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Abstract

We analysed the outcomes from the baseline and the subsequent screening
rounds in all 6 European randomized controlled trials (RCT) comparing
Human Papillomavirus (HPV) DNA testing with cytology: two RCTs from
Italy and one from the UK, Sweden, the Netherlands and Finland.

The relative baseline detection rate of high-grade cervical intraepithelial
neoplasia (=CIN3) varied between 0.97 and 2.95 compared to cy’[ologz_'/,"4
and this variation was not due to inadequate follow-up in some RCTs.” At
the subsequent round, it was significantly lower in the HPV arm than in the
cytology arm in 3 out of 5 RCTs with reported data. Based on small
numbers, fewer cancers were detected at subsequent screening in the HPV
arm in the Dutch and the Italian RCTs.*®

In most RCTs, HPV screening at least doubled the number of false-positive
tests, i.e. positive HPV tests without underlying CIN." Cytology triage could
reduce excessive referral for colposcopy but not extra repeated testing.’
Combined =CIN2 detection (baseline+subsequent rounds) was similar in
both arms of the Swedish, Dutch and the UK RCTs, whereas it was doubled
compared with cytology in the two Italian RCTs.

In conclusion, the data on HPV screening support extended intervals, but
false-positive tests should be reduced.

Take home message(s)

Relative =CIN3 detection rates varied by RCT, but in general they were
higher with HPV DNA than with cytology screening.

The HPV DNA screening data support extended screening intervals.

HPV DNA screening substantially increases the number of false-positive
tests and it might also increase over-diagnosis of 2CIN2.

Cytology triage may reduce the extra colposcopy burden but not the extra
burden of repeated testing.

The key public health challenge is to find an optimal procedure to reduce
the number of false-positive HPV DNA tests.
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