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HIGHLIGHTS

* Clinical accuracy of EUROArray HPV is similar on vaginal and first-void urine self-samples vs. clinician-collected samples.
* Clinical accuracy on Evalyn Brush samples is superior than on Qvintip, although not significant.
* Moderate to excellent inter-sample agreement was observed for overall high-risk and type-specific HPV.
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Article history: Objective. Human papillomavirus (HPV) testing on self-collected urine and vaginal samples has shown great
Received 10 July 2025 potential for cervical cancer screening by offering a non-invasive and approachable alternative to un(der)
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. . formance on self-samples is warranted prior to its clinical use.
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Methods. The VALHUDES framework was designed to evaluate the accuracy of HPV tests on self-samples. As
such, five colposcopy clinics enrolled patients with aberrant cervical results, asking them to collect a first-void

ﬁiyr:lv:;d;pmomavirus urine (Colli-Pee) and a vaginal self-sample (Evalyn Brush or Qvintip). Additionally, a clinician-collected cervical
Cervical cancer sample was collected as comparator. 0.4 mL of all samples was used for DNA extraction with Abbott m2000, elut-
Self-samples ing in 50 pL. To detect high-risk HPV, PCR was conducted on 5 pL DNA extract from all samples with the
First-void urine EUROArray HPV test. Disease outcome was determined by colposcopy with or without biopsy. Relative accuracy
DiagnC{StiC test accuracy was estimated for each self-sample type compared to the clinician-collected sample.

Screening Results. Data was available from 491 and 494 matched samples for vaginal and first-void urine self-samples,
5&2’8““0" respectively. Relative sensitivity for CIN2+ was 0.96 (95 % Cl: 0.91-1.02) for vaginal self-samples and 0.96 (95 %

Cl: 0.90-1.05) for first-void urine. The specificity for <CIN2 was also not significantly lower on the self-samples
compared to clinician-taken samples (relative specificity: 0.98 [95 % Cl: 0.91-1.07] for vaginal self-samples and
0.94 [95 % CI: 0.85-1.04] for first-void urine).
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Conclusions. The accuracy of EUROArray HPV is similar on vaginal self-samples and first-void urine compared
to clinician-collected cervical samples.
© 2025 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY-NC license (http://

creativecommons.org/licenses/by-nc/4.0/).

1. Introduction

Over the past years, self-collected samples have emerged as
promising advancement in expanding access to cervical cancer
screening programs, enabling individuals to participate by col-
lecting a sample at home [1-4]. This approach aligns directly
with the World Health Organization's strategy to accelerate cervi-
cal cancer elimination by reducing the incidence to below 4 per
100,000 by the end of the century [5]. The suitability of self-
samples for screening is justified by their capacity to collect cervi-
cal secretions containing viral and human DNA [6,7]. Vaginal self-
samples (VSS) capture cervical secretions within the vagina,
whereas urine captures genital secretions built up around the ex-
ternal female genitalia which are flushed away with the first part
of the urine stream, i.e., the first-void urine (FVU). This also ex-
plains why the initial part of the urine stream contains more cer-
vical material than the subsequent flow [6,8,9]. Both sample types
have shown to capture human papillomavirus (HPV). Indeed, HPV
testing is a superior screening method due to the virus's central
role in the carcinogenic process [10]. HPV testing on clinician-
collected cervical samples (CCS) has therefore also consistently
proven more effective than conventional cytological methods in
preventing cervical cancer, making it a cornerstone of modern cer-
vical cancer prevention strategies [11-13]. However, the clinical
and analytical accuracy of high-risk HPV (hrHPV) testing on self-
collected samples as compared to CCS lacked validation studies.
Hence, the VALHUDES (VALidation of HUman papillomavirus as-
says and collection DEvices for Self-samples and urine samples)
protocol was designed to investigate the (relative) clinical and an-
alytical performance of hrHPV testing on self-collected VSS and
FVU using CSS as comparator [14]. As such, this data could aid in
the recommendation of cervical cancer screening programs. More-
over, a standardised protocol for the validation of hrHPV tests in
self-samples should facilitate the implementation of self-samples
in the clinic. Meta-analyses have described the overall non-
inferiority of target amplification-based tests in VSS as compared
to CCS [4,7,15]. Yet, this should also be established for each
assay, sampling and extraction method individually prior to their
potential applications. Previous VALHUDES publications report
on the similar clinical accuracy of the RealTime High-Risk HPV
assay (Abbot Molecular Diagnostics, Des Plaines, IL) [16,17],
Alinity m HR HPV Assay (Abbot Molecular Diagnostics, Des
Plaines, IL) [18], Allplex HPV HR Detection (Seegene, Seoul,
South Korea [Latsuzbaia et al, manuscript submitted]), BD
Onclarity HPV Assay (BD Diagnostics, Sparks, MD) [19,20], Xpert
HPV assay (Xpert HPV; Cepheid, Sunnyvale, CA) [21], Liferiver
HarmoniaHPV and VenusHPV assays (Shanghai Z] Bio-Tech Co.
Ltd., China) [22], and Roche Cobas 4800 and 6800 (Roche Diagnos-
tics, Basel, Switzerland) [23] for self-collected samples compared
to CCS.

This report aims to evaluate the relative clinical and analytical accu-
racy of the EUROArray HPV test (EUROIMMUN Medizinische
Labordiagnostika AG, Liibeck, Germany) on VSS and FVU compared to
CCS. EUROArray was previously found partially validated on CCS accord-
ing to the VALGENT protocol and after cut-off optimisation it fulfilled all
necessary criteria [24,25]. This is the first time that the EUROArray HPV
assay is tested on self-collected samples and compared to CCS as refer-
ence sample.
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2. Materials and methods
2.1. Study design

The VALHUDES protocol (NCT03064087) has previously been de-
scribed in detail [14,16]. In brief, patients who were referred for colpos-
copy because of aberrant cervical test results and/or HPV infections
were invited to participate. In total, five colposcopy centres partici-
pated: the University Hospitals of Antwerp (UZA), Brussels (UZ Brus-
sels), Ghent (UZ Ghent) and Liege (CHU de Liége) and the General
Regional Hospital Heilig Hart Tienen (RZ Tienen). Patients were asked
to collect four self-samples. This included two FVU samples collected
with the 20 mL Colli-Pee™ (Colli-Pee, a product from DNA Genotek
Inc., Ottawa, Canada) prefilled with 6.7 mL urine conservation medium
(UCM, DNA Genotek Inc., Ottawa, Canada) one day before colposcopy
visit. In addition, two VSS were collected at the colposcopy centre.
First using the multi-Collect swab (Abbott Molecular Diagnostics, Des
Plaines, IL), followed by either the Evalyn Brush (Rovers Medical De-
vices, B.V., Oss, The Netherlands) or Qvintip (Aprovix, Stockholm,
Sweden). In this study, first FVU and second VSS (Evalyn Brush/Qvintip)
were tested. The dry vaginal swabs were resuspended in 20 mL
PreservCyt solution (Hologic Marlborough, MA, USA) upon arrival at
the lab (Algemeen Medisch Laboratorium, AML, Antwerp, Belgium).
Furthermore, a CCS was collected prior to colposcopy using a Cervex
Brush (Rovers Medical Devices, B.V., Oss, NL) and was subsequently re-
suspended in 20 mL PreservCyt at the colposcopy centres. The FVU sam-
ples were aliquoted and stored at —80 °C at the University of Antwerp
(Biobank Antwerp, Antwerp Belgium; ID: BE 71,030,031,000) [26].
VSS and CCS were stored at 4 °Cin the lab (AML) for up to three months
prior to aliquoting and storage at —80 °C (Biobank, BB190002).

The study was approved by the central Ethics Committee of the Ant-
werp University Hospital and University of Antwerp (B300201733869)
as well as by the local Ethics Committees of the participating colposcopy
centres. The study was conducted in accordance with the Declaration of
Helsinki and written informed consent was obtained from all study par-
ticipants prior to inclusion.

2.2. HPV testing

The EUROATrray test at AML was used for HPV testing. It detects 30
HPV types, determining positivity for each of the types using type-
specific confidential immunofluorescence unit cut-offs. The cut-offs
have been established for CCS using validated devices [24]. Fourteen
of the detected types are considered high-risk (HPV16, 18, 31, 33, 35,
39, 45, 51, 52, 56, 58, 59, 66, and 68), while HPV6, 11, 26, 40, 42, 43,
44,53,54,61,70,72,73,81, 82, and 89 are considered low-risk HPV ge-
notypes. For the accuracy estimation only high-risk HPV results were
considered.

From all samples, an aliquot of 0.7 mL was used for DNA extraction
with the Abbott m2000 automated system (using 0.4 mL input volume).
The DNA was eluted in 50 pL of which 5 pL DNA extract was used in the
test system of the EUROArray. The assay contains multiplex PCR primers
targeting the E6 and E7 oncogenes after which the PCR products are la-
belled with fluorescent dyes. Subsequently, the mixture is transferred
on microarray BIOCHIPs slides, scanned and analysed using the
EUROArrayScan software. Positivity rates for the human HSP90AB1
gene are used as internal control to ensure validity of the tested sam-
ples. Samples negative for HSP90AB1 are considered invalid.
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In this study, the comparator test consisted of HPV testing on cer-
vical samples, whereas the index test was HPV testing on self-
samples. Furthermore, colposcopy and histology results were used
as the reference standard. Patients with normal colposcopy observa-
tions, and thus without the need for biopsy, were classified as <CIN2.
In case of multiple biopsies, the most severe outcome was used in the
analysis.

2.3. Data analysis

Clinical accuracy was measured with 95 % confidence intervals
(95 % CI). The relative clinical sensitivity (CIN2+ and CIN3) and spec-
ificity (<CIN2) of the EUROArray HPV test on self-samples was
expressed as proportion compared to the clinical performance on
CCS applying the McNemar test (Pycn). Differences are considered
statistically significant when the confidence intervals do not include
unity (Pmeny < 0.05). Relative accuracy with 95 % Cls below 1.0
means that the EUROArray HPV test is more accurate on CCS than
on self-samples, while values with 95 % Cls above 1.0 refer to greater
accuracy measures in self-samples than in CCS. This is described in
more detail in the VALHUDES protocol [14]. In addition, test agree-
ment for both overall hrHPV results as well as for type-specific
hrHPV results was calculated between the different sample types
using Cohen's Kappa (k). The following categories were applied:
0-0.20, poor; 0.21-0.40, fair; 0.41-0.60, moderate; 0.61-0.80, good;
0.81-1.00, excellent agreement.
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3. Results
3.1. Study population

The study included 523 patients who were referred to colposcopy
and signed informed consent to participate between 31/12/2017 and
02/01/2020 (Fig. 1). Of these, 24 were excluded due to incomplete sam-
ple sets, inadequate comparator test or other major protocol deviations
regarding sample collection and processing [16,17]. In total, 499 paired
self- and clinician-collected samples were obtained and tested with
EUROArray. HPV results were valid for 491 matched VSS and CCS, and
494 matched FVU and CCS. In total 405 matched VSS were collected
by participants with <CIN2 and 86 were CIN2+-. For FVU, 406 partici-
pants had <CIN2 and 88 CIN2+.

3.2. Clinical performance of the full HPV genotyping assay

Absolute accuracy is summarised in Table 1 and Fig. 2. HrHPV test-
ing using the EUROATrray test was similarly sensitive to detect CIN2+
and CIN3 on VSS as compared to CCS (ratio, 0.96 [95 % CI: 0.91-1.02]
and 0.95 [95 % CI: 0.87-1.05], resp.), Fig. 3 and Table 1. The specificity
of VSS and CCS was also similar (ratio, 0.98 [95 % CI: 0.91-1.06]). Sim-
ilar results were observed for FVU with relative clinical sensitivity of
0.96 (95 % CI: 0.90-1.03) for CIN2+ and 0.95 (95 % CI: 0.87-1.05) for
CIN3. Likewise, relative specificity was not significantly different
from unity, with a ratio of 0.94 (95 % CI: 0.85-1.04). Stratification

Eligible women referred to
colposcopy (n =523)

0.4 mL sample used for

DNA extraction with the

Abbott m2000 system,
eluted in 50 L.

Excluded:

Incomplete sample sets (n = 8)
Inadequate reference test (n = 2)

Other major protocol violations of sample
handling (n = 14)

Y

Matched samples (5 pL extract) tested
with the EUROArray HPV assay (n = 499)

Invalid HPV test results:

Vaginal samples (n = 4)

Cervical samples (n = 3)
Urine samples (n=1)
Matched urine and cervical samples (n = 1)

Y

Valid HPV test results on matched self-
samples and cervical samples:
* Vaginal samples (n =491)
* Urine samples (n =494)

|
Evalyn Brush Qvintip
(n=231) (n=260)
Y l Y Y Y Yy
<CIN2 CIN2+ <CIN2 CIN2+ <CIN2 CIN2+
(n=182) (n=49) (n=223) (n=37) (n=406) (n=288)

Fig. 1. Flowchart of the VALHUDES study analysed by EUROArray. Excluded samples are shown in grey. CIN; Cervical Intraepithelial Neoplasia.
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Table 1
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Clinical and Analytical Sensitivity and Specificity of the EUROArray HPV test on clinician-collected cervical samples (CCS), vaginal self-samples (VSS, Evalyn Brush and Qvintip combined)
and first-void urine (FVU). *For the clinician-collected cervical samples (CCS), only the results for samples matched with FVU are shown, with similar results for CCS matched with VSS.

CIN; cervical intraepithelial neoplasia.

Absolute clinical accuracy, in % [95 % CI], n/N

Relative clinical accuracy [95 % CI], pmen

Sample type Sensitivity CIN2+ Sensitivity CIN3 Specificity < CIN2 Sensitivity CIN2+ Sensitivity CIN3 Specificity < CIN2
94.3 95.6 45.8

Cccs* [87.2-98.1], [84.9-99.5], [40.9-50.8], - - -
83/88 43/45 186/406
90.7 91.1 45.2 0.963 0.953 0.984

VSS [82.5-95.9], [78.8-97.5], [40.3-50.2], [0.911-1.018], [0.869-1.047], [0.909-1.065],
78/86 41/45 183/405 0.1797 03173 0.6858

Evalyn 93.9 91.7 47.8 1.000 1.000 1.061

Brush [83.1-98.7], [73.0-99.0], [40.4-55.3], [0.942-1.062], [0.882-1.134], [0.954-1.180],
46/49 22/24 87/182 1.0000 1.0000 0.2752
86.5 90.5 43.0 0.914 0.905 0.923

Qvintip [71.2-95.5], [69.6-98.8], [36.5-49.8], [0.826-1.012], [0.788-1.104], [0.823-1.035],
32/37 19/21 127/223 0.0833 0.1573 0.1701
90.9 91.1 43.1 0.963 0.953 0.941

FVU [82.9-96.0], [78.8-97.5], [38.2-48.1], [0.904-1.027], [0.869-1.047], [0.852-1.039],
80/88 41/45 175/406 0.2568 03173 0.2273

by the vaginal sampling device showed slight differences (although
not statistically significant) when separately compared with the CCS
(relative clinical accuracy = 1.00 [95 % CI: 0.94-1.06] for Evalyn
Brush and 0.91 [95 % CI: 0.83-1.01] for Qvintip). In addition, the rela-
tive clinical specificity for <CIN2 of EUROArray testing on the two
vaginal brushes compared to the CCS was different although not sig-
nificantly: higher than unity (1.06 [95 % CI: 0.95-1.18]) for Evalyn
Brush and lower than unity (0.92 [95 % CI: 0.82-1.04]) for Qvintip.
When directly comparing the two devices and expressing the accu-
racy of Evalyn Brush to that of Qvintip, the relative sensitivity is
1.09 (95 % CI: 0.94-1.26, p = 0.24) and relative specificity is 1.11
(95 % CI: 0.90-1.38, p = 0.33). While these differences are not signif-
icant, these results suggest the tendency of Evalyn Brush to outper-
form Qvintip.
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3.3. Analytical performance

The hrHPV test concordance is shown in Table 2, and other (not
high-risk) HPV test outcomes in Table S1. The concordance is stratified
per sample type and device, and by disease status. Moderate to excellent
test agreement was detected for overall hrHPV and hrHPV type-specific
results, with k-values ranging from 0.41 to 1.00. Generally, agreement
was higher for VSS than FVU compared to CCS and for Evalyn Brush
than Qvintip compared to CCS.

4. Discussion

The goal of the VALHUDES consortium is to generate clinical accu-
racy data regarding the accuracy of HPV testing on self-collected

Measurement
Sensitivity CIN2+
[ -8 Sensitivity CIN3
Specificity <CIN2

Fig. 2. Absolute clinical accuracy of EUROArray HPV testing on self- and clinician-collected samples. The absolute clinical accuracy of each sample type is shown. Vaginal self-samples (VSS)
are stratified based on brush type. Absolute sensitivity for CIN2+ and CIN3 is shown with corresponding 95 % confidence interval (CI) as well as absolute specificity for <CIN2 with 95 % CL.
For the clinician-collected cervical samples (CCS), only the results for samples matched with FVU are shown, with similar results for CCS matched with VSS. CIN; cervical intraepithelial
neoplasia, CCS; clinician-collected cervical sample, VSS; vaginal self-sample (Evalyn Brush and Qvintip combined), FVU; first-void urine.
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Fig. 3. Relative clinical accuracy of EUROArray HPV testing on self- vs. clinician-collected cervical samples. The relative clinical accuracy of each sample type is compared to clinician-col-
lected cervical samples. Vaginal self-samples (VSS) are stratified based on brush type. Relative sensitivity for CIN2+ and CIN3 is shown with corresponding 95 % confidence interval (CI) as
well as relative specificity for <CIN2 with 95 % CL. The dashed line indicates unity. CIN; cervical intraepithelial neoplasia, VSS; vaginal self-sample (Evalyn Brush and Qvintip combined),

FVU; first-void urine.

samples using a wide range of validated HPV tests and extraction
methods. With several HPV assays already published, this paper focuses
on the functionality of the EUROArray HPV assay to distinguish people
with and without cervical disease based on HPV test outcomes in FVU,
VSS and CCS. The clinical accuracy of the EUROArray HPV assay, after
Abbott m2000 DNA extraction, was found to be similar between self-
and clinician-collected samples for both FVU and VSS.

The non-invasive aspect of the self-samples as well as the ability to
collect them at home has demonstrated benefits for cervical screening
purposes, particularly among populations that remain un(der)screened.
Meta-analysis has shown that vaginal self-sampling [1] increases
screening uptake and studies have also reported increased response
rates with urine sampling [2,3]. For both sample types, directly sending
self-sampling kits to participants’ homes (mail-to-all approach) gained
greater response than providing an opportunity to order kits (opt-in ap-
proach) [1-3]. Accordingly, self-sampling has been implemented in 17
countries worldwide as of 2021, either for the entire population or spe-
cifically for un(der)screened individuals [27].

In this study, both self-collected sample types showed no significant
difference from cervical samples in terms of clinical accuracy. It should
be noted that the study was not designed to detect differences between
sampling devices and thus lacks sufficient power for this. Nevertheless,
samples taken with the Evalyn Brush provided higher sensitivity and
specificity than Qvintip samples, albeit not significant. A similar trend
was observed in previous VALHUDES reports [17-19,21,22]. The brush
heads of the Evalyn Brush and Qvintip devices consist of different mate-
rials. Where Evalyn Brushes are made of soft flexible brush hairs,
Qvintip has a rigid brush head with notches. The Evalyn Brush also pro-
vides standardised collection by its wings and rotation system. When
compared to a dry flocked swab and a wet dacron swab (WD), Qvintip
was also found to be less sensitive for CIN2+ and CIN3+ detection
[28]. As such, the collection of cervical secretions may be impacted by
the device and hence also affect the HPV test results.

Another important consideration is the pre-analytical workflow. Dif-
ferences in sample processing have been underreported but are
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impacting test outcomes [29-31]. Factors such as collection volume,
suspension or conservation buffers, input volumes, extraction methods
and sample storage conditions should be considered. In this study, the
vaginal brushes were resuspended in 20 mL PreservCyt, reaching simi-
lar accuracy as cervical samples. Smaller volumes could concentrate
the sample, increasing sensitivity but decreasing specificity. A reduction
in specificity associated with lower resuspension volumes was previ-
ously observed in the Belgian and European VALHUDES studies
[18,32]. As such, the clinical accuracy not only evaluates the HPV test,
but the entire pre-analytical workflow as well. Moreover, the clinical
accuracy of FVU with UCM was also not significantly different from
cervical samples. Rohner et al. found lower sensitivity compared to cer-
vical samples when using FVU collected without Colli-Pee devices, illus-
trating the importance of standardised collection devices [33].
Furthermore, the addition of conservation buffers is recommended to
avoid degradation of viral DNA by nucleases [9,30]. The combination
of the pre-analytical process described above with the EUROArray
HPV test demonstrated similar clinical accuracy on self-collected sam-
ples and CCS.

The EUROArray HPV test is considered partially validated according
to the VALGENT protocol due to its inferior sensitivity compared to Hy-
brid Capture 2 using previously established cut-offs. Yet, cut-off optimi-
sation for HPV16 increased the sensitivity and led to the acceptance of
the test for cervical cancer screening by fulfilling the international re-
quirements [24,25]. Accordingly, this optimised cut-off was applied in
this report. Previous VALHUDES reports also used cut-off optimisation
to reach similar performance for self- and clinician-collected samples,
but for the EUROArray HPV test this was not necessary, and current
cut-offs established for cervical samples were found sufficiently accu-
rate. The EUROArray provides individual genotyping results for 14
hrHPV types and 16 other HPV types. According to the International
Agency for Research on Cancer (IARC), HPV66 and 68 are not seen as
high-risk anymore, but rather possibly and probably carcinogenic, re-
spectively [34,35]. Yet, they are referred to as high-risk in the assay. Cur-
rently, positivity of one of the 14 hrHPV types is considered for risk
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Table 2

hrHPV test concordance (i [95 % confidence interval (CI)]) between clinician-collected cervical samples and self-samples, overall and by disease status
agreement. CCS; clinician-collected cervical samples, FVU; first-void urine, VSS; vaginal self-samples, CIN; cervical intraepithelial neoplasia.

.k 0.00-0.20 Poor; 0.21-0.40 Fair; 0.41-0.60 Moderate; 0.61-0.80 Good; 0.81-1.00 Excellent

FVU test result VSS test result

ALL (n = 494) CIN2+ (n = 88) <CIN2 (n = 406) ALL (n = 491) CIN2+ (n = 86) <CIN2 (n = 405)
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Evalyn Brush test result

Qvintip test result
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stratification. Hence, results of the other types have less clinical signifi-
cance, but can be used for epidemiological studies as well as vaccine im-
pact monitoring and prevalence studies. Concordance between the
hrHPV type results varied depending on sample type, device and disease
group. The overall hrHPV concordance between self- and clinician sam-
ples was higher for VSS than FVU (k = 0.74 vs. 0.61), and higher for
Evalyn Brush than Qvintip (k = 0.79 vs. 0.70). k-values were higher
for <CIN2 versus CIN2+ for some less carcinogenic genotypes. Yet, for
HPV16 and 18 the opposite is observed, with higher concordance for
CIN2+ than <CIN2, regardless of sample type. This could be caused by
the significant role these types have in the development of cervical dis-
ease, being responsible for 77 % of cervical cancers [36]. The difference in
pathogenicity between the HPV types has led to its implementation in
screening and triage strategies, with HPV16 positive people with a cer-
vix often directly referred to colposcopy without prior cytological eval-
uation. Considering the lower positive predictive values of HPV39, 51,
56 and 59, it has been suggested these may not be a priority in screening
programs, leading to unnecessary referrals [36]. Within the VALHUDES
study, EUROArray is one of the four tests providing individual genotyp-
ing results, together with Liferiver VenusHPV, Seegene Allplex (manu-
script in prep) and Riatol qPCR (manuscript in prep). The other tests
provide only partial genotyping results. Considering the value of HPV
genotyping in risk stratification, extended or full genotyping is benefi-
cial for triage of HPV-positive individuals with a cervix.

Previous meta-analyses have reported greater accuracy of target-
amplification over signal amplification based methods for the detection
of HPV in self-samples [4,7]. Following this principle, EUROArray results
are acquired through PCR amplification of the target, after which the
fluorescent signal is measured. Similar to the findings of these meta-
analyses, EUROArray HPV testing demonstrated equal accuracy on
both self- and clinician-collected samples. Moreover, EUROArray
hrHPV detection on CCS was in good or very good agreement with
other commercially available hrHPV assays (Aptima, kK = 0.79; Anyplex
Il HPV28, k = 0.84; Hybrid Capture, kK = 0.62; Cobas, k = 0.81;
Amplicor, K = 0.68; and Linear Array k = 0.77) [37-39]. Although the
EUROArray has slightly lower analytical sensitivity than Linear Array,
the clinical accuracy was similar to all previously mentioned assays ex-
cept Aptima for which clinical performance was not determined
[37-39]. Clinical sensitivity and specificity of EUROArray on CCS in
follow-up settings was in accordance with the other tests, measuring
86 % sensitivity for CIN2+ at 71 % specificity for <CIN2 [38]. The current
study demonstrates higher clinical sensitivity (94 %) and lower specific-
ity (46 %). The low specificity in both studies can be explained by the
fact that participants were recruited due to previous cervical abnormal-
ities or HPV infections leading to high HPV positivity rates.

Previous VALHUDES publications describe the limitations of the
study in depth. The major limitation is the referral setting itself, which
has the advantage of faster recruiting sufficient participants with cervi-
cal disease but may influence accuracy measures. While relative accu-
racy is considered a robust metric as all samples are affected similarly,
it has recently been suggested that relative sensitivity is expected to
be optimistic [40]. Yet, these results provide a promising first step in
the clinical acceptance of the EUROArray on self-samples and further re-
search in screening settings is recommended.

In conclusion, this report shows that there are no significant differ-
ences in the clinical performance of the EUROArray HPV assay on FVU
or VSS versus CCS. Although the clinical accuracy of Evalyn Brush sam-
ples is higher than that of Qvintip samples, this difference is not statisti-
cally significant. These results strengthen the existing evidence
regarding the accuracy of different HPV tests in self-collected samples,
supporting the transition to clinical implementation.
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