to address each case as an “n of one experiment” re-

quiring regular and rigorous assessment for beneficial
and adverse effects.

Robert D. Gillette, MD

Poland, Ohio
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The Dynamically Evolving Field

of Cervical Cancer Screening

Cervical cancer screening is a dynamic and changing
field. At the 9th World Congress of Cervical Pathol-
ogy and Colposcopy held in May in Sydney, Australia,
five relatively new methods were presented as potential
ancillary tools for cervical cancer screening. These in-
cluded human papillomavirus (HPV) testing, cervicog-
raphy, speculoscopy, polar probe, and immunofluores-
cence. In addition to ancillary tools, there was a
prototype of a video colposcope with superior illumi-
nation. Cytology screening is also undergoing a tech-
nical revolution with automated systems for process-
ing, quality assurance, and preliminary screening. As
technology becomes more accessible and understood,
and as research tools are modified, the nature of cancer
screening in general changes.

Unfortunately, Holman chose to use an outdated
technology for HPV typing in his study.! The Virapap
and Viratype tests were the first commercially available
prototype for HPV testing, testing for a limited num-
ber of mucosotropic HPV types. As with any tech-
nology, initially there are difficulties translating the
collection and detection devices to widespread clinical
practice. These difficulties have been documented pre-
viously for this first-generation HPV test.2-10

The second-generation HPV detection kit ap-
proved by the Federal Drug Administration, Hybrid
Capture, has been available since March of 1995. This
test!1-14 shows marked improvement compared with
the first-generation test. The low-risk groups de-
tectable include types 6, 11, 42, 43 and 44. The inter-
mediate- and high-risk groups are combined together
to detect types 16, 18, 31, 33, 35, 39,45, 51, 52, 56 and
58. In addition, the Hybrid Capture method has a
chemiluminescent reaction that quantifies the amount
of HPV DNA present.

The third-generation HPV detection kit is not yet

commercially available, as it is still undergoing testing.
It promises to improve the detection and quantifica-
tion of HPV DNA oncogenic types.
Whether HPV testing is used as a triage tool!! or as
a primary screening tool,! the utility of HPV testing
has yet to be proved in a general clinic for all age
ranges. The ALTS trial sponsored by the National
Cancer Institute will attempt to answer this question
in the United States. Women entering this trial will
be randomized to immediate colposcopy, repeat cytol-
ogy, or HPV testing after an initial ASCUS or LSIL
Papanicolaou smear. Two similar trials are currently
being conducted in Canada. The form of the final
technology for HPV testing is still evolving, as are the
methods for taking Papanicolaou smears, cytologic
processing, and reading. Current research must evalu-
ate the most evolved technologies for improved clinical
performance.
Diane M. Harper, MD, MPH
~ University of Missouri-Kansas City
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The above letter was referred to the author of the arti-
cle in question, who offers the following reply.

1o the Editor: Dr. Harper makes some excellent points
in her letter. The field of cervical cancer diagnosis and
treatment is rapidly changing with new modalities be-
ing developed and introduced very quickly. Family
physicians who perform colposcopy need to figure out
a way to stay current with the overwhelming amount
of recent literature in this field.

While the Virapap and Viratype test might now be
considered outdated technology, it was the only test
commercially available when the data were collected
and hence constituted the most evolved technology at
that time. Dr. Harper cites a number of references
which she states document the difficulties with the Vi-
rapap and Viratype.!-6 While human papillomavirus
(HPV) testing is a part of the study methods of each of
these reports, not all show “difficulties” with the test
kit. In fact, Lorincz et al reports a sensitivity of 92 per-
cent and a specificity of 89 percent (compared with
cervical cytology).! The Lorincz et al paper and the ar-
ticle by Moscicki et al also compared HPV testing with
cytology.!# Cervical cytology cannot be considered a
reference standard for diagnosis of HPV with its high
false-negative rate. The Weintraub et al’ study com-
pared the Virapap/Viratype kit to polymerase chain re-
action. Polymerase chain reaction might be a very sen-
sitive method of HPV detection, but it is not the
reference standard for clinicians.

A key point when evaluating a new diagnostic test is
that one must compare it with the reference standard
that is currently in use. Reported sensitivities and
specificities for the Virapap/Viratype by Digene Diag-
nostics were 94.5 and 95.5 percent, respectively.’
These results were obtained when comparing the dot
blot DNA hybridization of the Virapap/Viratype kit
with the laboratory reference standard of Southern

blot DNA hybridization. In clinical practice, the refer-
ence standard for HPV diagnosis is a colposcopy and
directed cervical biopsies with histologic evaluation.
Only the Reid et al study? used this method as their
reference standard. | ‘
Dr. Harper cites four articles that show the Hybrid
Capture method has “a marked improvement com-
pared with the first-generation test.” If by “marked im-
provement” she means an improved sensitivity, she is
absolutely correct. The study by Sun et al8 showed a
calculated sensitivity of 79 percent compared with col-
poscopy and cervical histology. The article by Cox et
al® demonstrates a sensitivity of 86 percent compared
with colposcopy and cervical histology. Both of these
studies show a decrease in specificity (58 percent and
71 percent, respectively), but for cervical cancer
screening, a test with a higher sensitivity is preferred.
New diagnostic tests are being introduced regularly.
When reading articles that evaluate their performance,
be sure that the reference standard is easily recognized
and that it is clinically applicable. I agree with Dr.
Harper that the most technologically evolved test
should be used when conducting research and that the
role of HPV testing in cervical cancer screening re-
mains to be elucidated. All family physicians who care
for women should be aware of the evolving nature of
cervical cancer screening and the need to stay clinically
current.
John P. Holman, MD
Bremerton, Wash
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