCI
	1.29 (1.16-1.42)
	<0.001
	281
	1.24 (1.13-1.36)
	<0.001
	281

	Sex
	
	
	
	 
	
	

	   Female
	Reference
	
	79
	Reference
	
	79

	   Male
	1.88 (1.09-3.22)
	0.022
	220
	1.60 (1.01-2.53)
	0.043
	220

	KPS
	
	
	
	 
	
	

	   KPS 100-90%
	Reference
	
	172
	Reference
	
	172

	   KPS ≤80%
	2.61 (1.69-4.01)
	<0.001
	102
	2.37 (1.62-3.47)
	<0.001
	102

	Smoking status
	
	
	
	 
	
	

	   Ex-/never smoker
	Reference
	
	107
	Reference
	
	107

	   Current smoker
	1.03 (0.59-1.78)
	0.93
	58
	0.93 (0.57-1.52)
	0.77
	58

	T category
	
	
	
	 
	
	

	   T1-2
	Reference
	
	122
	Reference
	
	122

	   T3-4
	1.31 (0.86-1.99)
	0.21
	160
	1.31 (0.90-1.91)
	0.16
	160

	N category
	
	
	
	 
	
	

	   N0-1
	Reference
	
	133
	Reference
	
	133

	   N2-3
	1.08 (0.72-1.63)
	0.71
	148
	1.23 (0.85-1.78)
	0.28
	148

	AJCC/UICC stage
	
	
	
	 
	
	

	   I-II
	Reference
	
	57
	Reference
	
	57

	   III
	1.40 (0.74-2.68)
	0.30
	104
	1.50 (0.84-2.67)
	0.17
	104

	   IV
	1.91 (1.03-3.54)
	0.039
	121
	2.03 (1.17-3.53)
	0.012
	121

	Tumoral EBV status
	
	
	
	 
	
	

	   Positive
	Reference
	
	124
	Reference
	
	124

	   Negative
	2.21 (1.27-3.86)
	0.005
	53
	1.57 (0.96-2.59)
	0.074
	53

	   Not tested
	1.52 (0.93-2.48)
	0.092
	105
	1.22 (0.80-1.85)
	0.36
	105

	Histology
	
	
	
	 
	
	

	   WHO III
	Reference
	
	29
	Reference
	
	29

	   WHO I or II or unspecified
	1.60 (0.76-3.35)
	0.22
	223
	1.45 (0.75-2.82)
	0.27
	223

	Induction chemotherapy
	
	
	
	 
	
	

	   Yes
	Reference
	
	42
	Reference
	
	42

	   No
	0.93 (0.48-1.82)
	0.84
	240
	0.98 (0.56-1.73)
	0.95
	240

	Concurrent systemic treatment
	
	
	
	 
	
	

	   Yes
	Reference
	
	257
	Reference
	
	257

	   No
	1.68 (0.93-3.04)
	0.083
	25
	1.67 (0.98-2.85)
	0.057
	25

	Concurrent systemic treatment
	
	
	
	 
	
	

	   Cisplatin
	Reference
	
	121
	Reference
	
	121

	   Cisplatin plus 5-FU
	0.64 (0.38-1.08)
	0.094
	106
	0.58 (0.37-0.92)
	0.021
	106

	   Other
	1.88 (1.14-3.12)
	0.014
	30
	1.72 (1.11-2.68)
	0.016
	30

	Concurrent cisplatin dose
	
	
	
	 
	
	

	   <200 mg/m2
	Reference
	
	70
	Reference
	
	70

	   ≥200 mg/m2
	0.55 (0.33-0.91)
	0.020
	156
	0.67 (0.42-1.05)
	0.080
	156

	Fractionation
	
	
	
	 
	
	

	   Conventional
	Reference
	
	171
	Reference
	
	171

	   Hyperfractionated-accelerated
	1.27 (0.80-2.02)
	0.32
	79
	1.10 (0.73-1.68)
	0.65
	79

	   Accelerated
	1.47 (0.82-2.63)
	0.20
	29
	1.14 (0.65-2.01)
	0.64
	29

	   Fractionation changed
	-
	-
	2
	-
	-
	2

	   Hypofractionated
	-
	-
	1
	-
	-
	1



[bookmark: _GoBack]Suppl. Table 5: Multivariable analysis regarding overall survival (OS) and disease-free survival (DFS) accounting for immortal time bias. A complete case-analysis was performed. OS and DFS were calculated from the date of diagnosis until an event. 95% CI, 95% confidence interval; AJCC, American Joint Committee on Cancer; CCI; Charlson Comorbidity Index; EBV, Epstein-Barr virus; HR, Hazard Ratio; KPS, Karnofsky Performance Status; WHO, World Health Organization.

	Variables
	OS
(78 events)
	DFS 
(101 events)

	
	HR (95% CI)
	P value
	HR (95% CI)
	P value

	Age
	1.04 (1.01-1.06)
	0.0018
	1.03 (1.01-1.05)
	0.003

	CCI
	1.11 (0.97-1.26)
	0.13
	1.09 (0.96-1.23)
	0.17

	Sex
	
	
	
	

	   Female
	Reference
	
	Reference
	

	   Male
	1.56 (0.89-2.75)
	0.12
	1.37 (0.85-2.21)
	0.20

	KPS
	
	
	
	

	   KPS 100-90%
	Reference
	
	Reference
	

	   KPS ≤80%
	1.68 (1.01-2.79)
	0.046
	1.85 (1.19-2.88)
	0.006

	AJCC/UICC stage
	
	
	
	

	   I-III
	Reference
	
	Reference
	

	   IV
	2.04 (1.25-3.34)
	0.004
	2.11 (1.36-3.25)
	<0.001

	Tumoral EBV status
	
	
	
	

	   Positive
	Reference
	
	Reference
	

	   Negative
	1.35 (0.70-2.60)
	0.37
	1.00 (0.56-1.76)
	0.99

	   Not tested
	1.13 (0.65-1.96)
	0.66
	0.94 (0.59-1.49)
	0.79

	Histology
	
	
	
	

	   WHO III
	Reference
	
	Reference
	

	   WHO I or II or unspecified
	0.94 (0.38-2.33) 
	0.89
	0.79 (0.36-1.75)
	0.56

	Concurrent systemic treatment
	
	
	
	

	   Yes
	Reference
	
	Reference
	

	   No
	1.13 (0.56-2.30)
	0.73
	1.45 (0.78-2.69)
	0.24



