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[bookmark: _Toc121317397]Study Characteristics Table
	Author & Year
Setting
Design
Funding source
	Population characteristics
N screened
	Index and comparator tests
Reference standard
	Outcomes
Available subgroups


	Agorastos, 2015
Athens, Thessaloniki, Larissa, Patras and Alexandroupolis, Greece

Programmatic details: organized screening every 3 years via cytology

Design: cross-sectional

Funding: none (Roche Diagnostics provided HPV tests and consumables)

Longest follow-up: NA


	Individuals aged 25-55 attending routine cervical screening at the outpatient clinics of nine Gynecology Departments.

Exclusion: current pregnancy, current or previous history of CIN in the past five years, follow up for cytological abnormalities and hysterectomy.

Screened: 4,009
Analyzed: 3, 859
Lost to follow-up: 150/4,009 (3.7%) did not undergo colposcopy and were not included in the analysis. 
	Index test: hrHPV screening (Cobas 4800, threshold NR) with genotyping for HPV16 and HPV18.

Comparator test: (1) hrHPV testing (Cobas 4800, threshold NR); (2) Cytology screening (liquid-based [ThinPrep], threshold ≥ASC-US [Bethesda]); 
(3) Cytology screening (liquid-based [ThinPrep], threshold ≥LSIL [Bethesda]).

Reference standard: Multiple focal biopsies and/or ECC.

Reference standard applied to:
- all individuals with cytological abnormalities or presenting with an hrHPV infection with abnormal/suspicious colposcopy
- a random sample of individuals with normal cytology and negative for hrHPV and abnormal/suspicious colposcopy (n=106 given colposcopy)
	Sensitivity and specificity for the detection of CIN2+ and CIN3+

Subgroups: age (25-29 and 30-55 years)



	Balasubramanian, 2010
Washington, USA

Programmatic details: organized screening every 3 years via cytology; HPV recommended if 30 years and older; reflex HPV recommended if ASCUS on cytology

Design: cross-sectional

Funding: non-industry

Longest follow-up: NA


	Individuals between age 18 and 50 years old, not pregnant, not chronically immunocompromised, and reported no previous treatments for cervical neoplasia.

Exclusion: NR.

Screened: 1,665
Analyzed: 1,665 
Lost to follow-up: 285/1,665 (17.1%) 
	Index test: hrHPV self-sampling (Hybrid Capture II, threshold ≥1.0 rlu) (1) alone; (2) with cytology triage (liquid-based [Thin-layer], threshold ≥ASCUS [Bethesda]).

Comparator test: (1) hrHPV clinician sampling (Hybrid Capture II, threshold ≥1.0 rlu); (2) hrHPV self-sampling (Hybrid Capture II, threshold ≥1.0 rlu).

Reference standard: Colposcopy with biopsy and/or endocervical curettage.

Reference standard applied to:
-all individuals presenting with an hrHPV infection (n=437)
-a random sample of individuals with normal cytology and negative for hrHPV or indeterminate results (n=67)
	Weighted sensitivity and specificity for the detection of CIN2+ (verification bias adjusted)

Subgroups: none.



	Blatt, 2015
USA

Programmatic details: organized screening every 3 years via cytology only or co-testing (at age 30-65)

Design: cross-sectional

Funding: industry

Longest follow-up: NA
	Individuals ages 30 to 65 years at the time of contesting were included in the study if they had a cervical cancer biopsy (Current Procedural Terminology [CPT] code 88305) and a cotest (a Pap test [with or without imaging,
as ordered] and an HPV test; CPT codes 88175 or 88142
and 87621, respectively) performed at Quest Diagnostics
within 1 year before their cervical biopsy.

Exclusion: If the accession had an order name indicating reflex testing and the Pap result was positive; incomplete biopsy results; twenty-four biopsies and patient results were removed from the final data set because they were not considered to be primarily a cervical disease. Any misclassified CIN1/CIN2 specimens, lymphomas, endometrial adenocarcinomas, metastatic adenocarcinomas, melanomas, or malignancies were removed.

Screened: 256,648
Analyzed: 256,648
Lost to follow-up: NA
	Index test: hrHPV screening (Hybrid Capture II, threshold NR).

Comparator test: Cytology screening (Thinprep, threshold ≥ASCUS).

Reference standard: biopsy.

Reference standard applied to: -all individuals
	Sensitivity and specificity for ICC

Subgroups: none.



	Chatzistamatiou, 2016
Athens, Thessaloniki, Larisa, Patras and Alexandropoulis, Greece

Programmatic details: organized screening every 3 years via liquid-based cytology

Design: cross-sectional; all participants received both tests

Funding: industry

Longest follow-up: NA

	Individuals with a median age of 40 years (range, 25 to 55 years) who underwent routine cervical screening between April 2011 and September 2013 in the outpatient clinics of nine Gynecology Departments.

Exclusion: pregnant, current or previous history of CIN in the past five years, follow up for cytological abnormalities and hysterectomy.

Screened: 4,009
Analyzed: 3,859 
Loss to follow-up: 150/4,009 (3.7%) did not undergo colposcopy and were excluded from the analysis.
	Index test: hrHPV screening (Cobas 4800, threshold NR) (1) alone; (2) with reflexⱡ cytology (liquid-based [ThinPrep], threshold ≥ASCUS [Bethesda]); (3) with genotyping for HPV16 and HPV18; (4) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥ASCUS); (5) with genotyping for HPV16 and HPV18 and reflexⱡ cytology (threshold ≥LSIL), sampled via Cervexbrush.

Comparator test: (1) Cytology screening (liquid-based [ThinPrep], threshold ≥ASCUS [Bethesda]), sampled via Cervex-Brush; (2) hrHPV screening (Cobas 4800, threshold NR) alone; (3) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥ASCUS); (4) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥LSIL).

Reference standard: Biopsy and/or endocervical curettage.

Reference standard applied to: 
· all individuals with cytological abnormalities or presenting with an hrHPV infection and abnormal colposcopy
· a random sample of individuals with normal cytology and negative for hrHPV with abnormal colposcopy (n=106 given colposcopy)
	Sensitivity for the detection of CIN2+

Subgroups: none.



	Cox, 2013
USA (61 centers in 23 states)

Programmatic details: organized screening every 3 years via cytology or co-testing every 5 years with cytology and HPV

Design: prospective cohort (cross-sectional analysis)

Funding: industry

Longest follow-up: NA


	Individuals age ≥30 years of age who presented for cervical cancer screening (subset of ATHENA study participants) with an intact cervix and willing and able to undergo colposcopy and biopsy and endocervical curettage within 8 weeks after study Visit 1.

Exclusion: NR.

Screened: 34,254
Analyzed: NR.
Lost to follow-up: NA.
	Index test: hrHPV screening (Cobas 4800) (1) alone; (2) with reflexⱡ cytology (liquid-based [ThinPrep], threshold ≥ASCUS [Bethesda]); (3) with genotyping for HPV16 and HPV18; (4) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥ASCUS); (5) with genotyping for HPV16 and HPV18 and reflexⱡ cytology (threshold ≥LSIL).

Comparator test: Cytology screening (liquid-based [ThinPrep], threshold ≥ASCUS [Bethesda]); (2) hrHPV screening (Cobas 4800, threshold NR) alone; (3) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥ASCUS); (4) with genotyping for HPV16 and HPV18 and reflexⱡ cytology for hrHPV (non 16/18) (threshold ≥LSIL).

Reference standard: Colposcopy and random biopsy with central pathological review if colposcopy adequate and without a lesion.

Reference standard applied to:
- all individuals with cytological abnormalities or presenting with an hrHPV infection
- a random sample of individuals with normal cytology and negative for hrHPV (n=NR)
	Sensitivity for the detection of CIN2+ and CIN3+

Subgroups: none.



	Depuydt, 2011
Flanders, Belgium

Programmatic details: largely opportunistic screening, based on individual initiative, and carried out by gynecologists

Design: prospective cohort

Funding: industry

Longest follow-up: 24 months
	Individuals aged 25 to 55 years who were undergoing routine cervical screening between August 2005 and February 2007 in 9 gynecological practices.

Exclusion: pregnancy and/or had a history of cervical disease (CIN2+).

Screened: 2,905
Analyzed: 2,905
Lost to follow-up: NR
	Index test: HPV screening (Real-time PCR analysis, threshold NR) for (1) high- and low- risk types or (2) targeting types 16/18 only, (3) Cytology (ASCUS+) + hrHPV triage (Real-time PCR analysis, threshold NR) sampled via Cervex-Brush.

Comparator test: Cytology screening (liquid-based [BD SurePath], threshold ≥ASC-US, ≥LSIL, and ≥HSIL [Bethesda 2001]) (1) alone, (2) with hrHPV triage, or (3) with hrHPV triage of types 16/18 only (Real-time PCR analysis, threshold NR), sampled via Cervex-Brush.

Reference standard: Biopsy (colposcopy performed simultaneously with cytology and hrHPV at initial screen; at follow-up, colposcopy performed only on those with a positive cytology or hrHPV test result) with immediate biopsy and subsequent histologic analysis performed on individuals with positive colposcopic examinations.

Reference standard applied to:
· at initial screen, all individuals with abnormal colposcopy
· at follow-up, all individuals with cytological abnormalities or a positive HPV test and with abnormal colposcopy
	Sensitivity and specificity for the detection of CIN2+, CIN3+, and ICC

Subgroups: none.



	Hillemanns, 1999
Germany 

Programmatic details: organized screening every 3 years via cytology

Design: cross-sectional

Funding: non-industry

Longest follow-up: NA


	Patients at high risk for cervical disease who were attending a colposcopy clinic for screening.

Exclusion: NR.

Screened: 247
Analyzed: 247
Lost to follow-up: NA
	Index test: hrHPV self-sampling (Hybrid Capture II, threshold NR).

Comparator test: hrHPV clinician sampling (Hybrid Capture II, threshold NR).

Reference standard: Colposcopy with directed biopsy and/or endocervical curettage.

Reference standard applied to:
-all individuals
	Sensitivity for the detection of CIN2/3, CIN2+ and ICC

Subgroups: none.



	Mayrand, 2007
Montreal, Quebec and St.John’s, Newfoundland Canada (30 sites)

Programmatic details:
routine screening via conventional cytology (timing NR)

Design: RCT; all participants received both tests-randomized to order

Funding: government

Longest follow-up: NR

	Women ages 30 to 69 years who sought screening tests for cervical cancer in any of 30 clinics in Montreal and St. John's, Canada.

Exclusion: women who were currently being followed up for a cervical lesion, lacked a cervix, were pregnant, had a history of cervical cancer, had undergone Pap testing in the previous year, or were unable to provide consent.

Screened: 9,959
Analyzed: 9,959
Lost to follow-up: NA (all analyzed in conservative case definition)
	Index test: hrHPV screening (Hybrid Capture II, threshold 1.0 pg/mL), sampling device NR, (1) alone, (2) with cytology triage (Pap test, threshold ≥ASCUS).

Comparator test: (1) Conventional cytology (Pap test, threshold ≥ASCUS [Bethesda]) alone, (2) or with hrHPV triage for ASCUS (Hybrid Capture II, threshold 1.0 pg/mL), sampling device NR.

Reference standard: Colposcopy and biopsy, using both conservative (confirmation on LEEP specimen or biopsy with ablative treatment) case definition (timing NR).

Reference standard applied to:
- all individuals with cytological abnormalities or presenting with an hrHPV infection
	Sensitivity and specificity for the detection of CIN2+ (using conservative case definition)

Subgroups: none.



	Monsonego, 2011
Paris, France

Programmatic details: organized screening every 3 years via cytology

Design: cross-sectional

Funding: industry

Longest follow-up: NA

	Individuals aged 20-65, who were seen for their annual exam in 17 private gynecology practices in Paris, France.

Exclusion: total hysterectomy, were pregnant or had an abnormal cytology in the past 6 months.

Screened: 4,429
Analyzed: 4,429
Lost to follow-up: 52/4,481 (1.2%) were not screened +  
+ 78/4,429 (1.8%) with abnormal results did not undergo colposcopy 
	Index test (age subgroups only): hrHPV screening (Hybrid Capture II, threshold ≥1.0 pg/mL or Aptima HPV assay, threshold ≥1.0 signal to cut-off ratio).

Comparator test (age subgroups only): Cytology screening (liquid-based
[ThinPrep], threshold ≥ASCUS [Bethesda 2001]).

Reference standard: Colposcopy and LEEP or punch biopsy.

Reference standard applied to:
-all individuals with cytological abnormalities or positive for either HPV test
-a random sample of cytology normal and HPV negative individuals that had abnormal colposcopy (if normal on cytology no biopsy was performed).
	Corrected sensitivity and specificity for the detection of CIN2+, and CIN3+ (verification bias adjusted)

Subgroups: age (20-29, and 30-65 years)



	Song, 2019
South Korea

Programmatic details: routine screening via cytology (timing NR)

Design: retrospective cohort; all patients received both tests

Funding: NR

Longest follow-up: NR

	Healthy women aged between 18 and 80 years who attended for routine cervical cancer screening in Korea, and women who simultaneously or subsequently underwent Pap cytology, an HPV test, cervicography, and colposcopically directed biopsy

Exclusion: previous history of cytology or HPV abnormalities within the past 2 years, current pregnancy, or a history of hysterectomy.

Screened: 4,117
Analyzed: 4,117
Lost to follow-up: 0%
	Index test: hrHPV screening (commercial nucleic acids amplification assays, threshold was detection of any hrHPV types on the test), sampled via cervicovaginal swabs.

Comparator test: Cytology (conventional or liquid-based, threshold ≥ASCUS [Bethesda]) (1) alone (2) or hrHPV triage (commercial nucleic acids amplification assays, threshold was detection of any hrHPV types on the test), sampled via cervicovaginal swabs.

Reference standard: colposcopic cervical biopsy (timing NR).

Reference standard applied to:
-all women screened
	Sensitivity and specificity for the detection of CIN2+

Subgroups: none.



	Szarewski, 2007
Central and West London, England

Programmatic details: organized screening

Design: cross-sectional

Funding: non-industry

Longest follow-up: NA


	Individuals who were due for a routine screening smear and who had not previously had ablative or excisional treatment of the cervix.

Exclusion: NR.

Screened: 920
Analyzed: 920
Lost to follow-up: 5/925 (0.5%) withdrew before all tests performed. 
	Index test: hrHPV self-sampling (Hybrid Capture II, threshold 1.0 pg/mL).

Comparator test: hrHPV clinician-sampling (Hybrid Capture II, threshold 1.0 pg/mL).

Reference standard: Biopsy.

Reference standard applied to:
-all hrHPV positive individuals with abnormal colposcopy (n=64)
-a random sample of individuals with normal cytology and negative for hrHPV with abnormal colposcopy (n=16)
	Sensitivity and specificity for the detection of CIN2/3 (no cervical cancer detected)

Subgroups: none.




Abbreviations: ASCUS=atypical squamous cells of undetermined significance; CIN=cervical intraepithelial neoplasia; hrHPV=high-risk human papillomavirus; LEEP=loop electrosurgical excision procedure; LSIL=low-grade intraepithelial lesion; NA=not applicable; NR=not reported; PCR=polymerase chain reaction.
ⱡReflex cytology for non-16/18 hrHPV types, and direct to colposcopy if hrHPV 16/18.
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	Study
	QUADAS-C Risk of Bias Domain
	Applicability concerns

	
	Patient selection
	Index tests
	Reference standard
	Flow and timing
	Overall
	

	Agorastos 2015
	Unclear
	Low
	Unclear
	Unclear
	Unclear
	None

	Balasubramanian 2010
	Unclear
	Unclear
	Low
	Unclear
	Unclear
	None

	Blatt 2015
	Unclear
	Low
	Unclear
	Low
	Unclear
	None

	Chatzistamatiou 2016
	Unclear
	Low
	Unclear
	Unclear
	Unclear
	None

	Cox 2013
	Low
	Low
	Low
	Unclear
	Unclear
	All participants were 30+ years of age

	Depuydt 2011
	Unclear
	Unclear
	Unclear
	Low
	Unclear
	None

	Hillemans 1999
	Unclear
	Unclear
	Unclear
	Unclear
	Unclear
	None

	Mayrand 2007
	Unclear
	Low
	Low
	Unclear
	Unclear
	None

	Monsonego 2011
	Unclear
	Unclear
	Low
	Unclear
	Unclear
	None

	Song 2019
	Unclear
	Low
	Unclear
	Unclear
	Unclear
	None

	Szarewski 2007
	Unclear
	Low
	Low
	Unclear
	Unclear
	None
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	Comparison
	Outcome
	N=studies
N=participants by age subgroup
	Absolute difference in false positives per 10,000 women by age group
	Conclusions and certainty of evidence, lower age group
	Conclusions and certainty of evidence, higher age group

	hrHPV with partial genotyping (types 16/18) vs. hrHPV
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	25-29y: 1417.6 less (1055.0 less to 1780.2 less)
30-55y: 576.3 less (475.2 less to 677.4 less)
	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	25-29y: 138.7 less (416.4 less to 139.0 more)
30-55y: 59.2 less (127.3 less to 8.9 more)
	 


	 


	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	25-29y: 277.3 more (42.3 more to 512.4 more)
30-55y: 90.3 more (36.5 more to 144.2 more)
	

	 


	hrHPV vs. cytology (ASCUS+)
	CIN2+
	N=2
20-29y: 1,758
30-65y: 6,530
	20-29y: 1278.9 more (906.7 more to 1651.1 more) &
892.7 more (591.9 more to 1193.5 more)
30-65y: 517.1 more (412.7 more to 621.6 more) &
418.7 more (282.3 more to 555.1 more)
	

	


	
	CIN3+
	N=1
20-29y: 1,109
30-65y: 3,320
	20-29y: 1000.9 more (683.9 more to 1317.9 more)
30-65y: 457.8 more (313.7 more to 601.9 more)
	

	


	hrHPV vs. cytology (LSIL+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	25-29y: 1694.9 more (1353.3 more to 2036.5 more)
30-55y: 666.7 more (570.9 more to 762.4 more)
	

	



Abbreviations: ASCH = atypical squamous cells, cannot rule out high-grade squamous intraepithelial lesion; ASCUS = atypical squamous cells of unknown significance; CIN = cervical intraepithelial neoplasia; HSIL = high-grade squamous intraepithelial neoplasia; LSIL = low-grade squamous intraepithelial neoplasia.
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	Author, Year

Age

Prevalence %, (sample size)

Risk of Bias (ROB)
	Threshold for positive index test


	Index
test 1
Sensitivity (95% CI)
	Index  test 2
Sensitivity (95% CI)
	Index test 1
Specificity (95% CI)
	Index test 2
Specificity (95% CI)
	Absolute risk difference for sensitivity (95% CI)
	Absolute risk difference for specificity (95% CI)
	Absolute difference per 10,000 women (95% CI)

Prevalence: CIN2+: 1.4%
CIN3+: 0.6%
ICC: 0.01%
	Conclusions
	Quality of evidence (GRADE)

	hrHPV self-sampling vs. hrHPV clinician-sampling for CIN2+ or CIN2/3

	Balasubramanian   2010
Median age: 23 y         (range 18-50)
6.0% (n=1665)
ROB: Unclear
	Index test 1 & 2: ≥ 1.0 rlu (HCII)


	84.8 (75.5-94.1)
	93.8 (88.3-99.3)
	72.9 (66.6-79.2)
	73.6 (67.9-79.4)
	-0.09 
(-0.17 to 
-0.01) 
	-0.01       
(-0.04 to 0.02) 
	TP: 12.6 less (0.8 less to 24.4 less)
FN: 12.6 more (0.8 more to 24.4 more)
TN: 69.0 less (374.7 less to 236.6 more)
FP: 69.0 more (236.64 less to 374.7 more)
	Sensitivity (TP,FN): 
Lower sensitivity

Specificity (TN, FP): Little-to-no difference

	Sensitivity: Moderated

Specificity:  Moderated

	Szarewski 2007
Median age,
 Margaret Pike Centre: 29 y;
Median age, Feltha General Practitioners’ Prior Notification List: 41 y
2.3% (n=920)
ROB: Unclear
	Index test 1 & 2: ≥1.0 pg/mL (HCII)


	81.0 (60.0-92.0)
	100.0 (85.0-100.0)
	82.0 (80.0-85.0)
	85.0 (82.0-87.0)
	-0.19 
(-0.36 to 
-0.02)
	-0.02 
(-0.06 to 0.01)
	TP: 26.7 less (3.2 less to 50.2 less)
FN: 26.7 more (3.2 more to 50.2 more)
TN: 230.3 less (568.4 less to 107.8 more)
FP: 230.3 more (107.8 less to 568.4 more)
	
	

	Hillemanns 1999
NR
15.4% (n=247)
ROB: High
	Index test 1 & 2: NR (HCII)


	92.0 (90.6-93.4)
	92.0 (90.6-93.4)
	NR
	NR
	0.00 
(-0.12 to 0.12)
	NR
	TP: 0 more (17.0 less to 17.0 more)
FN: 0 more (17.0 less to 17.0 more)
TN: NR
FP: NR
	
	

	hrHPV self-sampling vs. hrHPV clinician-sampling for invasive cervical cancer

	Hillemanns 1999
NR
1.0% (n=247)
ROB: Unclear
	Index test 1 & 2: NR (HCII)


	100.0
	100.0
	NR
	NR
	0.00 
(0.00-0.00)
	NR
	TP: 0.0 more (not estimable)
FN: 0.0 more (not estimable)
TN: NR
FP: NR
	Sensitivity (TP,FN):  
Very uncertain

Specificity (TN, FP): Very uncertain (no evidence)
	Sensitivity:
Very low c,D

Specificity: Very low (no evidence)

	hrHPV self-sampling + cytology triage (ASCUS+) vs. hrHPV clinician sampling for CIN2+

	Balasubramanian 2010
Median age: 23 y (range 18-50)
6.0% (n=1665)
ROB: Unclear
	Index test 1: ≥ 1.0 rlu & ASCUS+
Index test 2: ≥ 1.0 rlu (HCII)


	75.2 (64.3-86.1)
	93.8 (88.3-99.3)
	88.3 (84.7-92.0)

	73.6 (67.9-79.4)

	-0.19 
(-0.29 to   -0.09)
	0.15
(0.12 to 0.17)
	TP: 26.6 less (13.0 less to 40.2 less)
FN: 26.6 more (13.0 more to 40.2 more)
TN: 1449.1 more (1182.6 more to 1676.2 more)
FP: 1449.1 less (1182.6 less to 1676.2 less)
	Sensitivity (TP,FN): Lower sensitivity

Specificity (TN, FP):
Higher specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV self-sampling + cytology triage (ASCUS+) vs. hrHPV self-sampling for CIN2+

	Balasubramanian 2010
Median age: 23 y (range 18-50)
6.0% (n=1665)
ROB: Unclear
	Index test 1: ≥ 1.0 rlu & ASCUS+
Index test 2: ≥ 1.0 rlu (HCII)


	75.2 (64.3-86.1)
	84.8 (75.5-94.1)
	88.3 (84.7-92.0)
	72.9 (66.6-79.2)
	-0.10
(-0.21 to 0.01) 
	0.15 (0.13 to 0.18) 
	TP: 14.0 less (29.4 less to 1.4 less)
FN: 14.0 more (14 less to 29.4 more)
TN: 1518.4 more (1250.5 more to 1786.3 more)
FP: 1518.4 less (1250.5 less to 186.3 less)
	Sensitivity (TP, FN):
Lower sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity: Lowc,d

Specificity:
Moderatec

	hrHPV vs. cytology (ASCUS+) for ICC║

	Blatt 2015
Age range: 30 to 65 y
0.2% (n=256,648)
ROB: Unclear
	Index test 1: NR (HCII)
Index test 2: ASCUS+
	83.5 (80.2-86.8)
	87.7 (84.7-90.6)
	25.3 (25.1-25.5)
	25.9 (25.8-26.1)
	-0.04 
(-0.09 to 0.00)
	-0.01
(-0.00 to 
-0.01)
	TP: 0.0 less (0.1 less to 0.00 more)
FN: 0.0 more (0.00 more to 0.1 more)
FP: 63.5 more (39.6 more to 87.4 more)
TN: 63.5 less (39.6 less to 87.4 less)
	Sensitivity (TP, FN): 
Very uncertain

Specificity (TN, FP): 
Little-to-no difference


	Sensitivity:
Very lowC,d

Specificity:
LowC

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.1% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: ASCUS+
	100.0
	25.0 (0.0 to 67.4)
	83.8 (82.5-85.2)
	93.6 (92.7-94.5)
	0.75 (0.33 to 1.17)
	-0.10
(-0.08 to
-0.11)
	TP: 0.8 more (0.3 more to 1.2 more)
FN: 0.8 less (0.3 less to 1.2 less)
FP: 975.4 more (814.5 more to 1136 more)
TN: 975.4 less (814.5 less to 1136.3 less)
	
	

	hrHPV + cytology triage (ASCUS+) vs. hrHPV for CIN2+

	Chatzistamatiou 2016
Mean age (SD):
 39.9 (9.0) y;
Median age 
(range): 40 
       (25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) 


	53.7 (38.4-69.0)
	100.0
	NR
	NR
	-0.46 
(-0.62 to 
-0.31)
	NR
	TP: 64.9 less (43.5 less to 86.2 less)
FN: 64.9 more (43.5 more to 86.2 more)
TN: NR
FP: NR

	Sensitivity (TP,FN):
Lower sensitivity

Specificity (TN, FP): Higher specificity

	Sensitivity:
High

Specificity: High


	Cox 2013
Mean (SD) age: 44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800)


	47.5 (41.7-53.3)
	86.4 (82.4-90.4)
	91.8 (91.5-92.1)
	62.7 (62.2-63.0)
	-0.39
(-0.46 to 
-0.32)
	0.29 (0.29 to 0.30)
	TP: 54.5 less (44.6 less to 64.4 less)
FN: 54.5 more (44.6 more to 64.4 more)
TN: 2869.3 more (2810.8 more to 2927.4 more)
FP: 2869.3 less (2810.8 less to 2927.4 less)
	
	

	Mayrand 2007
Median age 44.5 
0.4% (n=9,959)
ROB: Unclear         
	Index test 1: ASCUS+ & 1.0 pg/ml (HCII)
Index test 2: ASCUS+
	53.8 (49.1-58.4)
	97.4 (95.9-98.9)
	99.1 (98.8-99.4)
	94.3 (93.6-95.1)
	-0.43 
(-0.48 to   -0.39)
	0.05 (0.04 to 0.06)
	TP: 60.9 less (54.1 less to 67.7 less)
FN: 60.9 more (54.0 more to 67.7 more)
TN: 472.7 more (392.9 more to 552.5 more)
FP: 472.7 less (392.9 less to 552.5 less)
	
	

	hrHPV + cytology triage (ASCUS+) vs. hrHPV for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800)


	51.9 (44.8-59.0)
	89.9 (85.6-94.2)
	91.3 (91.0-91.6)
	62.0 (61.5-62.5)
	-0.38 
(-0.46 to
 -0.30)
	0.29 (0.29 to 0.30)
	TP: 22.9 less (17.9 less to 27.8 less)
FN: 22.9 more (17.9 more to 27.8 more)
TN: 2912.4 more (2853.2 more to 2971.7 more)
FP: 2912.4 less (2853.2 less to 2971.7 less)
	Sensitivity (TP, FN):
Lower sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity: Moderatec

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) vs. hrHPV for CIN2+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1 & 2: NR (Cobas 4800)


	58.5 (42.1-73.7)
	100.0 (91.4-100.0)
	97.5 (96.9-98)
	90.3 (89.3-91.2)
	-0.41
(-0.57 to 
-0.26)
	0.07 
(0.06 to 0.08)
	TP: 58.0 less (36.9 less to 79.2 less)
FN: 58.0 more (36.9 more to 79.2 more)
TN: 710.2 more (605.6 more to 814.8 more)
FP: 710.2 less (605.6 less to 814.8 less)
	Sensitivity (TP,FN):
Lower sensitivity

Specificity (TN,FP): Higher specificity

	Sensitivity:
High

Specificity:
High


	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y
ROB: Unclear 
	Index test 1 & 2: NR (Cobas 4800)


	43.6 (37.8-49.4)
	86.4 (82.7-90.1)
	91.9 (91.6-92.2)
	62.7 (62.2-63.2)
	-0.43
(-0.50 to 
-0.36)
	0.29 (0.29 to 0.30)
	TP: 60.0 less (50.1 less to 69.6 less)
FN: 60.0 more (50.1 more to 69.6 more)
TN: 2879.1 more (2820.8 more to 2937.2 more)
FP: 2879.1 less (2820.8 less to 2937.2 less)
	
	

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1 & 2: NR (Real-time PCR)


	43.5 (29.3-58.8)
	95.7 (84.0-99.2)
	95.7 (94.8-96.4)
	85.0 (83.6-86.3)
	-0.52 
(-0.68 to 
-0.37)
	0.11 (0.09 to 0.12)
	TP: 73.0 less (51.4 less to 94.7 less)
FN: 73.0 more (51.4 more to 94.7 more)
TN: 1055.3 more (906.9 more to 1203.8 more)
FP: 1055.3 less (906.9 less to 1203.8 less)
	
	

	hrHPV with partial genotyping (types 16/18) vs. hrHPV for CIN3+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
0.4% (n=3,859)
ROB: Unclear
	Index test 1 & 2: NR (Cobas 4800)


	78.6 (49.2-95.3)
	100.0 (76.8-100.0)
	97.2 (96.6-97.7)


	89.7 (88.7-90.6)
	-0.21 
(-0.43 to 0.00)
	0.07 (0.06 to 0.09)
	TP: 12.9 less (0.0 less to 25.8 less)
FN: 12.9 more (0.0 more to 25.8 more)
TN: 744.5 more (635.8 more to 853.2 more)
FP: 744.5 less (635.8 less to 853.2 less)
	Sensitivity (TP,FN): Lower sensitivity

Specificity (TN,FP): Higher specificity
	Sensitivity:
High

Specificity: High

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y
ROB: Unclear


	Index test 1 & 2: NR (Cobas 4800)


	53.4 (46.3-60.5)
	89.9 (85.6-93.2)
	91.6 (91.3-91.9)
	62.0 (61.5-62.5)
	-0.37 
(-0.45 to 
-0.28)
	0.30 (0.29 to 0.30)
	TP: 21.9 less (16.9 less to 26.9 less)
FN: 21.9 more (16.9 more to 26.9 more)
TN: 2942.2 more (2883.5 more to 3001.5 more)
FP: 2942.2 less (2883.5 less to 3001.5 less)
	
	

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1 & 2: NR (Real-time PCR)


	44.0 (25.0-64.7)
	100.0 (83.4-100.0)
	95.4 (94.5-96.1)


	84.4 (83.1-85.8)
	-0.56 
(-0.75 to 
-0.37)
	0.11 (0.09 to 0.13)
	TP: 33.6 less (21.9 less to 45.3 less)
FN: 33.6 more (21.9 more to 45.3 more)
TN: 1094.1 more (942.1 more to 1246.1 more)
FP: 1094.1 less (942.1 less to 1246.1 less)
	
	

	hrHPV with partial genotyping + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 (25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) 


	82.9 (71.4-94.4)
	100.0
	NR
	NR
	-0.17 
(-0.29 to 
-0.06)
	NR
	TP: 23.9 less (7.8 less to 40.0 less)
FN: 23.9 more (7.8 more to 40.0 more)
TN: NR
FP: NR
	Sensitivity (TP,FN):
Lower sensitivity

Specificity (TN,FP): Higher specificity
	Sensitivity:
High

Specificity:
Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800)  & ASCUS+
Index test 2: NR (Cobas 4800) 

	63.6 (58.0-69.2)
	86.4 (82.4-90.4)
	85.7 (85.3-86.1)
	62.7 (62.2-63.2)
	-0.23
(-0.30 to
-0.16)
	0.23 (0.22 to 0.24)
	TP: 32.0 less (22.3 less to 41.7 less)
FN: 32.0 more (22.3 more to 41.7 more)
TN: 2267.8 more (2205.2 more to 2330.4 more)
FP: 2267.8 less (2205.2 less to 2330.4 less)
	
	

	hrHPV with partial genotyping + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y
ROB: Unclear 
	Index test 1: NR (Cobas 4800)  & ASCUS+
Index test 2: NR (Cobas 4800) 

 
	72.0 (65.6-78.4)
	89.9 (85.6-94.2)
	85.2 (84.8-85.6)
	62.0 (61.5-62.5)
	-0.18
(-0.26 to   -0.10)
	0.23 (0.23 to 0.24)
	TP: 10.8 less (6.2 less to 15.4 less)
FN: 10.8 more (6.2 more to 15.4 more)
TN: 2306.1 more (2242.6 more to 2369.5 more)
FP: 2306.1 less (2242.5 less to 2369.5 less)
	Sensitivity (TP,FN):
Lower sensitivity

Specificity (TN,FP): Higher specificity
	Sensitivity:
Moderatec
Specificity: Moderatec


	hrHPV with partial genotyping + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 (25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) 


	78.0 (65.3-90.7)
	100.0
	NR
	NR
	-0.22
(-0.35 to
 -0.09)
	NR
	TP: 30.7 less (13.0 less to 48.5 less)
FN: 30.7 more (13.0 more to 48.5 more)
TN: NR
FP: NR
	Sensitivity (TP,FN):
Lower sensitivity

Specificity (TN,FP): Higher specificity
	Sensitivity:
High

Specificity: Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y
ROB: Unclear 
	Index test 1: NR (Cobas 4800)  & LSIL+
Index test 2: NR (Cobas 4800) 

 
	57.9 (52.1-63.7)
	86.4 (82.4-90.4)
	88.5 (88.2-88.8)
	62.7 (62.2-63.2)
	-0.29 
(-0.36 to 
-0.22)
	0.26 (0.25 to 0.26)
	TP: 40.0 less (30.1 less to 49.9 less)
FN: 40.0 more (30.1 more to 49.9 more)
TN: 2543.9 more (2543.9 more to 2604.5 more)
FP: 2543.9 less (2483.1 less to 2604.5 less)
	
	

	hrHPV with partial genotyping + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV for CIN3+

	Cox 2013
Mean (SD) age:    
44.7 (10.1) y
0.6% (n=34,254)
All patients ≥30 y
ROB: Unclear 
	Index test 1: NR (Cobas 4800)  & LSIL+
Index test 2: NR (Cobas 4800) 


	66.7 (60.0-73.4)
	89.9 (85.6-94.2)
	88.0 (87.7-88.3)
	62.0 (61.5-62.5)
	-0.23
(-0.31 to 
-0.15)
	0.26 (0.25 to 0.27)
	TP: 14.0 less (9.2 less to 18.8 less)
FN: 14.0 more (9.2 more to 18.8 more)
TN: 2584.4 more (2522.8 more to 2646.1 more)
FP: 2584 less (2522.8 less to 2646.1 less)
	Sensitivity (TP,FN): Lower sensitivity

Specificity (TN,FP): Higher specificity
	Sensitivity:
Moderatec
Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+) for CIN2+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
1.1% (n=3,859)
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: ASCUS+


	58.5 (42.1-73.7)
	53.7 (37.4-69.3)

	97.5 (96.9-98.0)
	96.8 (96.2-97.4)

	0.05 
(-0.17 to 0.26)
	0.01 (0.00 to 0.01)
	TP: 6.8 more (23.2 less to 36.9 more)
FN: 6.8 less (36.9 less to 23.2 more)
TN: 69.7 more (3.8 less to 143.2 more)
FP: 69.7 less (143.2 less to 3.8 more)
	Sensitivity (TP,FN): Lower sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity:
Lowc,d

Specificity: LowC

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y
0.8% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) 
Index test 2: ASCUS+

	43.6 (37.8-49.4)
	53.2 (47.4-59.0)
	91.9 (91.6-92.2)
	73.4 (72.9-73.9)

	-0.10 
(-0.18 to 
-0.01)
	0.19 (0.18 to 0.19)
	TP: 13.5 less (2.0 less to 25.0 less)
FN: 13.5 more (2.0 more to 25.0 more)
TN: 1824.1 more (1769.6 more to 1878.5 more)
FP: 1824.1 less (1769.6 less to 1878.5 less)
	
	

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1 & 2: NR (Real-time PCR)


	43.5 (29.3-58.8)


	58.7 (43.3-72.7)

	95.7 (94.8-96.4)


	94.4 (93.5-95.2)

	-0.15 
(-0.35 to 0.05)
	0.01 (0.00 to 0.02)
	TP: 21.3 less (49.6 less to 7.0 more)
FN: 21.3 more (7.0 less to 49.6 more)
TN: 127.6 more (16.8 more to 238.4 more)
FP: 127.6 less (16.8 less to 238.4 less)
	
	

	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+) for CIN3+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
0.4% (n=3,859)
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: ASCUS+


	78.6 (49.2-95.3)
	64.3 (35.1-87.2)
	97.2 (96.6-97.7)

	96.5 (95.9-97.1)

	0.14 
(-0.19 to 0.47)
	0.01 
(0.00 to 0.01)
	TP: 8.6 more (11.3 less to 28.4 more)
FN: 8.6 less (28.4 less to 11.3 more)
TN: 69.8 more (7.9 less to 147.5 more)
FP: 69.8 less (147.5 less to 7.9 more)
	Sensitivity (TP, FN):
Lower sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity:
Lowc,d

Specificity: LowC


	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.6% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) 
Index test 2: ASCUS+


	53.4 (46.3-60.5)


	57.7 (50.7-64.7)


	91.6 (91.3-91.9)

	73.2 (72.7-73.7)



	-0.04 
(-0.14 to 0.06)
	0.18 (0.18 to 0.19)
	TP: 2.5 less (8.5 less to 3.5 more)
FN: 2.5 more (3.5 less to 8.5 more)
TN: 1829.0 more (1773.8 more to 1884.1 more)
FP: 1829.0 less (1773.8 less to 1884.1 less)
	
	

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: ASCUS+


	44.0 (25.0-64.7)
	52.0 (31.8-71.7)


	95.4 (94.5-96.1)

	94.0 (93.0-94.8)


	-0.08
(-0.36 to 0.20)
	0.01 (0.00 to 0.03)
	TP: 4.8 less (21.4 less to 11.8 more)
FN: 4.8 more (11.8 less to 21.4 more)
TN: 141.5 more (26.6 more to 256.4 more)
FP: 141.5 less (26.6 less to 256.4 less)
	
	

	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+) for ICC

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.1% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: ASCUS+

	100.0
	25.0 (0.0-67.4)
	83.8 (82.5-85.1)

	93.6 (92.7-94.5)

	0.75 (0.33 to 1.17)
	-0.10 
(-0.11 to 
-0.08)
	TP: 0.8 more (0.3 more to 1.2 more)
FN: 0.8 less (0.3 less to 1.2 less)
TN: 978.9 less (817.9 less to 1139.9 less)
FP: 978.9 more (817.9 more to 1139.9 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec 

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+) for CIN2+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
1.1% (n=3,859)
ROB: Unclear


	Index test 1: NR (Cobas 4800)
Index test 2: LSIL+


	58.5 (42.1-73.7)
	41.5 (25.3-57.9)

	97.5 (96.9-98.0)
	98.8 (98.4-99.1)

	0.17 
(-0.04 to 0.38)
	-0.01
(-0.02 to 
-0.01)
	TP: 23.9 more (6.0 less to 53.8 more)
FN: 23.9 less (53.8 less to 6.0 more)
TN: 126.5 less (67.1 less to 186.0 less)
FP: 126.5 more (67.1 more to 186.0 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Little-to-no difference
	Sensitivity:
Lowc,d

Specificity:
High

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: LSIL+


	43.5 (29.3-58.8)



	50.0 (35.6-64.4)
	95.7 (94.8-96.4)
	98.0 (97.5-98.5)
	-0.07
(-0.27 to 0.14)
	-0.02 
(-0.03 to 
-0.01)
	TP: 9.1 less (37.6 less to 19.4 more)
FN: 9.1 more (19.6 less to 37.6 more)
TN: 227.6 less (138.6 less to 316.7 less)
FP: 227.6 more (138.6 more to 316.7 more)
	
	

	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+) for CIN3+

	Agorastos 2015
Mean (SD) age: 
39.9 (9.0) y
0.4% (n=3,859)
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: LSIL+


	78.6 (49.2-95.3)
	57.1 (28.9-82.3)
	97.2 (96.6-97.7)
	98.6 (98.2-98.9)

	0.21 
(-0.12 to 0.55)
	-0.01
(-0.02 to 
-0.01)
	TP: 12.9 more (7.3 less to 33.1 more)
FN: 12.9 less (33.1 less to 7.3 more)
TN: 139.6 less (75.9 less to 203.3 less)
FP: 139.6 more (75.9 more to 203.3 more)
	Sensitivity (TP, FN):
Very uncertain

Specificity (TN, FP): Little-to-no difference
	Sensitivity:
Very lowc,D

Specificity:
High

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: LSIL+


	44.0 (25.0-64.7)
	48.0 (28.4-67.6)

	95.4 (94.5-96.1)


	97.7 (97.2-98.2)
	-0.04
(-0.32 to 0.24)
	-0.02
(-0.03 to 
-0.01)
	TP: 2.4 less (44.3 less to 14.2 more)
FN: 2.4 more (14.2 less to 44.3 more)
TN: 227.8 less (134.4 less to 321.1 less)
FP: 227.8 more (134.4 more to 321.1 more)
	
	

	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+) for invasive cervical cancer

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.1% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: LSIL+


	100.0
	25.0 (0.0-67.4)
	83.8 (82.5-85.1)

	97.3 (96.7-97.9)
	0.75 (0.33 to 1.17)
	-0.14
(-0.15 to   -0.12)
	TP: 0.8 more (0.3 more to 1.2 more)
FN: 0.8 less (0.3 less to 1.2 less)
TN: 1351.1 less (1204.7 less to 1497.5 less)
FP: 1351.1 more (1204.7 more to 1497.5 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower sensitivity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCH+) for CIN2+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: ASCH+


	43.5 (29.3-58.8)	
	37.0 (23.1-51.0)

	95.7 (94.8-96.4)

	99.4 (99.1-99.7)
	0.07
(-0.13 to 0.27)
	-0.04
(-0.05 to 
-0.03)
	TP: 9.1 more (18.9 less to 37.1 more)
FN: 9.1 less (37.1 less to 18.9 more)
TN: 365.6 less (287.1 less to 444.0 less)
FP: 365.6 more (287.1 more to 444.0 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Lowc,d

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCH+) for CIN3+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear

	Index test 1: NR (Real-time PCR)
Index test 2: ASCH+


	44.0 (25.0-64.7)
	44.0 (24.5-63.5)
	95.4 (94.5-96.1)
	99.2 (98.9-99.5)
	0.00
(-0.28 to 0.28)
	-0.04 
(-0.05 to 
-0.03)
	TP: 0.0 more (16.5 less to 16.5 more)
FN: 0.0 more (16.5 less to 16.5 more)
TN: 376.2 less (293.7 less to 458.7 less)
FP: 376.2 more (293.7 more to 458.7 more)
	Sensitivity (TP, FN):
Little-to-no difference

Specificity (TN, FP):
Lower specificity
	Sensitivity:
Lowc,d

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCH+) for invasive cervical cancer

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.1% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: ASCH+


	100.0
	25.0 (0.0-67.4)
	83.8 (82.5-85.1)
	98.9 (98.5-99.3)
	0.75 (0.33 to 1.17)
	-0.15
(-0.16 to   -0.14)
	TP: 0.8 more (0.3 more to 1.2 more)
FN: 0.8 less (0.3 less to 1.2 less)
TN: 1509.7 less (1370.3 less to 1649.0 less)
FP: 1509.7 more (1370.3 more to 1649.0 more)
	Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) vs. cytology (HSIL+) for CIN2+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: LSIL+


	43.5 (29.3-58.8)
	34.8 (21.0-48.6)
	95.7 (94.8-96.4)
	99.7 (99.5-99.9)
	0.09
(-0.11 to 0.29)
	-0.04
(-0.05 to 
-0.03)
	TP: 12.2 more (15.6 less to 40.0 more)
FN: 12.2 less (40.0 less to 15.6 more)
TN: 393.2 less (317.1 less to 469.2 less)
FP: 393.2  more (317.1 more to 469.2 more)
	Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Lowc,d

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) vs. cytology (HSIL+) for CIN3+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: HSIL+


	44.0 (25.0-64.7)
	40.0 (20.8-59.2)
	95.4 (94.5-96.1)

	99.5 (99.2-99.8)
	0.04
(-0.23 to 0.31)
	-0.04
(-0.05 to 
-0.03)
	TP: 2.4 more (14.0 less to 18.8 more)
FN: 2.4 less (18.8 less to 14.0 more)
TN: 407.3 less (327.3 less to 487.3 less)
FP: 407.3 more (327.3 more to 487.3 more)
	Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Lowc,d

Specificity: Moderatec

	hrHPV with partial genotyping (types 16/18) vs. cytology (HSIL+) for invasive cervical cancer

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.1% (n=2,905)
ROB: Unclear
	Index test 1: NR (Real-time PCR)
Index test 2: HSIL+


	100.0
	25.0 (0.0-67.4)
	83.8 (82.5-85.1)
	99.2 (98.9-99.5)
	0.75 (0.33 to 1.17) 
	-0.15
(-0.17 to 
-0.14)
	TP: 0.8 more (0.3 more to 1.2 more)
FN: 0.8 less (0.3 less to 1.2 less)
TN: 1540.7 less (1402.8 less to 1678.6 less)
FP: 1540.7 more (1402.8 more to 1678.6 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) vs. hrHPV + cytology triage (ASCUS+) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 
(25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800)
Index test 2: NR (Cobas 4800) & ASCUS+

 
	58.5 (43.4-73.6)
	53.7 (45.4-61.0)
	NR
	NR
	0.05
(-0.17 to 0.26)
	NR
	TP: 6.8 more (23.2 less to 36.9 more)
FN: 6.8 less (36.9 less to 23.2 more)
TN: NR
FP: NR
	Sensitivity (TP, FN):
Lower sensitivity

Specificity (TN, FP): Little-to-no difference
	Sensitivity:
Lowc,d

Specificity: Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y

ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: NR (Cobas 4800) & ASCUS+


	43.6 (37.8-49.4)
	47.5 (41.7-53.3)
	91.9 (91.6-92.2)
	91.8 (91.5-92.1)
	-0.04
(-0.12 to 0.04)
	0.00 (0.00 to 0.01)
	TP: 5.5 less (17.0 less to 6.0 more)
FN: 5.5 more (6.0 less to 17.0 more)
TN: 9.9 more (30.7 less to 50.44 more)
FP: 9.9 less (50.44 less to 30.7 more)
	
	

	hrHPV with partial genotyping (types 16/18) vs. hrHPV + cytology triage (ASCUS+) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: NR (Cobas 4800) & ASCUS+

	53.4 (46.3-60.5)
	51.9 (44.8-59.0)
	91.6 (91.3-91.9)

	91.3 (91.0-91.6)

	0.02 
(-0.08 to 0.12)
	0.00 (0.00 to 0.01)
	TP: 1.0 more (5.1 less to 7.0 more)
FN: 1.0 less (7.0 less to 5.1 more)
TN: 29.8 more (11.7 less to 71.8 more)
FP: 29.8 less (71.8 less to 11.7 more)
	Sensitivity (TP, FN): 
Little-to-no difference

Specificity (TN, FP): Little-to-no difference
	Sensitivity:
Lowc,d

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV + cytology triage (ASCUS+) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 
(25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) & ASCUS+
	82.9 (71.4-94.4)
	53.7 (38.4-69.0)
	NR
	NR
	0.29 (0.10 to 0.48)
	NR
	TP: 41.0 more (14.2 more to 67.7 more)
FN: 41.0 less (14.2 less to 67.7 less)
TN: NR
FP: NR
	Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
High

Specificity:
Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.8% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) & ASCUS+

	63.6 (57.8-69.2)
	47.5 (41.7-53.3)


	85.7 (85.3-86.1)
	91.8 (91.5-92.1)
	0.16 (0.08 to 0.24)
	-0.06 
(-0.06 to 
-0.07)
	TP: 22.5 more (11.1 more to 33.9 more)
FN: 22.5 less (11.1 less to 33.9 less)
TN: 601.5 less (554.7 less to 648.0 less)
FP: 601.5 more (554.7 more to 648.0 more)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV + cytology triage (ASCUS+) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.6% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) & ASCUS+

	72.0 (65.6-78.4)
	51.9 (44.8-59.0)

	85.2 (84.8-85.6)
	91.3 (91.0-91.6)
	0.20 (0.11 to 0.30)
	-0.06 
(-0.06 to
-0.07)
	TP: 12.1 more (6.3 more to 17.8 more)
FN: 12.1 less (6.3 less to 17.8 less)
TN: 606.3 less (558.5 less to 654.2 less)
FP: 606.3 more (558.5 more to 654.2 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec

Specificity: Moderatec


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV + cytology triage (ASCUS+) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 
(25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) & ASCUS+
	78.0 (65.3-90.7)
	53.7 (38.4-69.0)
	NR
	NR
	0.24 (0.05 to 0.44)
	NR
	TP: 34.1 more (6.4 more to 61.9 more)
FN: 34.1 less (6.4 less to 61.9 less)
TN: NR
FP: NR
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
High

Specificity:
Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y
0.8% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) & ASCUS+


	57.9 (52.1-63.7)
	47.5 (41.7-53.3)


	88.5 (88.2-88.8)

	91.8 (91.5-92.1)
	0.10 (0.02 to 0.19)
	-0.03 
(-0.03 to
[bookmark: _GoBack]-0.04)
	TP: 14.5 more (3.0 more to 26.0 more)
FN: 14.5 less (3.0 less to 26.0 less)
TN: 325.4 less (281.2 less to 369.5 less)
FP: 327.3 more (282.9 more to 371.7 more)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV + cytology triage (ASCUS+) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.6% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) & ASCUS+


	66.7 (60.0-73.4)
	51.9 (44.8-59.0)

	88.0 (87.7-88.3)

	91.3 (91.0-91.6)
	0.15 (0.05 to 0.25)
	-0.03 
(-0.03 to 
-0.04)
	TP: 8.9 more (3.0 more to 14.8 more)
FN: 8.9 less (3.0 less to 14.8 less)
TN: 328.0 less (282.6 less to 373.4 less)
FP: 328.0 more (282.6 more to 373.4 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec

Specificity: Moderatec

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. cytology (ASCUS+) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 
(25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: ASCUS+


	82.9 (71.4-94.4)
	53.7 (38.4-69.0)

	NR
	NR
	0.29 (0.10 to 0.48)
	NR
	TP: 41.0 more (14.2 more to 67.7 more)
FN: 41.0 less (14.2 less to 67.7 less)
TN: NR
FP: NR
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity:
High

Specificity: Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y
0.8% (n=34,254)ⱡ
ROB: Unclear

	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: ASCUS+


	63.6 (58.0-69.2)
	53.2 (47.4-59.0)
	85.7 (85.3-86.1)
	73.4 (72.9-73.9)
	0.10 (0.02 to 0.18)
	0.12 (0.12 to 0.13)
	TP: 14.5 more (3.1 more to 25.9 more)
FN: 14.5 less (3.1 less to 25.9 less)
TN: 1212.8 more (1153.7 more to 1271.9 more)
FP: 1212.8 less (1153.7 less to 1271.9 less)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. cytology (ASCUS+) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.6% (n=34,254)ⱡ
ROB: Unclear

	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: ASCUS+


	72.0 (65.6-78.4)


	57.7 (50.7-64.7)
	85.2 (84.8-85.6)

	73.2 (72.7-73.7)

	0.14 (0.05 to 0.24)
	0.12 (0.11 to 0.13)
	TP: 8.6 more (2.9 more to 14.3 more)
FN: 8.6 less (2.9 less to 14.3 less)
TN: 1192.8 more (1132.6 more to 1252.5 more)
FP: 1192.8 less (1132.6 less to 1252.5 less)
	Sensitivity (TP, FN):
Higher sensitivity
Specificity (TN, FP): Higher specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. cytology (ASCUS+) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 
(25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: ASCUS+


	78.0 (65.3-90.7)
	53.7 (38.4-69.0)
	NR
	NR
	0.24 (0.05 to 0.44)
	NR
	TP: 34.1 more (6.4 more to 61.9 more)
FN: 34.1 less (6.4 less to 61.9 less)
TN: NR
FP: NR
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Higher specificity
	Sensitivity:
Moderated

Specificity:
Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1)
All patients ≥30 y
0.8% (n=34,254)ⱡ
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: ASCUS+


	57.9 (52.1-63.7)
	53.2 (47.4-59.0)
	88.5 (88.1-88.8)
	73.4 (72.9-73.9)
	0.05 
(-0.04 to 0.13)
	0.15 (0.15 to 0.16)
	TP: 6.5 more (5.0 less to 18.0 more)
FN: 6.5 less (18.0 less to 5.0 more)
TN: 1488.9 more (1431.7 more to 1546.0 more)
FP: 1488.9 less (1431.7 less to 1546.0 less)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. cytology (ASCUS+) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
All patients ≥30 y 
0.6% (n=34,254)ⱡ
ROB: Unclear

	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: ASCUS+


	66.7 (58.4-75.0)
	57.7 (50.7-64.7)

	88.0 (87.7-88.3)
	73.2 (72.7-73.7)
	0.09 
(-0.01 to 0.19)
	0.15 (0.14 to 0.15)
	TP: 5.4 more (0.4 less to 11.2 more)
FN: 5.4 less (11.2 less to 0.4 more)
TN: 1471.1 more (1413.0 more to 1529.0 more)
FP: 1471.1 less (1413.0 less to 1529.0 less)
	Sensitivity (TP,FN):
Higher sensitivity

Specificity (TN, FP):
Higher specificity
	Sensitivity:
Lowc,d

Specificity:
Moderatec

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV with partial genotyping (types 16/18) for CIN2+ 

	Chatzistamatiou 2016
Mean age (SD):
 39.9 (9.0) y;
Median age 
(range): 40 (25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & ASCUS+
Index test 2: NR (Cobas 4800) 

	82.9 (71.4-94.4)
	58.5 (43.4-73.5)
	NR
	NR
	0.24 
(0.05 to 
0.43)
	NR
	TP: 34.1 more (7.6 more to 60.7 more)
FN: 34.1 less (7.6 less to 60.7 less)
TN: NR
FP: NR
	Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
High

Specificity:
Moderatec

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) 
Index test 2: NR (Cobas 4800) & ASCUS+


	63.6 (58.0-69.2)
	43.6 (37.8-49.4)

	85.7 (85.3-86.1)
	91.9 (91.6-92.2)
	0.20 
(0.12 to 
0.28)
	-0.06 
(-0.06 to 
-0.07)
	TP: 28.0 more (16.7 more to 39.3 more)
FN: 28.0 less (16.7 less to 39.3 less)
TN: 611.3 less (564.7 less to 657.7 less)
FP: 611.3 more (564.7 more to 657.7 more)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV with partial genotyping (types 16/18) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) 
Index test 2: NR (Cobas 4800) & ASCUS+


	72.0 (65.6-78.4) 
	53.4 (46.3-60.5)
	85.2 (84.8-85.5)
	91.6 (91.3-91.9)
	0.19 
(0.09 to 
0.28)
	-0.06 
(-0.06 to 
-0.07)
	TP: 11.1 more (5.4 more to 16.9 more)
FN: 11.1 less (5.4 less to 16.9 less)
TN: 636.2 less (588.8 less to 684.0 less)
FP: 636.2 more (588.8 more to 684.0 more)
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV with partial genotyping (types 16/18) for CIN2+

	Chatzistamatiou 2016
Mean age (SD): 
39.9 (9.0) y;
Median age (range): 40 (25-55) y
1.1% (n=3,859)
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) 


	78.0 (65.3-90.7)
	58.5 (43.4-73.5)
	NR
	NR
	0.20 
(0.00 to 0.39)
	NR
	TP: 27.3 more (0.3 less to 54.9 more)
FN: 27.3 less (54.9 less to 0.3 more)
TN: NR
FP: NR
	Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity
	Sensitivity:
Moderated

Specificity:
Moderatec


	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.8% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) & LSIL+
Index test 2: NR (Cobas 4800) & LSIL+


	57.9 (52.1-63.7)
	43.6 (37.8-49.4)
	88.5 (88.2-88.8)
	91.9 (91.6-92.2)
	0.14 
(0.06 to 0.22)
	-0.03 
(-0.03 to 
-0.04)
	TP: 20.0 more (8.5 more to 31.5 more)
FN: 20.0 less (8.5 less to 31.5 less)
TN: 335.2 less (291.2 less to 379.2 less)
FP: 335.2 more (291.2 more to 379.2 more)
	
	

	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV with partial genotyping (types 16/18) for CIN3+

	Cox 2013
Mean (SD) age: 
44.7 (10.1) y
0.6% (n=34,254)ⱡ
All patients ≥30 y 
ROB: Unclear
	Index test 1: NR (Cobas 4800) 
Index test 2: NR (Cobas 4800) & LSIL+


	66.7 (60.0-73.4)
	53.4 (46.3-60.5)
	88.0 (87.7-88.3)

	91.6 (91.3-91.9)
	0.13 
(0.03 to 
0.23) 
	-0.04 
(-0.03 to 
-0.04)
	TP: 7.9 more (2.1 more to 32.2 more)
FN: 7.9 less (2.1 less to 32.2 less)
TN: 358.0 less (312.9 less to 403.1 less)
FP: 358.0 more (312.9 more to 403.1 more)
	Sensitivity (TP,FN): Higher sensitivity

Specificity (TN,FP): Lower specificity
	Sensitivity:
Moderatec

Specificity:
Moderatec

	Cytology (ASCUS+) + hrHPV triage vs. cytology (ASCUS+) for CIN2+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1: ASCUS+ & NR (Real-time PCR)
Index test 2: ASCUS+

	58.7 (43.3-72.7)
	58.7 (43.3-72.7)
	97.4 (96.7-97.9)
	94.4 (93.5-95.2)
	0.00 
(-0.20 to 0.20)
	0.03 (0.02 to 0.04)
	TP: 0.0 more (28.2 less to 28.2 more)
FN: 0.0 more (28.2 less to 28.2 more)
TN: 296.6 more (195.6 more to 397.6 more)
FP: 296.6 less (195.6 less to 397.6 less)
	Sensitivity (TP,FN): 
Little-to-no difference

Specificity (TN,FP):
Higher specificity
	Sensitivity:
Lowc,d

Specificity:
Lowc,d

	Mayrand 2007
Median age 44.5 
0.4% (n=9,959)
ROB: Unclear         
	Index test 1: ASCUS+ & 1.0 pg/ml (HCII)
Index test 2: ASCUS+
	53.8 (38.5-69.1)
	56.4 (41.2-71.6)
	98.7 (98.4-98.9)
	97.3 (97.0-97.6)
	-0.02        (-0.24 to 0.19)
	0.01 (0.01 to 0.02)
	TP: 3.4 less (33.6 less to 26.7 more)
FN: 3.4 more (26.7 less to 33.6 more)
TN: 138.2 more (99.8 more to 176.6 more)
FP: 138.2 less (99.8 less to 176.5 less)
	
	

	Song 2019
Mean age 36.9
10.8% (n=4,117)
ROB: Unclear
	Index test 1: ASCUS+ & NR (test name NR)
	71.7 (67.6-75.9)
	78.7 (77.4-80.0)
	81.2 (77.5-83.8)
	65.1 (63.5-66.6)
	-0.09 
(-0.15 to   -0.04)
	0.14 (0.12 to 0.16)
	TP: 13.2 less (5.4 less to 20.9 less)
FN: 13.2 more (5.4 more to 20.9 more)
TN: 1340.3 more (1139.9 more to 1540.7 more)
FP: 1340.3 less (1139.9 less to 1540.7 less)
	
	

	Cytology (ASCUS+) + hrHPV triage vs. cytology (ASCUS+) for CIN3+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1: ASCUS+ & NR (Real-time PCR)
Index test 2: ASCUS+

	52.0 (31.8-71.7)
	52.0 (31.8-71.7)
	96.9 (96.2-97.5)
	94.0 (93.0-94.8)
	0.00 
(-0.28 to 0.28)
	0.03 (0.02 to 0.04)
	TP: 0.0 more (16.6 less to 16.6 more)
FN: 0.0 more (16.6 less to 16.6 more)
TN: 289.9 more (183.2 more to 396.6 more)
FP: 289.9 less (183.2 less to 396.6 less)
	Sensitivity (TP,FN): 
Little-to-no difference

Specificity (TN,FP):
Little-to-no difference
	Sensitivity:
Lowc,d

Specificity:
Lowc,d


	Cytology (ASCUS+) + hrHPV with partial genotyping (16/18 types) triage vs. cytology (ASCUS+) for CIN2+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
1.6% (n=2,905)
ROB: Unclear
	Index test 1: ASCUS+ & NR (Real-time PCR)
Index test 2: ASCUS+

	56.5 (41.2-70.8)
	58.7 (43.4-72.7)
	97.8 (97.2-98.3)
	94.4 (93.5-95.2)
	-0.02 
(-0.22 to 0.18)
	0.03 (0.02 to 0.04)
	TP: 3.0 less (31.3 less to 25.2 more)
FN: 3.0 more (25.2 less to 31.3 more)
TN: 334.5 more (236.0 more to 433.1 more)
FP: 334.5 less (236.0 less to 433.1 less)
	Sensitivity (TP,FN): 
Little-to-no difference

Specificity (TN,FP):
Higher specificity
	Sensitivity:
Lowc,d

Specificity:
Lowc,d


	Cytology (ASCUS+) + hrHPV with partial genotyping (16/18 types) triage vs. cytology (ASCUS+) for CIN3+

	Depuydt 2011
Median age 42.7
    (range 18-84.3) y
0.9% (n=2,905)
ROB: Unclear
	Index test 1: ASCUS+ & NR (Real-time PCR)
Index test 2: ASCUS+

	52.0 (31.8-71.7)
	52.0 (31.8-71.7)
	97.4 (96.7-97.9)
	94.0 (93.0-94.8)
	0.00 
(-0.28 to 0.28)
	0.03 (0.02 to 0.04)
	TP: 0.0 more (16.6 less to 16.6 more)
FN: 0.0 more (16.6 less to 16.6 more)
TN: 338.2 more (234.4 more to 442.1 more)
FP: 338.2 less (234.4 less to 442.1 less)
	Sensitivity (TP,FN): 
Little-to-no difference

Specificity (TN,FP):
Higher specificity
	Sensitivity:
Lowc,d

Specificity:
Lowc,d



Abbreviations: ASCUS+=Atypical squamous cells of undetermined significance or worse; ASCH+=atypical squamous cells cannot exclude high-grade lesion; CIN=cervical intraepithelial neoplasia; FP = false positive; FN = false negative; HCII=Hybrid Capture II; HSIL: high-grade squamous intraepithelial lesion; LSIL+=Low-grade squamous intraepithelial lesion or worse; NR=not reported; ROB=risk of bias; TP = true positive; TN = true negative; y=year(s)
║Comparison was used to only to provide evidence for false positives where data was lacking in randomized controlled trials.
[bookmark: _Hlk116029059]ⱡ The number analyzed may be smaller as one study did not specify the participants analyzed, only the original sample size (N=34,254).
Notes: All HPV are based on clinician sampling unless otherwise specified
GRADE abbreviations:  a=risk of bias; b=indirectness; c=inconsistency/lack of consistency; d=imprecision (Upper case indicates rating down 2 times) 




[bookmark: _Toc121317401]Summary of Findings for age subgroups
	Author, Year

Age

Prevalence %, (sample size)

Risk of Bias (ROB)
	Threshold for positive index test

Reference standard
 (% of normal index results given reference standard; Yes/No adjusted analysis)
	Index
test 1
Sensitivity (95% CI)
	Index  test 2
Sensitivity (95% CI)
	Index test 1
Specificity (95% CI)
	Index test 2
Specificity (95% CI)
	Absolute risk difference for sensitivity (95% CI)
	Absolute risk difference for specificity (95% CI)
	Absolute difference per 10,000 women (95% CI)

Prevalence: CIN2+: 1.4%
CIN3+: 0.6%
ICC: 0.01%
	Conclusions
	Quality of evidence (GRADE)

	[bookmark: _Hlk90382731]hrHPV with partial genotyping (types 16/18) vs. hrHPV for CIN2+

	Agorastos 2015
Age 25-29 y: 
2.3% (n=649)
Age 30-55 y: 
0.8% (n=3,210)
ROB: Unclear



	Index test 1 & 2: NR (Cobas 4800)


	25-29 y:
53.3 (26.6-78.7)

30-55 y: 61.5 (40.6-79.8)
	25-29 y:
100.0 (78.2-100.0)

30-55 y: 100.0 (86.8-100.0)
	25-29 y:
93.6 (91.4-95.4)

30-55 y: 98.3 (97.7-98.7)
	25-29 y:
79.1 (75.7-82.2)

30-55 y: 92.5 (91.6-93.4)
	25-29y
-0.47 
(-0.72 to   -0.21)

30-55 y
-0.38
(-0.57 to   -0.20)
	25-29y
0.15 (0.11 to 0.18)

30-55 y
0.06 (0.05 to 0.07)
	25-29y
TP: 65.3 less (30.0 less to 100.7 less)
FN: 65.3 more (30.0 more to 100.7 more)
TN: 1430.8 more (1065.7 more to 1795.9 more)
FP: 1430.8 less (1065.7 less to 1795.9 less)

30-55 y
TP: 53.8 less (27.7 less to 80.0 less)
FN: 53.8 more (27.7 more to 80.0 more)
TN: 572.9 more (472.4 more to 673.4 more)
FP: 572.9 less (472.4 less to 673.4 less)
	25-29y
Sensitivity (TP, FN): Lower sensitivity

Specificity (TN, FP): Higher specificity

30-55 y
Sensitivity (TP, FN): Lower sensitivity

Specificity (TN, FP): Higher specificity


	25-29y
Sensitivity:
Moderatec

Specificity: Moderatec

30-55 y
Sensitivity:
Moderatec

Specificity:
Moderatec


	[bookmark: _Hlk90382959]hrHPV vs. cytology (ASCUS+) for CIN2+

	Agorastos 2015
Age 25-29 y: 
2.3% (n=649)
Age 30-55 y: 
0.8% (n=3,210)
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: ASCUS+


	25-29 y: 100.0 (78.2-100.0)

30-55 y: 100.0 (86.8-100.0)
	25-29 y: 60.0 (32.3-83.7)

30-55 y: 50.0 (29.9-70.1)
	25-29 y: 79.1 (75.7-82.2)

30-55 y: 92.5 (91.6-93.4)
	25-29 y: 92.1 (89.6-94.2)

30-55 y: 97.7 (97.1-98.1)
	25-29 y
0.40 (0.15 to 0.65)

30-55y
0.50 (0.31 to 0.69)
	25-29 y
-0.13
(-0.17 to 
-0.09)

30-55y
-0.05
(-0.06 to 
-0.04)
	25-29 y
TP: 56.0 more (21.3 more to 90.7 more)
FN: 56.0 less (21.3 less to 90.7 less)
TN: 1290.8 less (916.1 less to 1665.6 less)
FP: 1290.8 more (916.1 more to 1665.6 more)

30-55y
TP: 70.0 more (43.1 more to 96.9 more)
FN: 70.0 less (43.1 less to 96.9 less)
TN: 514.1 less (410.3 less to 617.8 less)
FP: 514.1 more (410.3 more to 617.8 more)
	20-29y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP):
Lower specificity

30-65 y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP):
Lower specificity


	20-29y
Sensitivity:
High

Specificity:
Moderatec

30-65 y
Sensitivity:
High

Specificity:
Moderatec



	Monsonego 2011
Age 20-29 y: 
3.2% (n=1,109)
Age 30-65 y: 
2.0% (n=3,320)
ROB: Unclear
	Index test 1: ≥1.0 pg/mL (HCII) or
≥1.0 signal to cut-off ratio (Aptima)
Index test 2: ASCUS+


	20-29 y (HCII):
99.7 (95.0-100.0)
20-29 y (Aptima): 99.7 (95.0-100.0)

30-65 y (HCII): 95.0 (88.5-100.0)
30-65 y (Aptima): 87.7 (79.2-96.2)
	20-29 y: 67.7 (52.0-83.4)

30-65 y: 69.7 (58.4-81.0) 

	20-29 y (HCII):
79.1 (76.7-81.6)
20-29 y (Aptima): 87.4 (85.4-89.4)

30-65 y (HCII): 88.8 (87.7-89.9)
30-65 y (Aptima): 93.2 (92.4-94.1)
	20-29 y: 88.4 (86.45-90.3)

30-65 y: 93.1 (92.2-94.0)

	20-29 y (HCII)
0.29 (0.12 to 0.45)

20-29 y (Aptima)
0.29
(0.12 to 0.45)

30-65 y (HCII)
0.26 (0.14 to 0.38)

30-65y (Aptima)
0.18 (0.05 to 0.32)
	20-29 y (HCII)
-0.09
(-0.12 to 
-0.06)

20-29 y (Aptima)
-0.01
(-0.04 to 0.02)

30-65 y (HCII)
-0.04
(-0.06 to 
-0.03)

30-65y (Aptima)
0.00 
(-0.01 to 0.01)

	20-29 y (HCII)
TP: 40.0 more (17.1 more to 62.9 more)
FN: 40.0 less (17.1 less to 62.9 less)
TN: 908.9 less (603.7 less to 1214.1 less)
FP: 908.9 more (603.7 more to 1214.1 more)

20-29 y (Aptima)
TP: 40.0 more (17.1 more to 62.9 more)
FN: 40.0 less (17.1 less to 62.9 less)
TN: 91.8 less (363.8 less to 180.2 more)
FP: 91.8 more (180.2 less to 363.8 more)

30-65 y (HCII)
TP: 36.1 more (19.0 more to 53.1 more)
FN: 36.1 less (19.0 less to 53.1 less)
TN: 421.2 less (284.1 less to 558.3 less)
FP: 421.2 more (284.1 more to 558.3 more)

30-65y (Aptima)
TP: 25.5 more (6.4 more to 44.5 more)
FN: 25.5 less (6.4 less to 44.5 less)
TN: 12.1 more (108.9 less to 133.2 more)
FP: 12.1 less (133.2 less to 108.9 more)
	
	

	[bookmark: _Hlk90384903]hrHPV vs. cytology (ASCUS+) for CIN3+

	Monsonego 2011
Age 20-29 y: 
0.5% (n=1,109)
Age 30-65 y: 
0.6% (n=3,320)
ROB: Unclear
	Index test 1: ≥1.0 pg/mL (HCII) or ≥1.0 signal to cut-off ratio (Aptima)
Index test 2: ASCUS+


	20-29 y (HCII): 98.2 (71.7-100.0)
20-29 y (Aptima): 98.2 (71.7-100.0)

30-65 y (HCII): 93.8 (78.5-100.0)
30-65 y (Aptima): 94.5 (79.9-100.0)
	20-29 y: 81.4 (44.5-100.0)

30-65 y: 70.7 (49.7-91.7)

	20-29 y (HCII): 76.9 (74.4-79.4)
20-29 y (Aptima): 84.9 (82.8-87.0)

30-65 y (HCII): 87.6 (86.4-88.7)
30-65 y (Aptima): 92.1 (91.2-93.0)
	20-29 y: 86.9 (84.9-88.9)

30-65 y: 92.2 (91.2-93.1)

	20-29 y (HCII)
0.17 
(-0.13 to 0.46)

20-29 y (Aptima)
0.17 
(-0.13 to 0.46)

30-65 y (HCII)
0.24 (0.02 to 0.45)

30-65 y (Aptima)
0.24 (0.02 to 0.45)
	20-29 y (HCII)
-0.10
(-0.13 to 
-0.07)

20-29 y (Aptima)
-0.02
(-0.05 to 0.01)

30-65 y (HCII)
-0.05
(-0.06 to 
-0.03)

30-65 y (Aptima)
0.00
(-0.01 to 0.01)
	20-29 y (HCII)
TP: 10.0 more (7.9 less to 27.9 more)
FN: 10.0 less (27.9 less to 7.9 more)
TN: 1000.3 less (683.7 less to 1316.9 less)
FP: 1000.3 more (683.7 more to 1316.9 more)

20-29 y (Aptima)
TP: 10.0 more (7.9 less to 27.9 more)
FN: 10.0 less (27.9 less to 7.9 more)
TN: 207.3 less (495.8 less to 81.3 more)
FP: 207.3 more (81.3 less to 495.8 more)

30-65 y (HCII)
TP: 14.3 more (1.5 more to 27.1 more)
FN: 14.3 less (1.5 less to 27.1 less)
TN: 458.0 less (313.9 less to 602.1 less)
FP: 458.0 more (313.9 more to 602.1 more)

30-65 y (Aptima)
TP: 14.3 more (1.5 more to 27.1 more)
FN: 14.3 less (1.5 less to 27.1 less)
TN: 12.1 less (141.1 less to 117.0 more)
FP: 12.1 more (117.0 less to 141.1 more)
	20-29y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity

30-65 y
Sensitivity (TP, FN): Higher sensitivity

Specificity (TN, FP): Lower specificity


	20-29y
Sensitivity:
Lowc,d

Specificity:
Moderatec

30-65 y
Sensitivity:
Lowc,d

Specificity:
Lowc



	[bookmark: _Hlk90385742]hrHPV vs. cytology (LSIL+) for CIN2+

	Agorastos 2015
Age 25-29 y: 
2.3% (n=649)
Age 30-55 y: 
0.8% (n=3,210)
ROB: Unclear

	Index test 1: NR (Cobas 4800)
Index test 2: LSIL+


	25-29 y: 100.0 (78.2-100.0)

30-55 y: 100.0 (86.8-100.0)
	25-29 y: 40.0 (16.3-67.7)

30-55 y: 42.3 (23.3-63.1)
	25-29 y: 79.1 (75.7-82.2)

30-55 y: 92.5 (91.6-9.4)

	25-29 y: 96.4 (94.5-97.8)

30-55 y: 99.2 (98.9-99.5)

	25-29 y
0.60 (0.35 to 0.85)
30-55 y
0.58 (0.39 to 0.77)
	25-29 y
-0.17 
(-0.21 to 
-0.14)
30-55 y
-0.07 
(-0.08 to 
-0.06)
	25-29 y
TP: 84.0 more (49.3 more to 118.7 more)
FN: 84.0 less (49.3 less to 118.7 less)
TN: 1710.7 less (1366.9 less to 2054.6 less)
FP: 1710.7 more (1366.9 more to 2054.6 more)

30-55 y
TP: 80.8 more (54.2 more to 107.4 more)
FN: 80.8 less (54.2 less to 107.4 less)
TN: 662.7 less (567.5 less to 757.9 less)
FP: 662.7 more (567.5 more to 757.9 more)
	25-29y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP):
Lower specificity

30-55 y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Lower specificity


	25-29y
Sensitivity:
Moderatec

Specificity:
Moderatec

30-55 y
Sensitivity:
Moderatec

Specificity:
Moderatec



	[bookmark: _Hlk90385184]hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+) for CIN2+

	Agorastos 2015
Age 25-29 y: 
2.3% (n=649)
Age 30-55 y: 
0.8% (n=3,210)
ROB: Unclear



	Index test 1: NR (Cobas 4800)
Index test 2: ASCUS+


	25-29 y:
53.3 (26.6-78.7)

30-55 y: 61.5 (40.6-79.8-98.3)
	25-29 y:
60.0 (32.3-83.7)

30-55 y: 50.0 (29.9-70.1)
	25-29 y:
93.6 (91.4-95.4)

30-55 y: 98.3 (97.7-98.7)
	25-29 y:
92.1 (89.6-94.2)

30-55 y: 97.7 (97.1-98.1)
	25-29 y
-0.07
(-0.42 to 0.29)

30-55y
0.12 
(-0.15 to 0.38)
	25-29 y
0.01
(-0.01 to 0.04)

30-55y
0.01
(0.00 to 0.01) 
	25-29 y
TP: 9.3 less (58.9 less to 40.2 more)
FN: 9.3 more (40.2 less to 58.9 more)
TN: 140.0 more (140.0 less to 420.0 more)
FP: 140.0 less (420.0 less to 140.0 more)

30-55y
TP: 16.2 more (21.4 less to 53.7 more)
FN: 16.2 less (53.7 less to 21.4 more)
TN: 58.8 more (8.9 less to 126.5 more)
FP: 58.8 less (126.5 less to 8.9 more)
	25-29y
Sensitivity (TP, FN):
Lower sensitivity

Specificity (TN, FP):
Little-to-no difference

30-55 y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP):
Little-to-no difference


	25-29y
Sensitivity:
Lowc,d

Specificity:
Lowc,d

30-55 y
Sensitivity:
Lowc,d


Specificity:
Moderatec



	[bookmark: _Hlk90385472]hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+) for CIN2+

	Agorastos 2015
Age 25-29 y: 
2.3% (n=649)
Age 30-55 y: 
0.8% (n=3,210)
ROB: Unclear
	Index test 1: NR (Cobas 4800)
Index test 2: LSIL+


	25-29 y: 53.3 (26.6-78.7)

30-55 y: 61.5 (40.6-79.8)

	25-29 y: 40.0 (16.3-67.7)

30-55 y: 42.3 (23.3-63.1)
	25-29 y: 93.6 (91.4-95.4)

30-55 y: 98.3 (97.7-98.7)
	25-29 y: 96.4 (94.5-97.8)

30-55 y: 99.2 (98.9-99.5)
	25-29 y
0.13
(-0.22 to 0.49)

30-55 y
0.19
(-0.07 to 0.46)
	25-29 y
-0.03 
(-0.05 to 0.00)

30-55 y
-0.01
(-0.01 to 0.00)
	25-29 y
TP: 18.7 more (30.9 less to 68.2 more)
FN: 18.7 less (68.2 less to 30.9 more)
TN: 279.9 less (42.8 less to 517.1 less)
FP: 279.9 more (42.8 more to 517.1 more)

30-55 y
TP: 26.9 more (10.4 less to 64.2 more)
FN: 26.9 less (64.2 less to 10.4 more)
TN: 89.8 less (36.2 less to 143.4 less)
FP: 89.8 more (36.2 more to 143.4 more)
	25-29y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Little-to-no difference

30-55 y
Sensitivity (TP, FN):
Higher sensitivity

Specificity (TN, FP): Little-to-no difference


	25-29y
Sensitivity:
Lowc,d

Specificity:
Lowc,d

30-55 y
Sensitivity:
Lowc,d

Specificity: Moderatec





Abbreviations: ASCUS+ = Atypical squamous cells of undetermined significance or worse; ASCH+ = atypical squamous cells cannot exclude high-grade lesion; CIN = cervical intraepithelial neoplasia; FP = false positive; FN = false negative; HCII = Hybrid Capture II; LSIL+ = low-grade squamous intraepithelial lesion or worse; NR = not reported; ROB = risk of bias; TP = true positive; TN = true negative; y = year(s).

[bookmark: _Toc121317402]Overview of summary of findings for sensitivity and specificity
	Comparison
	Outcome
	N=studies, N=participants 
	Sensitivity (TP/TP+FN)
	Specificity (TN/TN+FP)

	hrHPV self-sampling vs. hrHPV clinician-sampling
	CIN2+ or CIN2/3
	N=3
N=2,832
	

	


	
	ICC
	N=1
N=247
	
	

	hrHPV self-sampling + cytology triage (ASCUS+) vs. hrHPV clinician sampling
	CIN2+
	N=1
N=1,665
	


	


	hrHPV self-sampling + cytology triage (ASCUS+) vs. hrHPV self-sampling
	CIN2+
	N=1
N=1,665
	

	


	hrHPV + cytology triage (ASCUS+) vs. hrHPV
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) vs. hrHPV
	CIN2+
	N=3
N=41,018 ⱡ
	

	


	
	CIN3+
	N=3
N=41,018 ⱡ
	

	


	hrHPV with partial genotyping (16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+)
	CIN2+
	N=3
N=41,018 ⱡ
	

	


	
	CIN3+
	N=3
N=41,018 ⱡ
	

	


	
	ICC
	N=1
N=2,905
	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+)
	CIN2+
	N=2
N=6,764
	

	


	
	CIN3+
	N=2
N=6,764
	
	


	
	ICC
	N=1
N=2,905
	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCH+)
	CIN2+
	N=1
N=2,905
	

	


	
	CIN3+
	N=1
N=2,905
	

	


	
	ICC
	N=1
N=2,905
	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (HSIL+)
	CIN2+
	N=1
N=2,905
	

	


	
	CIN3+
	N=1
N=2,905
	

	


	
	ICC
	N=1
N=2,905
	

	


	hrHPV with partial genotyping (types 16/18) vs. hrHPV + cytology triage (ASCUS+)
	CIN2+
	N=2
N=38,113 ⱡ
	



	


	
	CIN3+
	N=1
N=34,254 ⱡ

	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV + cytology triage (ASCUS+)
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV + cytology triage (ASCUS+)
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. cytology (ASCUS+) 
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. cytology (ASCUS+)
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (ASCUS+) vs. hrHPV with partial genotyping (types 16/18)
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV with partial genotyping (types 16/18) + reflex cytology on non-16/18 types (LSIL+) vs. hrHPV with partial genotyping (types 16/18)
	CIN2+
	N=2
N=38,113 ⱡ
	

	


	
	CIN3+
	N=1
N=34,254 ⱡ
	

	


	hrHPV vs. cytology (ASCUS+)║
	ICC
	N=2
N=259,553
	
	

	Cytology (ASCUS+) + hrHPV triage vs. cytology (ASCUS+)
	CIN2+
	N=3
N=16,981
	

	




	
	CIN3+
	N=1
N=2,905
	

	


	Cytology (ASCUS+) + hrHPV with partial genotyping (16/18 types) triage vs. cytology (ASCUS+)
	CIN2+
	N=1
N=2,905
	

	


	
	CIN3+
	N=1
N=2,905
	

	



Abbreviations: ASCUS+ = atypical squamous cells of undetermined significance or worse; ASCH+ = atypical squamous cells cannot exclude high-grade lesion; CIN = cervical intraepithelial neoplasia; FP = false positive; FN = false negative; HSIL = high-grade squamous intraepithelial lesion; LSIL+ = Low-grade squamous intraepithelial lesion or worse; TP = true positive; TN = true negative.
ⱡ The number analyzed may be smaller as one study did not specify the participants analyzed, only the original sample size (N=34,254).
║ Comparison was used to only to provide evidence for false positives where data was lacking in randomized controlled trials.
       High certainty of evidence
       Moderate certainty of evidence 
       Low certainty of evidence	
       Very low certainty of evidence	




[bookmark: _Toc121317403]Overview of summary of findings for age subgroups
	Comparison
	Outcome

	N=studies, N=participants by age subgroup
	Sensitivity (TP/TP+FN)
	Specificity (TN/TN+FP)
	Sensitivity (TP/TP+FN)
	Specificity (TN/TN+FP)

	hrHPV with partial genotyping (types 16/18) vs. hrHPV

	CIN2+

	N=1
25-29y: 649
30-55y: 3,210

	

	

	

	


	hrHPV vs. cytology (ASCUS+)
	CIN2+
	N=2
20-29y: 1,758
30-65y: 6,530
	


	

	

	


	
	CIN3+
	N=1
20-29y: 1,109
30-65y: 3,320
	

	

	

	


	hrHPV vs. cytology (LSIL+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	

	

	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (ASCUS+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	

	

	

	


	hrHPV with partial genotyping (types 16/18) vs. cytology (LSIL+)
	CIN2+
	N=1
25-29y: 649
30-55y: 3,210
	

	

	

	



Abbreviations: ASCUS+ = atypical squamous cells of undetermined significance or worse; CIN = cervical intraepithelial neoplasia; LSIL+ = Low-grade squamous intraepithelial lesion or worse.
       High certainty of evidence


       Moderate certainty of evidence 
       Low certainty of evidence	

       Very low certainty of evidence	
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