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Abstract:

Background: High-risk (hr) human papillomaviruses (HPV) testing is immensely important in elucidating
molecular epidemiology of HPV infections and has become an essential part of current clinical practice in the
management of the precancerous lesions and cervical cancer risks. Evaluation of HPV testing systems suitable
for large-scale organized cervical screening programs is required. Very little is known about the diagnostic
performance of the Cobas assays in resource-limited settings, particularly in Mozambique. We evaluated the
concordance of the Cobas 4800 and Cobas 5800 assays with the Cobas 6800 assay for detecting high-risk HPV
genotypes in clinician-collected cervical samples.

Methodology: In Mozambique, HPV-based cervical cancer screening is being regionally implemented and is
currently well established in Maputo using the Cobas 4800, Cobas 5800 and Cobas 6800 assays. A random subset
of 124 samples from women older than 18 years attending organized cervical cancer screening and previously
tested for hrHPV-DNA using Cobas 4800 and Cobas 5800, were used for a subsequent analysis on Cobas 6800.
Results: Our results showed a good-to-high overall concordance of the Cobas 4800 and Cobas 5800 tests with
Cobas 6800 test, showing strong Cohen’s kappa values (95%, k=0.89, 95% CI: 0.80-0.98, for Cobas 4800 versus
Cobas 6800; and 100%, k=1.00, 95% CI: 1.00-1.00 for Cobas 5800 versus Cobas 6800). Similar performance
to detect HPV-16, HPV-18, and the 12 other hrHPV genotypes was observed.

Conclusion: The global performance to detect the 14 hrHPV genotypes was not significantly different between
the three Cobas assays, which supports their suitability for use in large centralized laboratories included within
population-based cervical cancer screening programs in resource-limited settings.
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Résumeé:

Contexte: Le test des papillomavirus humains a haut risque (hrHPV) est d'une importance majeure pour élucider
I’épidémiologie moléculaire des infections a HPV. Il est devenu un élément essentiel de la pratique clinique actuelle
pour la prise en charge des lésions précancéreuses et des risques de cancer du col de I'utérus. L'évaluation des
systémes de dépistage du HPV adaptés aux programmes de dépistage cervical organisé a grande échelle est
nécessaire. Trés peu de données existent concernant la performance diagnostique des tests Cobas dans les
contextes a ressources limitées, en particulier au Mozambique. Nous avons évalué la concordance des tests Cobas
4800 et Cobas 5800 avec le test Cobas 6800 pour la détection des génotypes hrHPV dans des échantillons
cervicaux prélevés par des cliniciens.

Méthodologie: Au Mozambique, le dépistage du cancer du col de I'utérus basé sur le HPV est mis en ceuvre a
I'échelle régionale et est actuellement bien établi a Maputo grace aux tests Cobas 4800, Cobas 5800 et Cobas
6800. Un sous-ensemble aléatoire de 124 échantillons de femmes agées de plus de 18 ans, participant a un
programme organisé de dépistage du cancer du col de I'utérus et préalablement testées pour I’ADN hrHPV avec
les tests Cobas 4800 et Cobas 5800, a été réanalysé avec le test Cobas 6800.

Résultats: Nos résultats ont montré une concordance globale bonne a élevée des tests Cobas 4800 et Cobas
5800 avec le test Cobas 6800, avec des valeurs de kappa de Cohen élevées (95%, k= 0,89, IC 95%: 0,80-0,98,
pour Cobas 4800 versus Cobas 6800; et 100%, k=1,00, IC 95%: 1,00-1,00 pour Cobas 5800 versus Cobas
6800). Des performances similaires ont été observées pour la détection du HPV-16, du HPV-18 et des 12 autres
génotypes hrHPV.

Conclusion: Les performances globales pour la détection des 14 génotypes hrHPV n’ont pas montré de
différences significatives entre les trois tests Cobas, ce qui confirme leur pertinence pour une utilisation dans les
laboratoires centralisés de grande envergure intégrés aux programmes de dépistage du cancer du col de l'utérus
dans les contextes a ressources limitées.

Mots-clés: Lésions cervicales; Dépistage HPV; Tests Cobas; Performance; Comparaison interlaboratoires

Introduction:

Human papillomavirus (HPV) is one of key feature of hrHPV-based tests for cervical
the most common sexually transmitted viruses cancer screening is their high sensitivity and
worldwide and accounts for approximately accuracy for screening women at risk for cer-
7.7% of all cancers in developing countries, vical lesions, as well as for detecting high-gra-
predominantly cervical cancer, resulting in de cervical intraepithelial neoplasia (CIN2+)
over 75,000 new cases and 50,000 deaths and cervical cancer (CC), particularly in women
annually in sub-Saharan Africa (1,2). Infection above 30 years of age (16-18).
with oncogenic types of HPV is the causative In Mozambique, the National Cancer
factor of nearly all (>99%) cases of cervical Control Program, Ministry of Health has recen-
cancer (1,3). Fifteen genotypes (including HPV tly introduced (in Maputo) the pilot implemen-
16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, tation of hrHPV testing in primary cervical sc-
68, 73 and 82) are classified as oncogenic ty- reening to comply with the WHO guidelines.
pes of HPV, well known as high-risk HPV Although there have been many pilot projects
(hrHPV), and three genotypes (HPV 26, 53 and and studies using several HPV tests (12,13,
66) are considered probably carcinogenic (4, 19), the assay actually in use within the gover-
5). nment healthcare system is the recently deve-

Mozambique is among the countries loped Cobas 5800/6800/8800 HPV DNA for
with the highest burden of HPV infection, HIV use on the Cobas 5800/6800/8800 systems
and cervical cancer. Each year, over 5,300 (20). The Cobas 4800 HPV DNA test which has
new cases of cervical cancer and more than been successfully deployed for primary HPV-
3,800 deaths are registered (6), dispropor- based screening (21,22), was introduced for
tionally affecting women living with HIV/AIDS hrHPV screening in a cervical screening ser-
(7,8). HPV infection is common among Moza- vice at the DREAM program, Sant’Egidio (12).
mbican women, with data indicating conside- This test is for use on the Cobas 4800 system;
rable prevalence rates of hrHPV (HPV 16, 18, an automated system that has been a refe-
31, 33, 35, 45, 51, 52, and 58), varying from rence standard for HPV screening programs
26.3% to 75.9%, according to studies (9-13). due to its high sensitivity, reliability and ability

After the WHO Global strategy for the to predict CIN2+ or worse (23-25).
elimination of cervical cancer was launched Current guidelines recommend that, in
(14), hrHPV-based tests have been increasing- order to enable testing in large centralized
ly adopted, as primary or co-test for cervical laboratories and ensure diagnostic accuracy,
cancer screening, and for monitoring of the clinically validated HPV assays should be used
effectiveness of HPV vaccination (15,16). The (14,17). The aim of this study was to evaluate
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the performance concordance of Cobas 4800
and Cobas 5800 tests with Cobas 6800 test for
the detection and genotyping of hrHPV, using
an interlaboratory comparative approach. Yet,
there is no information on the performance
concordance of these tests, nor on their clinical
validation in the Mozambican context.

Materials and method:

Study design, population and ethical conside-
rations:

This is a cross-sectional retrospective
study, under the scope of activities of labo-
ratory quality management in 2023 and 2024,
of two molecular laboratories (DREAM Sant’
Egidio laboratory and laboratory of Mavalane
General Hospital), in Maputo, Mozambique.
The DREAM Laboratory is accredited by the
Portuguese Institute for Accreditation (IPAC)
in accordance with ISO 15189 standards.

This study used samples from volun-
teer women aged >18 years, recruited at the
DREAM Health Center in Zimpeto between July
2021 and May 2023 as part of a larger hrHPV
screening study (HPV-ISI). The parent study
evaluated the feasibility of hrHPV testing as a
primary screening method, compared with the
visual inspection with acetic acid (VIA) appro-
ach (12), and was conducted within the con-
text of a routine cervical cancer screening pro-
gram.

The HPV-ISI study was approved by
the Mozambican national ethical committee
(ref. 688/CNBS/20; amendment n°176/CNBS/
22). Furthermore, due to the need to use the
collected data for academic purposes, addi-
tional approval was obtained from the Insti-
tutional Review Board of the Eduardo Mond-
lane University—Faculty of Medicine and Maputo
Central Hospital, Mozambique (ref. CIBSFM &
HCM/01/2024). Informed written consents were
obtained from all the participants, and all the
samples and data were anonymized.

Samples and HPV testing:

A random subset of 124 samples was
selected from a larger cohort of 1,323 pre-
viously tested for hrHPV-DNA at the DREAM
Sant’Egidio laboratory using the Cobas 4800
system (Roche Diagnostics), from 2021-2023
(12) and Cobas 5800 in 2023. Only samples
with valid hrHPV-DNA test results on both
Cobas 4800 and Cobas 5800 were selected
and included in the subset for the interlabo-
ratory evaluation by subsequent analysis on
Cobas 6800. Limited laboratory test resources
were the primary reason for the choice of the
sample size. Samples without age data and
those from participants aged under 18 years
were excluded.

The samples were collected by a train-
ed health professional using cervical brush into
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a 20 mL liquid-based cytology media (Roche
Cell Collection Medium), then followed by hr-
HPV DNA test using Cobas 4800/5800 assays.
After testing, samples were stored at -20°C,
until sent to the laboratory of Mavalane Gen-
eral Hospital, for a second/interlaboratory tes-
ting, using the Cobas 6800 HPV assay (Roche
Diagnostics/Molecular Systems).

The Cobas 4800/5800/6800 tests are
a real-time PCR based assays targeting hrHPV
L1 gene and human B-globin gene as an inter-
nal control. All three tests allow the detection
of 14 hrHPV types, genotyping HPV16 and
HPV18 and reporting other 12 hrHPVs (includ-
ing HPV types 31, 33, 35, 39, 45, 51, 52, 56,
58, 59, 66, and 68) as a “pooled” result in the
same channel. The testing was carried out
according to the manufacturer’s instructions
(20,26). If internal control was not amplified,
samples were referred as invalid.

Statistical analysis:

Statistical analysis was performed us-
ing SPSS 30 software (IBM Corp., Armonk,
New York, USA) and GraphPad QuickCalcs
(https://www.graphpad.com/quickcalcs/).
Quantitative variables were presented as med-
ian with interquartile range (IQR), and catego-
rical variables were summarized with the num-
ber and percentage of participants in each cat-
egory. A 2-tailed p value of <0.05 was consid-
ered significant.

McNemar'’s test and Cohen’s kappa (k)
statistics were calculated to, respectively, ass-
ess differences in the proportion of positive
samples and the level of agreement between
the Cobas tests for detecting the 14 hrHPV
types. The strength of agreement was classi-
fied according to the criteria described by
Landis & Koch (27). Simple agreement was
calculated by adding the agreement of the
positive and negative results for both techni-
ques; complete and partial discordant results
were evaluated.

Results:

Of the 124 samples selected and inc-
luded in the subset for the interlaboratory eva-
luation using Cobas 6800 system at the labo-
ratory of Mavalane General Hospital, 94 sam-
ples (47 hrHPV-positive and 47 hrHPV-nega-
tive) had been previously tested with the
Cobas 4800, while 30 samples (15 hrHPV-posi-
tive and 15 hrHPV-negative) had been tested
with the Cobas 5800.

The median (IQR) age of the sampled
participants was 42 (35-48) years, of whom
the majority (61.3%) belonged to women
aged 30-45 years, followed by 31.5% for >45
years, and 4.8% for 18-30 years. Information
on age were missing for 3 (2.4%) participants.
The median interval between sample collection
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and testing was 5 days (IQR: 2-6 days) for
Cobas 4800 and 10 days (IQR: 8-12 days) for
Cobas 5800 at the DREAM Sant’Egidio labora-
tory, whereas for the testing with Cobas 6800
at the Mavalane General Hospital laboratory, it
took 76 days (IQR: 59-202 days) for samples
tested with Cobas 4800, and 17.5 days (IQR:
16-19 days) for those tested with Cobas 5800.

All 124 samples were tested with the
three Cobas HPV DNA tests (4800, 5800 and
6800), and none of the samples failed for hr-
HPV testing. Among the 94 samples tested
with Cobas 4800 versus Cobas 6800, the pre-
valence of HPV16 alone, HPV18 alone, HPV16
with ‘Other hrHPV’, HPV18 with ‘Other hrHPV’,
and ‘Other hrHPV' types was not significantly
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different between the 2 tests: 11% versus
12% (p=0.82), 9.6% versus 8.5% (p=0.80),
8.5% versus 8.5% (p=1.00), 9.6% versus
10.6% (p=0.81), and 10.6% versus 10.6%
(p=1.00), respectively.

A similar observation was found for
the 30 samples tested with Cobas 5800 versus
Cobas 6800, with prevalence of HPV16 with
‘Other hrHPV’, HPV18 with ‘Other hrHPV’, and
‘Other hrHPV’, accounting for 10%, 6.7%, and
50.0%, respectively, in both tests. HPV16 alo-
ne and HPV18 alone were not detected (Table
1). Fig 1 presents the overall distribution of
hrHPV by age group, showing a considerable
positivity rate among women aged 30-45 years.

Table 1: Prevalence of human papillomavirus (HPV) types 16 and 18 and other 12 high-risk HPV types found
between Cobas 4800 and Cobas 6800 tests, and between Cobas 5800 and Cobas 6800 tests

Cobas 4800 vs Cobas 6800

Cobas 5800 vs Cobas 6800

(n=94) (n=30)
hrHPV Type
c4800 c6800 a c5800 c6800 b
n (%) n (%) p value n (%) n (%) p value
All hrHPV
Negative 47 (50.0) 46 (48.9) 0.88 15 (50.0) 15 (50.0) 1.00
Positive 47 (50.0) 48 (51.1) 15 (50.0) 15 (50.0)
HPV16 alone
Negative 83 (88.3) 82 (87.2) 0.82 30 (100) 30 (100) -
Positive 11 (11.7) 12 (12.8) 0 (0) 0 (0)
HPV18 alone
Negative 85 (90.4) 86 (91.5) 0.80 30 (100) 30 (100) -
Positive 9 (9.6) 8 (8.5) 0 (0) 0(0)
HPV16 + other hrHPV®
Negative 86 (91.5) 86 (91.5) 1.00 27 (90.0) 27 (90.0) 1.00
Positive 8 (8.5) 8 (8.5) 3 (10.0) 3 (10.0)
HPV18 + other hrHPV¢
Negative 85 (90.4) 84 (89.4) 0.81 28 (93.3)  28(93.3) 1.00
Positive 9 (9.6) 10 (10.6) 2 (6.7) 2 (6.7)
Other hrHPV types*©
Negative 84 (89.4) 84 (89.4) 1.00 15 (50.0) 15 (50.0) 1.00
Positive 10 (10.6) 10 (10.6) 15 (50.0) 15 (50.0)

HPV: human papillomavirus; hrHPV: high-risk human papillomavirus; (-): not Applicable

aCalculated by Chi-square test but using Fisher exact test (given the relatively small total sample size:

observed for all comparisons

bCalculated by Fisher exact test (given the relatively small total sample size: n=30 per group)

€12 HPV types: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68, “pooled” in the same channel
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n=94 per group) a p value of 1.00 was
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Other (s) 12 HPV types include 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68, “pooled” in the same channel; HPV= human papillomavirus;
hrHPV = high-risk human papillomavirus; nd = not determined/available

Fig 1: Overall distribution of hrHPV positivity by age interval

Further statistical analyses for method
comparison were also performed on all sam-
ples; separately for Cobas 4800 versus Cobas
6800, and Cobas 5800 versus Cobas 6800,
with an overall concordance of detecting any
hrHPV of 94.68% (agreement on 89/94 sam-
ples, Kappa=0.89; 95% confidence interval:
0.80-0.98), and 100.0% (agreement on all 30
samples, Kappa=1.00), respectively. The con-
cordance of the results between Cobas 4800
versus Cobas 6800 for detection of HPV16
alone, HPV18 alone, HPV16 with ‘Other hr-
HPV’, HPV18 with ‘Other hrHPV’, and ‘Other
hrHPV’ types was 98.9%, 98.9%, 100%,
98.9%, and 95.7%, respectively (Table 2).

Five samples were discordant; (i) 1 for
HPV16 positivity and 2 for ‘Other hrHPV’ posi-
tivity were missed by Cobas 4800 and detec-
ted by Cobas 6800; and (ii) 2 for ‘Other hrHPV’
positivity, detected by Cobas 4800, were mis-
sed by Cobas 6800. Additionally, one sample
was partially discordant; Cobas 4800 detected
only HPV18 while Cobas 6800 detected HPV18
with ‘Other hrHPV’ (Table 3). The ‘Other hr-
HPV’ was the most common type missed by
the 2 methods (5/6 cases). In contrast, for
Cobas 5800 versus Cobas 6800, all results
were 100.0% concordant (absence of discord-
ance); same agreement index were observed
for genotyping HPV16+ ‘Other hrHPV’ and HPV
18+ ‘Other hrHPV’ (Table 2).

The agreement (Cohen kappa) bet-
ween Cobas 4800 versus Cobas 6800 for det-
ection of HPV16 alone, HPV18 alone, HPV16
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with ‘Other hrHPV’, HPV18 with ‘Other hrHPV’,
and ‘Other hrHPV' types was 0.95 (CI: 0.85-
1.00), 0.94 (CI: 0.81-1.00), 1.00 (CI: 1.00-
1.00), 0.94 (CI: 0.83-1.00) and 0.78 (CI:
0.57-0.99), respectively. The performance to
positively detect HPV-16 (alone/with ‘Other
hrHPV’), HPV-18 (alone/with ‘Other hrHPV’),
and ‘Other hrHPV’ were not significantly diffe-
rent between the 2 tests (McNemar test,
p>0.05) (Table 2). In total, the global perfor-
mance to detect any of the 14 hrHPV types
was not significantly different (McNemar test,
p=1.00).

Discussion:

This study aimed to evaluate, within
an interlaboratory quality assessment process,
the concordance of Cobas 4800 and Cobas
5800 tests with Cobas 6800 test in detecting
and genotyping high-risk human papilloma-
virus (hrHPV) in 124 cervical samples (94 for
Cobas 4800 versus Cobas 6800; and 30 for
Cobas 5800 versus Cobas 6800), from women
aged 18 years or older, screened for hrHPV in
a cervical cancer screening service. To the
best of our knowledge, this is the first study
evaluating the diagnostic performance of the
Cobas tests within the recently introduced
pilot implementation of hrHPV testing in prim-
ary cervical screening in Maputo, Mozambique.

The results demonstrate a high level
of agreement between Cobas 4800 and Cobas
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Table 2: Agreement and performance between Cobas 4800 and Cobas 6800 tests, and between Cobas 5800 and Cobas 6800
tests in detecting Human Papillomavirus (HPV) types 16 and 18 and other 12 high-risk types

McNemar
Cohen Kappa Test
hrHPV Type Number (%) (950/0"21) Test
Cobas 4800 vs Cobas 6800
(n=94)
All hrHPV
Concordant 89 (94.7)
. 0.89 (0.80-0.984) 1.00
Discordant 5(5.3)
HPV16 alone, n (%)
Concordant 93 (98.9)
Discordant 1 (1.1) 0.95 (0.85-1.00) 1.00
HPV18 alone, n (%)
Concordant 93 (98.9)
Discordant 1(1.1) 0.94 (0.81-1.00) 1.00
HPV16 + other hrHPV?, n (%)
Concordant 94 (100)
Discordant 0(0) 1.00 (1.00-1.00) -
HPV18 + other hrHPV?, n (%)
Concordant 93 (98.9)
. 0.94 (0.83-1.00) 1.00
Discordant 1(1.1)
Other hrHPV types?, n (%)
Concordant 90 (95.7)
. 0.78 (0.57-0.99) 1.00
Discordant 4 (4.3)
Cobas 5800 vs Cobas 6800
(n=30)
All hrHPV®
Concordant 30 (100)
. 1.00 (1.00-1.00) -
Discordant 0 (0)

Cohen Kappa test and McNemar test were performed to compare the agreement and the performance of the 2 methods to detect HPV-16,
HPV-18, the other hrHPV types, and the 12 hrHPV types “pooled” in the same channel.

HPV: human papillomavirus; hrHPV: high-risk human papillomavirus; CI: Confidence interval; (-): not Applicable

a12 HPV types: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68, “pooled” in the same channel.

bIncluding for genotypes detection; All results between Cobas 5800 and Cobas 6800 tests were 100% concordant (absence of discordance)
—: same values of Cohen Kappa index and McNemar test were observed for hrHPV genotyping (HPV16 + other hrHPV and HPV18 + other

hrHPV)

Table 3: Discordant and partial discordant results in the comparison of results between Cobas 4800 and Cobas 6800 tests*

Any hrHPV hrHPV types
Sample 1D cIasIZ?fsi:;ttion
Cobas 4800 Cobas 6800 Cobas 4800 Cobas 6800

11012 Negative Positive - HPV16 Discordant
10891 Negative Positive - Other hrHPV? Discordant
1883 Negative Positive - Other hrHPV? Discordant
9839 Positive Negative Other hrHPV? - Discordant
9911 Positive Negative Other hrHPV? - Discordant
3193 Positive Positive HPV18 HPV18+Others? partial discordant

HPV: human papillomavirus; hrHPV: high-risk human papillomavirus.
212 HPV types 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68, “pooled” in the same channel.
(*): All results between Cobas 5800 and Cobas 6800 tests were 100% concordant (absence of discordance)

5800 tests with the Cobas 6800 test across
both laboratories, showing an overall concord-
ance (95%, for Cobas 4800 versus Cobas
6800; and 100%, for Cobas 5800 versus Co-
bas 6800), which indicates an almost perfect
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agreement (27,28). These findings support
the interchangeability of the three platforms in
clinical and epidemiological hrHPV screening
and surveillance programs. It is widely accep-
ted that, to ensure a robust and highly reliable
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test performance in clinical settings, the candi-
date assay must demonstrate inter-laboratory
agreement with a lower confidence limit of no
less than 87% (17).

The distribution of hrHPV types, inclu-
ding HPV 16, HPV 18, and Other hrHPV types,
was largely comparable between both methods,
with no statistically significant differences obs-
erved in their detection frequencies. Notably,
the detection concordance for HPV16 and HPV-
18, the two most oncogenic HPV genotypes,
reached 98.9%, underscoring both platforms
reliability in identifying these high-risk types.
The complete agreement observed in cases
with co-infection of HPV16 and Other hrHPV
further reinforces the robustness of both as-
says in multi-type detection scenarios.

The discrepancies between the assays
were minimal. Only five samples showed dis-
cordant results, with the Cobas 6800 slightly
outperforming the Cobas 4800 by detecting
three additional positive cases (one HPV16 and
two Other hrHPV). Two samples were detected
exclusively by the Cobas 4800, and one sam-
ple was partially discordant with differing co-
infection profiles. The marginally higher detec-
tion of Other hrHPV by the Cobas 6800 could
be attributed to its technological enhancem-
ents over the 4800 system, including analy-
tical sensitivity and automation design, which
allows for improved nucleic acid extraction and
amplification (17,20,29). However, the diffe-
rence was not statistically significant, and the
kappa agreement for Other hrHPV was slightly
lower compared to other genotype categories,
suggesting a modest variation in detecting non-
HPV16/18 genotypes, which are often present
at lower viral loads (30). Similar discrepancies
were also reported in other studies (23,24).

The age distribution of hrHPV positiv-
ty aligns with epidemiological patterns, where
the highest burden of hrHPV was observed
among women aged 30-45 years. This rein-
forces the importance of targeting this age
group for primary HPV screening, especially in
low- and middle-income settings where cervi-
cal cancer remains a leading cause of mortality
among women (31,32).

One important procedural difference
between the two laboratories involved in this
study was the storage time between sample
collection and testing. Samples processed at
the Mavalane General Hospital laboratory had
a significantly longer storage interval (median
of 76 days for samples previously tested with
Cobas 4800, and 17.5 days for those tested
with Cobas 5800) compared to those at the
DREAM Sant’Egidio (median of 5 days for Co-
bas 4800 and 10 days for Cobas 5800). Des-
pite this, there was no impact on assay per-
formance, underscoring the stability of cervi-
cal specimens in liquid-based cytology collec-
tion media under appropriate storage condi-
tions, as previously reported (33-35).
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Our findings support previous studies
that have shown strong agreement between
Cobas platforms (20,23,24,36), emphasizing
their validity in clinical practice. Importantly,
while the Cobas 4800 system is a medium
throughput (384 samples/day), the Cobas
5800 and Cobas 6800 offers improved work-
flow efficiency, higher throughput (528 and
>1500 samples/day, respectively), and redu-
ced hands-on time, making it particularly sui-
table for large-scale screening programs and
molecular testing for other viruses (20,26).
Similar conclusions were also reached by stu-
dies that clinically evaluated the performance
according to the Meijer criteria, and observed
high agreement (>98%) for the two assays,
and that clinical sensitivity and specificity met
the non-inferiority criteria defined to consider
an HPV assay as suitable for large-scale lab-
oratory use (23,24,36).

This study has some limitations. The
relatively small sample size, due to limited lab-
oratory test resources, archival sample-based
testing and the single-country setting may
limit generalizability. Additionally, sequencing
confirmation of discordant samples was not
performed, which could have helped clarify the
true-positive status. Nonetheless, the high
concordance metrics and low number of discr-
epancies suggest these limitations did not sig-
nificantly impact the conclusions.

Conclusion:

Based on the results of this study, all
three Cobas platforms - 4800, 5800, and 6800
- demonstrated high concordance in detecting
and genotyping high-risk HPV in cervical sam-
ples. These findings support the suitability of
each platform for use in routine hrHPV scr-
eening programs and underscore the Cobas
6800 as a reliable, high-throughput option
particularly well-suited for scaling up cervical
cancer prevention efforts.
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