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Best triage for ASCUS?
TO THE EDITOR:

n “Atypical squamous cells: The case for
HPV testing” (March 2004), Dr. J. Thomas
Cox describes the fairly infrequent finding of
cervical intraepithelial neoplasia (CIN) grade 2
or 3 (high-grade dysplasia that all experts agree
are targets for detection and treatment) in
women with ASCUS who test negative for
high- and moderate-risk subtypes of human
papillomavirus (HPV) via Hybrid Capture 1 or
2 (approximately 1% or less). As an indicator of
risk (positive predictive value), a positive HPV
test in the Cox, Manos, and Solomon series—
all cited in the article—had at worst a 15% risk
and at best an 18% risk of CIN grade 2 or
greater. About 50% of those who test positive
are completely disease-free.
Testing positive requires repeat visits and
HPV testing in 6 months and/or 1 year. This
may be more costly than a single colposcopic
visit, which allows for visualization and biopsy. When it comes to patient safety, the key
question is: What are we missing in the HPVnegative cohort?
Our recent study emphasized several issues
that may bias the measured performance of
HPV testing1:
1. HPV testing is not advised for ASCUS favoring premalignant changes—the category now
known as ASC-H—since it may upwardly bias
the HPV test as a predictor of risk, as most
patients in this category are positive for highrisk HPV. In our series, 100% of 32 cases of
ASCUS favoring premalignant changes tested
positive via Hybrid Capture 2 (HC2).
2. If the group designated as ASCUS favoring
premalignant changes is removed, the HC2 test
has diminished sensitivity (75%, significantly
lower than in the Manos and Solomon trials),
and lower positive predictive value (16.6%, sim-
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ilar to the other series reported by Dr. Cox).
The risk of CIN 2 or higher in a patient with
undefined ASCUS or ASCUS favoring a reactive process who tested negative with HC2 was
at least 4 times higher (4.3%) than in the series
reported in the article.
Among the 6 patients who tested HPVnegative via HC2, tissue-based polymerase
chain reaction analysis of their CIN 2 or 3 biopsy specimens showed evidence of high-risk
subtypes of HPV in tissue. Perhaps the same
mechanism that causes a lack of correlation
between cytology when compared with underlying histology (eg, ASC Pap smear but highgrade dysplasia)—possibly altered cell exfoliation—is responsible for the lack of correlation
between HC2-positive and HC2-negative
cytology and histologic CIN 2 or 3. We have
continued to study this phenomenon as well.
N E A L M . L O N K Y, M D , M P H
ANAHEIM, CALIF
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DR. COX REPLIES: I disagree with Dr. Lonky’s
assumptions regarding the relative advantages of immediate colposcopy.
The unusually poor performance of HC2
in his study was restricted to CIN 2. Sensitivity
for the more important and certain diagnosis of
CIN 3 was 93.3% (14/15), consistent with the
world literature.1 The poor sensitivity that Dr.
Lonky reports for the 6 cases of CIN 2 is not
consistent with the multicenter findings in the
ALTS trial, which had almost 20 times as many
cases.2 The 4.3% risk of CIN 2 or 3 reported by
Lonky et al may be elevated by unusually poor
assay performance, small numbers of the
important (and well detected) CIN 3 histologic endpoint, and/or excessive emphasis on a few
cases of less important, missed, or misclassified
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CIN 2.3 I propose that we de-emphasize CIN
2 for estimation of cancer risk. The risk of CIN
3 in oncogenic HPV-negative women with
ASCUS in ALTS was less than 2%.
Dr. Lonky argues that even this small risk
underscores the advisability of immediate colposcopy in all women with ASCUS, but is colposcopy really the best assurance against risk?
As an active practitioner and teacher of colposcopy, I noted with some concern in ALTS
that the strategy of sending all women with
ASCUS immediately to colposcopy yielded
only 53.6% sensitivity for cumulative cases of
CIN 3 diagnosed over 2 years in that arm of
the randomized trial.2 The HPV triage strategy referred only slightly more than half the
women to immediate colposcopy and detected
72.3% of all the cumulative cases of CIN 3 in
that randomized arm. In other words, immediately referring all women with ASCUS to
colposcopy, even though it included at that
time those now called ASC-H, may not be the
safest strategy, as proposed by Dr. Lonky.
The reasons for higher colposcopic sensitivity in the HPV triage arm are debatable, but
several studies show that, when the colposcopist is aware of the Pap test interpretation,
the sensitivity of colposcopy increases, particularly when a higher degree of abnormality is
present. HPV-positive ASC-US is of greater
concern than generic ASCUS and therefore
may have generated more vigilant evaluation.
I do not recommend HPV testing for the
triage of ASC-H. ■

Look for the September 2004 OBG MANAGEMENT
CME symposium supplement
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Prevention of Osteoporosis
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Perspectives on osteoporosis prevention:
How far have we come?
By Robert Lindsay, MB, ChB, PhD
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◗

Consequences of low estrogen
levels in postmenopausal women:
A focus on skeletal health
By James A. Simon, MD, FACOG
Clinical Professor of Obstetrics and Gynecology
George Washington University School of Medicine

◗

Unopposed ultra-low-dose estradiol:
A new approach to
osteoporosis prevention
By Bruce Ettinger, MD
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Correction: The letter entitled “What about repair
of recurrent rectocele?” from the April 2004 issue was
written by Thomas Connolly, DO, of Wausau, Wis.
We apologize for the error.
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