Supplementary Table 1. Persistence, new infections, and total clearance stratified by baseline HPV-DNA assay

	
	
	
	 

	 
	Baseline Onclarity positive
	FU negative for Cobas/HC2 HPV
	Typing of FU positive for Cobas/HC2 HPV samples
	Total clearance 
of baseline infections# 

	
	
	
	FU positive for Cobas/HC2 HPV
	Samples with typing
	Missing typing
	

	
	
	
	
	Persistence
	Only new infections
	Negative for typing
	
	

	
	n
	n (% on total samples - a)
	n (% on total samples)
	n (% on positive and typed)
	n of CIN3+ 
	n (% on positive and typed - b)
	n of CIN3+ (%)
	n (% on positive and typed - c)
	n
	%

	
	
	
	
	
	(%)
	
	
	
	
	

	Cobas 4800
	
	
	
	
	
	
	
	
	
	

	baseline positive
	782
	300 (38.4)
	482 (61.6)
	146 (78.9)
	0 (0.0)
	19 (10.3)
	0 (0.0)
	20 (10.8)
	297
	51.4

	Single channel
	610
	259 (42.5)
	351 (57.5)
	98 (75.4)
	0 (0.0)
	16 (12.3)
	0 (0.0)
	16 (12.3)
	221
	56.6

	Multichannel
	172
	41 (23.8)
	131 (76.2)
	48 (87.3)
	0 (0.0)
	3 (5.5)
	0 (0.0)
	4 (7.3)
	76
	33.5

	HC2
	
	
	
	
	
	
	
	
	
	

	Baseline positive
	758
	289 (38.1)
	469 (61.9)
	342 (79.9)
	11 (3.2)
	49 (11.4)
	0 (0.0)
	37 (8.6)
	41
	50.6

	Single channel
	609
	250 (41.1)
	359 (58.9)
	247 (77.7)
	10 (4.0)
	43 (13.5)
	0 (0.0)
	 28 (8.8)
	41
	54.2

	Multichannel 
	149
	39 (26.2)
	110 (73.8)
	95 (86.4)
	1 (1.1)
	6 (5.5)
	0 (0.0)
	9 (8.2)
	0
	36.2


# Total clearance includes women who at 1-year retesting were negative for Cobas/HC2 and those who tested negative for Onclarity for the channels that were positive at baseline : a+(1-a)*(b+c) 

Supplementary Table 2. Distribution of CIN2+ and CIN3+ between persistent and new infection cases, overall and by baseline cytology, p16/ki67, E6/E7 mRNA, and Onclarity valuable results
[bookmark: _GoBack]
	
	Persistence
	 
	Only new infections
	 

	 
	n
	n of CIN2+ (%)
	n of CIN3+ (%)
	n
	n of CIN2+ (%)
	n of CIN3+ (%)

	Overall
	 
	 
	 
	 
	 
	 

	Single channel
	345
	17 (4.9)
	10 (2.9)
	59
	3 (5.1)
	0 (0.0)

	Multichannel
	143
	3 (2.1)
	 1 (0.7)
	9
	0 (0.0)
	0 (0.0)

	Cytology*
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	

	Single channel
	286
	14 (4.9)
	8 (2.8)
	45
	3 (6.7)
	0 (0.0)

	Multichannel
	97
	3 (3.1)
	1 (1.0)
	5
	0 (0.0)
	0 (0.0)

	Positive
	
	
	
	
	
	

	Single channel
	56
	3 (5.4)
	2 (3.6)
	14
	0 (0.0)
	0 (0.0)

	Multichannel
	45
	0 (0.0)
	0 (0.0)
	4
	0 (0.0)
	0 (0.0)

	E6/E7 mRNA*
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	

	Single channel
	60
	1 (1.7)
	1 (1.7)
	13
	0 (0.0)
	0 (0.0)

	Multichannel
	3
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Positive
	
	
	
	
	
	

	Single channel
	284
	16 (5.6)
	9 (3.2)
	45
	3 (6.7)
	0 (0.0)

	Multichannel
	140
	3 (2.1)
	1 (0.7)
	9
	0 (0.0)
	0 (0.0)

	p16/ki67*
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	

	Single channel
	213
	6 (2.8)
	2 (0.9)
	43
	1 (2.3)
	0 (0.0)

	Multichannel
	70
	2 (2.9)
	1 (1.4)
	7
	0 (0.0)
	0 (0.0)

	Positive
	
	
	
	
	
	

	Single channel
	117
	11 (9.4)
	8 (6.8)
	14
	2 (14.3)
	0 (0.0)

	Multichannel
	65
	1 (1.5)
	0 (0.0)
	2
	0 (0.0)
	0 (0.0)

	Channel positivity
	 
	 
	 
	 
	 
	 

	Single channel
	
	
	
	
	
	

	16
	70
	6 (8.6)
	4 (5.7)
	9
	1 (11.1)
	0 (0.0)

	18
	16
	1 (6.3)
	0 (0.0)
	4
	0 (0.0)
	0 (0.0)

	45
	15
	0 (0.0)
	0 (0.0)
	2
	0 (0.0)
	0 (0.0)

	33/58
	32
	1 (3.1)
	1 (3.1)
	3
	0 (0.0)
	0 (0.0)

	31
	66
	7 (10.6)
	3 (4.5)
	11
	0 (0.0)
	0 (0.0)

	56/59/66
	75
	1 (1.3)
	1 (1.3)
	13
	1 (7.7)
	0 (0.0)

	51
	19
	0 (0.0)
	0 (0.0)
	3
	0 (0.0)
	0 (0.0)

	52
	25
	0 (0.0)
	0 (0.0)
	7
	0 (0.0)
	0 (0.0)

	35/39/68
	27
	1 (3.7)
	1 (3.7)
	7
	1 (14.3)
	0 (0.0)

	Multichannel #
	
	
	
	
	
	

	16/33/58
	11
	1 (9.1)
	1 (9.1)
	0
	0 (0.0)
	0 (0.0)

	16/35/39/68
	21
	1 (4.8)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)

	33/58/56/59/66
	9
	1 (11.1)
	0 (0.0)
	0
	0 (0.0)
	                  0 (0.0)


*Only samples with a triage test performed or a valid test were included: 19 missing or inadequate cytology; 2 missing E6/E7 mRNA; 112 missing or non-valuable P16/ki67
#Only the multichannel findings in which CIN2+ lesions were found are reported

Supplementary Table 3. Persistence, new infections, and total clearance stratified by baseline biomarker results and the number of positive channels
	 
	 
	
	 

	 
	Baseline Onclarity positive
	FU negative for Cobas/HC2 HPV
	Typing of FU positive for Cobas/HC2 HPV samples
	Total clearance of baseline infections#

	
	
	
	FU positive for Cobas/HC2 HPV
	Samples with typing
	Missing typing
	

	 
	
	
	
	Persistence
	Only new infections
	Negative for typing
	
	

	 
	n
	n (% on total samples - a)
	n (% on total samples)
	n (% on positive and typed)
	n (% on positive and typed - b)
	n (% on positive and typed - c)
	n
	%

	Cytology
	 
	 
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	
	
	

	Single channel
	952
	401 (42.1)
	551 (57.9)
	286 (78.6)
	45 (12.4)
	33 (9.1)
	187
	54.5

	Multichannel
	211
	53 (25.1)
	158 (74.9)
	97 (89.8)
	5 (4.6)
	6 (5.6)
	50
	32.7

	Positive
	
	
	
	
	
	
	
	

	Single channel
	250
	100 (40.0)
	150 (60.0)
	56 (70.0)
	14 (17.5)
	10 (12.5)
	70
	58

	Multichannel
	108
	27 (25.0)
	81 (75.0)
	45 (80.4)
	4 (7.1)
	7 (12.5)
	25
	39.7

	E6/E7 mRNA
	 
	 
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	
	
	

	Single channel
	276
	135 (48.9)
	141 (51.1)
	60 (67.4)
	13 (14.6)
	16 (18.0)
	52
	65.6

	Multichannel
	19
	8 (42.1)
	11 (57.9)
	3 (60.0)
	0 (0.0)
	2 (40.0)
	6
	65.3

	Positive
	
	
	
	
	
	
	
	

	Single channel
	941
	374 (39.7)
	567 (60.3)
	284 (79.6)
	45 (12.6)
	28 (7.8)
	210
	52.1

	Multichannel
	302
	72 (23.8)
	230 (76.2)
	140 (87.5)
	9 (5.6)
	11 (6.9)
	70
	33.4

	p16/ki67
	 
	 
	 
	 
	 
	 
	 
	 

	Negative
	
	
	
	
	
	
	
	

	Single channel
	819
	358 (43.7)
	461 (56.3)
	213 (75.5)
	43 (15.2)
	26 (9.2)
	179
	57.5

	Multichannel
	172
	48 (27.9)
	124 (72.1)
	70 (82.4)
	7 (8.2)
	8 (9.4)
	39
	40.6

	Positive
	
	
	
	
	
	
	
	

	Single channel
	310
	102 (32.9)
	208 (67.1)
	117 (81.3)
	14 (9.7)
	13 (9.0)
	64
	45.5

	Multichannel
	127
	22 (17.3)
	105 (82.7)
	65 (91.5)
	2 (2.8)
	4 (5.6)
	34
	24.3


[bookmark: _Hlk183077781]# Total clearance includes women who at 1-year retesting were negative for Cobas/HC2 and those who tested negative for Onclarity for the channels that were positive at baseline : a+(1-a)*(b+c) 

