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Abstract: Background: HPV tests differ for technology, targets, and information on genotyping of
high risk (HR) HPV. In this study, we evaluated the performance of 6 HPV DNA tests and one mRNA
test in the detection of cervical intraepithelial lesions (CIN) and as a test-of-cure in the follow-up
after surgical conservative treatment. Methods: One hundred seventy-two women referred to the
European Institute of Oncology, Milan, for surgical treatment of pre-neoplastic cervical lesions, were
enrolled in this study (IEO S544) from January 2011 to June 2015. For all women, a cervical sample
was taken before treatment (baseline) and at the first follow-up visit (range 3 to 9 months): on
these samples Qiagen Hybrid Capture 2 (HC2), Roche Linear Array HPV Test (Linear Array), Roche
Cobas 4800 HPV test (Cobas), Abbott RealTime High Risk HPV test (RT), BD Onclarity HPV assay
(Onclarity), Seegene Anyplex II HPV HR Detection (Anyplex), and Hologic Aptima HPV Assay
(Aptima) histology and cytology were performed at baseline, and the same tests and cytology were
performed at follow-up. Results: At baseline 158/172 (92%), histologies were CIN2+, and 150/172
(87%) women were recruited at follow-up. Assuming HC2 as a comparator, the concordance of HPV
tests ranges from 91% to 95% at baseline and from 76% to 100% at follow-up (PABAK ranging from
0.81 to 0.90 at baseline and PABAK ranging from 0.53 to 1 at follow-up). All HPV showed a very good
sensitivity in CIN2+ detection at baseline, more than 92%, and a very good specificity at follow-up,
more than 89%. Conclusions: HPV tests showed a good concordance with HC2 and a very good
and comparable sensitivity in CIN2+ detection. Hence, an HPV test represents a valid option as
test-of-cure in order to monitor patients treated for CIN2+ lesions during follow-up.
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1. Introduction

High-risk (HR) human papillomavirus (HPV) persistent infection has been widely
recognized as the main causal risk factor for the development of cervical intraepithelial
neoplasia (CIN) and progression to cervical cancer [1,2].

Nowadays, an increasing number of HPV tests, which differ for technology, targets,
and genotyping [3], is available for HPV detection. Unfortunately, few of these have been
studied and even less validated for screening [4].

The threshold of validated HR-HPV tests is CIN2+ detection because this is the
clinical target for screening. However, HPV tests have been employed not only for
screening, but also as a triage test and test-of-cure for follow-up of women treated for
precancerous lesions.
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If many studies are not present in previous literature regarding HPV tests in the
screening setting, even less is known about their use in the follow-up after surgical treat-
ment [5]. The objectives of post-treatment follow-up testing are to confirm that treatment
was effective, to identify recurrence early, and to reassure women. Therefore, looking
for the persistence of the same HPV genotype identified at baseline would be helpful for
stratifying the risk of CIN recurrence, also known as “treatment failure” [6,7].

The aim of the present study is to evaluate and to compare the performance of six
HPV DNA tests and one HPV mRNA test from liquid-based cervical cytology samples, for
the detection of CIN2+ at baseline and as “test-of-cure” during post-treatment follow-up.
The secondary objective of the study is to determine the sensitivity and the specificity of
different HPV tests in the settings of screening and post-treatment follow-up.

2. Patients and Methods
2.1. Population

All women aged between 25-61 years, scheduled to be conservatively treated for
CIN2+ at the European Institute of Oncology (IEO), Milan, from January 2011 to June
2015, were enrolled. “Conservative treatment” included excisional procedures, such as
Loop Electro-Excision Procedure (LEEP) and laser conization, and ablative procedures,
such as laser vaporization, in cases of ectocervical lesion and no evidence of ICC at pre-
treatment colposcopic-guided biopsies. The study was approved by the Institutional
Ethical Committee (IEO S544 study), and informed consent was obtained from all women
at enrollment. A ThinPrep PreservCyt (Hologic, Inc. Bedford, MA, USA) cervical sample
was collected in all patients before treatment and at the first follow-up visit planned at
6 + 3 months after surgical treatment, in order to perform cytology, Qiagen Hybrid Capture
2 (HC2) and Roche Linear Array HPV Test (Linear Array). Roche Cobas® 4800 HPV Test
(Cobas), Abbott RealTime High Risk HPV (RT), BD Onclarity HPV Assay (Onclarity),
and Seegene Anyplex II HPV HR (Anyplex) test were carried out on a left-over aliquot.
Hologic APTIMA mRNA assay (Aptima) has been performed placing an aliquot of Thin
Prep sample in the Aptima storage liquid upon arrival in the laboratory. The results of
histology at baseline and at relapse, when occurred, were available for all patients. Principal
characteristics of all HPV tests are detailed in Table 1.

Table 1. HPV test features.
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2.2. Hybrid Capture 2

Qiagen HC2 test is a sandwich capture molecular hybridization assay: it is a signal
amplification detection method based on chemiluminescence that detects 13 HR HPV types:
HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, and 68. The DNA:RNA hybrids are captured
on a microplate, and the emitted light is measured in a luminometer as relative light units
(RLU). Samples were considered as positive if the ratio RLU/ cut-off was >1.0 (equivalent
to 5000 copies/reaction). All samples with RLU between 1 and 2.5 should be retested, as
requested in package insert instructions.

2.3. Linear Array

The Roche Diagnostics Linear Array test uses biotinylated PGMY09/11 consensus
primers to amplify a 450-bp region of the L1 gene. It is capable of detecting 37 HPV geno-
types: HPV®6, 11, 16, 18, 26, 31, 33, 35, 39, 40, 42, 45, 51, 52, 53, 54, 55, 56, 58, 59, 61, 62, 64,
66, 67,68, 69,70, 71,72, 73 (MM9), 81, 82 (MM4), 83 (MM?), 84 (MMS8), IS39 e CP6108. The
denatured PCR products were then hybridized to an array strip containing immobilized
oligonucleotide probes. The results were visually interpreted by using the provided refer-
ence guide according to manufacturer’s protocol by two independent operators, and the
results were compared to reach the final one.

2.4. Cobas 4800 HPV Test

Cobas is a real-time PCR-based test able to detect HR-HPV genotypes: HPV 16 and
18 are reported as single genotypes, as well as a group of 12 other HR-HPV types (31, 33,
35, 39, 45, 51, 52, 56, 58, 59, 66, and 68) are reported as HR positive readout. This fully
automated test detects the same genotypes of HC2, which have been classified as HR by
(the International Agency for Research on Cancer (IARC)), and in addition HPV66, and
includes an internal control (B-globin) as the marker of sample adequacy.

2.5. Real Time HR HPV

The Abbott RealTime HR HPV test (Abbott, Wiesbaden, Germany) is a qualitative
real-time PCR for the detection of DNA from 12 HR-HPV genotypes (16, 18, 31, 33, 35, 39,
45,51, 52,56, 58, 59, 66, and 68), and includes an internal control (B-globin) as the marker
of sample adequacy. Even an RT test is able to provide the identified genotype: for HPV 16
and 18 as single and for other HR genotypes in the pool, respectively.

2.6. Onclarity

The BD Onclarity HPV Assay detects 14 HR-HPV genotypes and co-amplifies a beta-
globin internal control (IC) that acts as processing control. The primers for the 14 HPV
genotypes are designed to target a region of 79-137 bases in the E6/E7 genome, whereas
the IC primers amplify a 75 base region in the human beta-globin gene. The assay consists
of three PCR assay tubes (G1, G2, and G3) and four optical channels for the detection of the
14 HR-HPV genotypes (16, 18, 31, 45, 51, 52) as single infections and the remaining eight
genotypes in three groups (33/58, 56/59/66, 35/39/68) and the IC.

2.7. Anyplex 11

The Seegene Anyplex II HPV HR test simultaneously detects 14 HR-HPV genotypes
(HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68), and co-amplifies a beta-globin
internal control (IC), which acts as processing control in only one real-time PCR reaction
based on TOCE (tagging oligonucleotide cleavage and extension) technology. In case of
positivity, Anyplex also provides the information of semi-quantitative viral load level
of amplification, which can be measured repeatedly at 30, 40, and 50 cycles during the
PCR process.
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2.8. Aptima

The APTIMA HPV Assay searches for E6/E7 HR-HPV mRNA by three main steps,
which take place in a single tube: target capture, target amplification through amplification
mediated by the transcription (Transcription-Mediated Amplification, or TMA), and de-
tection of amplification products (amplicons) by Hybridization Protection dosage Assay.
The assay incorporates an internal control for the capture, amplification, and detection of
nucleic acid, as well as any operator or instrumentation errors.

2.9. Cytology

The physician-collected ThinPrep PreservCyt cervical specimens were processed in
the ThinPrep 2000 machine (Cytyc Corporation, Boxborough, Mass). All liquid-based
cytology slides were stained according to the Pap method and all cytologic diagnosis were
performed by trained specialist biotechnicians, following automated Focal Point evaluation
of all slides. In case of abnormal cytology, a dedicated pathologist from the Cytology Unit
of IEO reviewed cytology slides to confirm diagnosis. Results were reported according to
the 2001 Bethesda Reporting System.

2.10. Histology

All histological diagnoses were made on a colposcopic-guided biopsy of the transfor-
mation zone alone or with endocervical curettage or on excision surgical specimens, by
dedicated gynecological pathologists working at the Division of Pathology of IEO.

2.11. Statistical Methods

Patients’ characteristics were summarized by count and percent or mean and standard
deviation (SD) for categorical and continuous variables, respectively. HPV test agreement,
at both baseline and at follow-up, were estimated by the proportion of concordant cases.
In order to take into account the low prevalence of negative and positive cases at baseline
and at follow-up, respectively, concordance was estimated by the prevalence-adjusted and
bias-adjusted kappa (PABAK) [14] statistic. Point estimates were tabulated alongside 95%
confidence interval and the significance of the agreement between each HPV test with the
HC2 test was determined by using the McNemar test. Sensitivity and specificity of each test
at baseline and at follow-up were plotted in a forest-like plot for all patients and tabulated
for the CIN2+ patients only. All tests were two-tailed and considered significant at the 5%
level. The HC2 test was used as the reference test. All analyses were conducted using SAS
9.4 (N.C, Cary) and STATA (StataCorp. 2021. Stata Statistical Software: Release 17. College
Station, TX, USA: StataCorp LLC).

3. Results

One hundred and seventy-two women scheduled to be conservatively treated with
LEEP or laser conization or laser vaporization for CIN2+ were enrolled. The main charac-
teristics of the study population at baseline are listed in Table 2.

Not all HPV tests were performed at baseline and follow-up due to lack of supply
of reagents. Histological diagnosis on surgical specimens at baseline confirmed a CIN2+
lesion in 158 (91.9%) patients. Only histology confirmed samples were included in the
final analysis.
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Table 2. Patients” Characteristics at Baseline.

Characteristic Level Statistic ¢
Age, years 39.0 (7.8) b
Histology CIN1 14 (8.1)

CIN 2+ 158 (91.9)
HC2 Negative 12 (7.0)
Positive 160 (93.0)
Cytology Negative 6(3.5)
ASCUS 6(3.5)
LSIL 18 (10.5)
HSIL/ASC-H 107 (62.2)
AGC 2(1.2)
SCC 7 (4.1)
missing 26 (15.1)

“ Statistics are: Mean (SD) for Age, N (%) otherwise; SD = Standard Deviation; b min = 25, max = 61 years.

Overall, 150 patients were recruited at post-treatment follow-up, but only 118 in a
time range between 3 and 6 months. Twenty-two patients (12.8%) were lost to follow-up
and 32 (21.3%) were excluded due to incorrect timing of test-of-cure. Assuming HC2 as
comparator, all HPV tests employed showed a good degree of comparison at both baseline
(PABAK ranging from 0.81 to 0.90) and follow-up (PABAK ranging from 0.53 to 1). The
concordance between different HPV tests and HC2 ranges from 91% to 95% at baseline and
from 76% to 100% at follow-up, respectively, as shown in Tables 3 and 4.

Table 3. HPV Test Results at Baseline Compared to Hc2 (Reference).

HC2, N (col %)

PABAK

Agreement %

HPV Test Negative  Positive ©5% CI) p-Value b 95% CI)

Abbott Negative 8(72.7) 3(2.9) 0.90 95%
Positive 3(273) 100(97.1) (0.81,0.98) 1.00 (88.9, 98.0)

Roche Negative 3 (60.0) 34.3) 0.87 93%
Positive 2 (40.0) 67 (95.7)  (0.75,0.98) 1.00 (85.1,97.8)

Aptima Negative 8 (66.7) 12 (7.6) 0.81 91%
Positive 4(33.3) 147(92.5) (0.73,0.90) 0.08 (85.3,94.6)

Iﬁ‘r‘;ﬁ; Negative 6 (546)  9(5.7) 0.84 92%
Positive 5(45.4) 150(943) (0.75,0.91) 0.42 (86.6,95.4)

Onflla)ri ty Negative 6 (66.7) 7 (4.9) 0.87 93%
Positive 3(33.3) 136(95.1) (0.79,0.95) 0.34 (88.2,96.8)

Seegene Negative 4 (40.0) 4 (2.8) 0.87 93%
Positive 6 (60.0) 137(97.2) (0.79,0.95) 0.75 (88.2,96.8)

 Column percent on non-missing counts; * McNemar test exact p-Values. PABAK = Prevalence and Bias adjusted

Kappa; 95%CI = 95% Confidence Interval.
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Table 4. HPV Test Results at Follow-Up ? Compared to Hc2 (Reference).

HC2, N (col %) b

HPV Test Negative  Positive (19)?02‘%1; p-Value ¢ Ag(;e;;:lérll)t %

Abbott Negative 43 (97.7) 7 (25.9) 0.78 89%
Positive 1(3)  20(741)  (0.63,0.92) 0.07 (79.0, 95.0)

Roche Negative 28 (100) 0 1.00 100%
Positive 0 16 (100)  (1.00, 1.00) 1.00 (92.0, 100)

Aptima Negative 52 (98.1) 7 (21.2) 0.81 88%
Positive 1(1.9) 26 (78.8)  (0.69,0.94) 0.07 (80.1,93.1)

Iﬂ‘;‘; Negative ~ 36(100) 8 (24.2) 0.77 88%
Positive 0 25(75.8)  (0.62,0.92) 0.008 (78.4,94.9)

On];[a)ri y Negative 6355 16(47.) 0.62 81%
Positive 3(46)  18(52.9)  (0.47,0.77) 0.004 (71.9, 88.2)

Seegene Negative 57 (89.1) 16 (48.5) 0.53 76%
Positive 7 (10.9) 17 (51.5)  (0.36, 0.70) 0.09 (66.6, 84.3)

4 N = 118 patients with first visit at 3-6 months, median f.u. days = 108, (min = 90, max = 179) ¥ Column percent
on non-missing counts; ¢ McNemar test; PABAK = Prevalence and Bias adjusted Kappa; 95%CI = 95% Confidence
Interval.

Sensitivity and specificity of all employed tests for CIN2+ at baseline and at follow-up,
compared to HC2, are summarized in Figures 1 and 2. All HPV tests showed a very good
sensitivity in detecting CIN2+ at baseline, more than 92%, and a very good specificity at
follow-up, more than 89%.
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Figure 1. Sensitivity for CIN2+ at baseline and at follow-up.
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Figure 2. Specificity of all employed tests for CIN2+ at baseline and at follow-up.

4. Discussion

The results of our study showed a very good concordance among different HPV tests
performed in liquid-based cervical samples from a group of women with high prevalence
of preneoplastic cervical disease. The confidence intervals of these concordances overlap,
further demonstrating the similarities of these HPV tests in performance. These data are in
agreement with previous studies summarized in the 2020 list of human papillomavirus
assays suitable for primary cervical cancer screening, published by Arbyn et al. (Arbyn et al.,
2021). All HPV tests employed at baseline and follow-up have been validated according
to Meijer’s guidelines [9-13]. As requested by validation guidelines (Meijer’s guidelines
or Valgent protocol), the relative sensitivity and specificity must be high to be considered
“validated”. Only LA is a test not fully validated according to Meijer’s guidelines, due to
the additional search for low-risk (LR) HPV genotypes and the high sensitivity that does
not correlate with CIN2+. However, data regarding positivity for LR-HPV have not been
included in our analysis. Moreover, LA is a test previously validated according to Valgent
protocol [8].

Since validations have been usually performed in the screening setting, these data
are only indicative for baseline. In the present analysis, we focused on comparing tests’
performance not only at baseline, but also at the post-treatment follow-up. Interestingly,
our data showed comparable performance of the tests in terms of sensitivity and specificity
at both baseline and test-of-cure.

Due to the setting of samples, which show a high prevalence of positive at baseline
and negative at follow-up, respectively, sensitivities were found to be higher at baseline
and lower at follow-up. On the contrary, specificities are notably higher at follow-up than
at baseline. Due to the low prevalence of HPV after treatment, we chose the prevalence
and bias adjusted kappa, instead of either the simple or the weighted kappa, to estimate
the HPV tests’ agreement.

However, all tests perform similarly at baseline and follow-up. Although Cobas seems
to show better performance than other tests, these data might suffer from a bias related to
the smaller number of samples that have been tested with the Cobas method.

A negative HPV result at follow-up provides a good negative predictive value. Indeed,
we found only a case of disease recurrence in the cohort of patients with a post-treatment
negative HPV test result, for any validated HPV test. In this patient, cytology was HSIL
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at follow-up and only LA revealed the presence of HPV18 and 73 at baseline, with the
persistence of HPV 73 at relapse. Actually, LR HPV genotypes are not detected by validated
HPV tests.

Furthermore, HPV tests that provide partial or extended genotyping showed compa-
rable results.

The Aptima test, which detects HPV mRNA, showed no particular advantages in
terms of sensitivity or specificity: the test performances are in line with other tests that
detect HPV DNA.

Strengths of the present study include the type of population (women with only con-
firmed CIN2 + histology) and the timing of test-of-cure that was performed at 6 £ 3 months,
as also suggested by the most recent guidelines from the Italian Group for Cervical Cancer
Screening (GISCi) [15]. On the contrary, the main limit consists in the impossibility of
performing all HPV tests in all samples.

In conclusion, our results demonstrate that validated HPV tests produce comparable
results, and this cannot be extended to non-validated tests without proven evidence. Thus,
only the use of validated HPV DNA or RNA tests is strongly recommended in both
screening and test-of-cure settings. Moreover, HPV genotyping could be helpful in post-
treatment management, by identifying women at higher risk of CIN2+ recurrence, due to
the persistence of the same HPV genotype, and reassuring women who may present new
HPV genotype infection after surgical treatment.
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Abbreviations and Acronyms

HPV = Human Papillomavirus

CIN = Cervical intraepithelial neoplasia

HR = High risk

LR = Low risk

IEO=  European Institute of Oncology

LBC=  Liquid based cytology

LSIL=  Low grade squamous intraepithelial lesion

HSIL = High grade squamous intraepithelial lesion
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PCR = Polymerase chain reaction
HC2 = Qiagen Hybrid Capture 2
PABAK = Prevalence-Adjusted and Bias-Adjusted Kappa

References

1.

10.

11.

12.

13.

14.
15.

Zur Hausen, H. Papillomaviruses in the causation of human cancers—A brief historical account. Virology 2009, 384, 260-265.
[CrossRef] [PubMed]

Kjeer, S.K.; Frederiksen, K.; Munk, C.; Iftner, T. Long-term absolute risk of cervical intraepithelial neoplasia grade 3 or worse
following human papillomavirus infection: Role of persistence. J. Natl. Cancer Inst. 2010, 102, 1478-1488. [CrossRef] [PubMed]
Poljak, M.; Ostrbenk Valencak, A.; Gimpelj Domjani¢, G.; Xu, L.; Arbyn, M. Commercially available molecular tests for human
papillomaviruses: A global overview. Clin. Microbiol. Infect. 2020, 26, 1144-1150. [CrossRef] [PubMed]

Arbyn, M.; Simon, M.; Peeters, E.; Xu, L.; Meijer, C.J.L.M.; Berkhof, J.; Cuschieri, K.; Bonde, J.; Ostrbenk Vanlencak, A.; Zhao, FH.;
et al. 2020 list of human papillomavirus assays suitable for primary cervical cancer screening. Clin. Microbiol. Infect. 2021, 27,
1083-1095. [CrossRef] [PubMed]

Mariani, L.; Sandri, M.T.; Preti, M.; Origoni, M.; Costa, S.; Cristoforoni, P.; Bottari, F.; Sideri, M. HPV-Testing in Follow-up of
Patients Treated for CIN2+ Lesions. J. Cancer 2016, 7, 107-114. [CrossRef] [PubMed]

Bottari, F; Iacobone, A.D.; Passerini, R.; Preti, E.P; Sandri, M.T.; Cocuzza, C.E.; Gary, D.S.; Andrews, ].C. Human Papillomavirus
Genotyping Compared with a Qualitative High-Risk Human Papillomavirus Test After Treatment of High-Grade Cervical
Intraepithelial Neoplasia: A Systematic Review. Obstet. Gynecol. 2019, 134, 452—462. [CrossRef] [PubMed]

Tacobone, A.D.; Radice, D.; Sandri, M.T.; Preti, E.P.; Guerrieri, M.E.; Vidal Urbinati, A.M.; Pino, I.; Franchi, D.; Passerini, R.; Bottari,
F. Human Papillomavirus Same Genotype Persistence and Risk of Cervical Intraepithelial Neoplasia2+ Recurrence. Cancers 2021,
13, 3664. [CrossRef] [PubMed]

Xu, L.; Ostrbenk, A.; Poljak, M.; Arbyn, M. Assessment of the Roche linear array HPV genotyping test within the VALGENT
framework. J. Clin. Virol. 2018, 98, 37-42. [CrossRef] [PubMed]

Heideman, D.A.M.; Hesselink, A.T.; Berkhof, J.; Van Kemenade, E.; Melchers, W.J.G.; Daalmeijer, N.F,; Verkuijten, M.; Meijer,
C.J.L.M.; Snijders, PJ.F. Clinical validation of the cobas(R)4800 HPV test for cervical screening purposes. J. Clin. Microbiol. 2011,
49, 3983-3985. [CrossRef] [PubMed]

Carozzi, EM.; Burroni, E.; Bisanzi, S.; Puliti, D.; Confortini, M.; Giorgi Rossi, P.; Sani, C.; Scalisi, A.; Chini, F. Comparison of
clinical performance of Abbott RealTime high risk HPV test with that of Hybrid Capture 2 assay in a screening setting. J. Clin.
Microbiol. 2011, 49, 1446e51. [CrossRef] [PubMed]

Ejegod, D.; Bottari, F.; Pedersen, H.; Sandri, M.T.; Bonde, ]. The BD onclarity HPV assay on SurePath collected samples meets the
international guidelines for human papillomavirus test requirements for cervical screening. J. Clin. Microbiol. 2016, 54, 2267-2272.
[CrossRef] [PubMed]

Hesselink, A.T.; Sahli, R.; Berkhof, J.; Snijders, PJ.; van der Salm, M.L.; Agard, D.; Bleeker, M.C.; Heideman, D.A. Clinical
validation of Anyplex I HPV HR detection according to the guidelines for HPV test requirements for cervical cancer screening. J.
Clin. Virol. 2016, 76, 36-39. [CrossRef] [PubMed]

Heideman, D.A.; Hesselink, A.T.; Van Kemenade, FJ.; Iftner, T.; Berkhof, J.; Topal, F.; Agard, D.; Meijer, C.J.; Snijders, P.J. The
APTIMA HPYV assay fulfills the cross-sectional clinical and reproducibility criteria of international guidelines for HPV test
requirements for cervical screening. J. Clin. Microbiol. 2013, 51, 3653-3657. [CrossRef] [PubMed]

Byrt, T.; Bishop, J.; Carlin, ].B. Bias, prevalence and kappa. J. Clin. Epidemiol. 1993, 46, 423-429. [CrossRef]

Ruano, Y.; Torrents, M.; Ferrer, EJ. Human papillomavirus combined with cytology and margin status identifies patients at risk for
recurrence after conization for high-grade cervical intraepithelial neoplasia. Eur. J. Gynaecol. Oncol. 2015, 36, 245-251. [PubMed]


http://doi.org/10.1016/j.virol.2008.11.046
http://www.ncbi.nlm.nih.gov/pubmed/19135222
http://doi.org/10.1093/jnci/djq356
http://www.ncbi.nlm.nih.gov/pubmed/20841605
http://doi.org/10.1016/j.cmi.2020.03.033
http://www.ncbi.nlm.nih.gov/pubmed/32247892
http://doi.org/10.1016/j.cmi.2021.04.031
http://www.ncbi.nlm.nih.gov/pubmed/33975008
http://doi.org/10.7150/jca.13503
http://www.ncbi.nlm.nih.gov/pubmed/26722366
http://doi.org/10.1097/AOG.0000000000003409
http://www.ncbi.nlm.nih.gov/pubmed/31403602
http://doi.org/10.3390/cancers13153664
http://www.ncbi.nlm.nih.gov/pubmed/34359566
http://doi.org/10.1016/j.jcv.2017.12.001
http://www.ncbi.nlm.nih.gov/pubmed/29241150
http://doi.org/10.1128/JCM.05552-11
http://www.ncbi.nlm.nih.gov/pubmed/21880968
http://doi.org/10.1128/JCM.02311-10
http://www.ncbi.nlm.nih.gov/pubmed/21325553
http://doi.org/10.1128/JCM.00508-16
http://www.ncbi.nlm.nih.gov/pubmed/27307461
http://doi.org/10.1016/j.jcv.2016.01.009
http://www.ncbi.nlm.nih.gov/pubmed/26809131
http://doi.org/10.1128/JCM.01517-13
http://www.ncbi.nlm.nih.gov/pubmed/23985912
http://doi.org/10.1016/0895-4356(93)90018-V
http://www.ncbi.nlm.nih.gov/pubmed/26189247

	Introduction 
	Patients and Methods 
	Population 
	Hybrid Capture 2 
	Linear Array 
	Cobas 4800 HPV Test 
	Real Time HR HPV 
	Onclarity 
	Anyplex II 
	Aptima 
	Cytology 
	Histology 
	Statistical Methods 

	Results 
	Discussion 
	References

