











8 Open Access

The high sensitivity of HPV positivity for cervical
high-grade lesions among AGC suggests that the switch
to HPV-based screening is safe with regards to catching
AGC-associated cervical cancer precursor lesions. Only
3% of the HSIL lesions detected after AGC would be
missed by not referring HPV-negative AGC, although
this percentage may not reflect HPV-negative lesions in
screening tests as a whole. Some programmes are contem-
plating the use of double testing with both HPV and
cytology at least once per lifetime, and this would enable
detection of this small subset of HSIL that occurs after
HPV-negative AGC along with others without AGC.

Although the sensitivity is not 100%, the greatly
increased PPV for the HPV-positive women with AGC that
are referred implies that only HPV-positive AGC need to
be referred. If more stringent management algorithms are
used for these women, this may increase safety although
fewer women will be referred. This phenomenon has
been demonstrated in our randomised implementation
of HPV triaging of ASCUS/LSIL samples, where the arm
referring only to HPV-positive ASCUS/LSIL found more
high-grade lesions despite referring fewer women.*

Unanswered questions and future research

The HPV negativity of endometrial cancers is in accor-
dance with other studies’* and indicates that with the
ongoing switch to HPV-based screening, there will be
no benefit of early diagnosis of endometrial cancers. It
is not entirely clear if endometrial cancer detected early
through cervical screening ever resulted in a measurable
health benefit.?? Further research to establish whether
this was indeed the case seems warranted.

With the switch to HPV-based cervical screening, there
will no longer be any early detection of endometrial
cancers and further studies to elucidate whether this
should be remedied are warranted.

The new screening modality will detect only HPV-pos-
itive AGC. This will result in a greatly increased PPV
compared with AGC with unknown HPV status, and with
HPV-based screening the management guidelines for
AGC would need to be substantially changed to reflect
this. Recent guidelines in France recommend HPV
triaging of AGC,? a strategy supported by our results.
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