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Low-grade cytological abnormalities of
the cervix can be challenging to
manage; while most will clear without
intervention, between 10% and 20%
could harbour high-grade lesions.
Furthermore, low-grade abnormalities
represent the largest category of abnor-
mal results. In Scotland, of the 409 000
cervical screening tests that were per-
formed in 2011–2012, 90.9% had a
negative result, 1.3% had high-grade
cellular changes and 7.8% had low-
grade cellular changes.1

The high sensitivity and negative pre-
dictive value of human papillomavirus
(HPV) DNA testing has been exploited
for the risk-stratification of low-grade
abnormalities (often referred to as
‘triage’) with practice of this approach
varying between and sometimes within
countries. In the USA, HPV triage of
atypical squamous cells of undeter-
mined significance (ASCUS) is recom-
mended by the American Society for
Colposcopy and Cervical Pathology and
has been practised for several years,
whereas in the UK it was rolled out
only last year in England with no
definitive plans for introduction in
Wales and Scotland.

This article by Arbyn and colleagues
represents a comprehensive review of
the global evidence related to HPV
triage of low-grade abnormalities using
the most established HPV DNA assay,
the Hybrid Capture 2™ (HC2) test
(Qiagen). Accuracy of HPV triage was
assessed for ASCUS and low-grade
squamous intraepithelial lesions (LSIL)
separately and also directly compared
to repeat cytology for the detection of
cervical intraepithelial neoplasia (CIN)
disease at two thresholds: CIN2+ and

CIN3+. The review provides an update
of the previous meta-analyses on the
subject obviously via the interrogation
of additional literature but also through
the imposition of multilevel models,
adapted by the Diagnostic Test
Accuracy Working Group of the
Cochrane Collaboration. Of the nearly
3000 studies that were initially assessed,
39 separate studies (incorporating
13 196 women) and 24 separate studies
(incorporating 9983 women) were
assessed to determine the accuracy of
HPV triage in women with ASCUS and
LSIL, respectively. The sensitivity of
HPV testing was significantly higher
than repeat cytology (at a cut-off of
ASCUS+) to detect CIN2+ in the
triage of ASCUS and LSIL.
Furthermore, the specificity of HPV
testing for detection of CIN2+ in
ASCUS was equivalent to that of repeat
cytology, although it was significantly
lower in LSIL when compared to
repeat cytology. In addition to the
above key clinical performance mea-
sures, the authors also assessed (where
possible) the influence of additional
variables and study characteristics on
performance including sampling device
transport medium, the continent where
the study was undertaken and age.
Notable findings were that HC2 was
less sensitive when a sample was col-
lected with a brush rather than a
broom and less specific when the trans-
port medium was PreservCyt®

(Hologic) rather than specimen trans-
port medium. With respect to between-
continent differences, for ASCUS triage
(to detect CIN2+) repeat cytology was
less sensitive but more specific in
European rather than American studies.
HPV triage of LSIL was also more spe-
cific in European compared to
American studies. Age-specific informa-
tion was absent from the majority of
studies and the relative accuracy of
HPV triage for ASCUS could not be
assessed due to insufficient data.
However, for LSIL the sensitivity of
HPV triage was unaffected by age,
although the specificity (for the exclu-
sion of CIN2+) increased significantly
with increasing age and was 18.0% in
women younger than 30 years of age

compared to 43.7% in women aged
50 years or older.

Although the review is lengthy and
spans over 200 pages, much of these
comprise detailed data tables and cita-
tions – the core of the review is both
concise and clear and the conclusions
are objective and avoid overstatement.
In terms of novelty, this work effect-
ively confirms previous observations in
relation to ASCUS but presents new
insights into LSIL with respect to the
higher sensitivity of HPV triage com-
pared to repeat cytology (in previous
analyses the sensitivity of these
approaches were equivalent). The other
most noteworthy, albeit confirmatory,
finding is the poor specificity of HPV
testing for LSIL, which would appear
particularly low in younger women.
Given that several programmes (includ-
ing England) have taken the pragmatic
route and incorporated HPV triage for
all low-grade abnormalities, there is
room to improve the performance of
this approach. Whether this is achieved
through age stratification and/or the
application of more sophisticated
markers of clinically significant HPV
infection such as restricted typing,
measurement of viral load, assessment
of cellular and viral biomarkers (or
combinations thereof) is an area that
warrants further investigation.

Reviewed by Kate Cuschieri

Director, Scottish HPV Reference Laboratory,
Edinburgh, UK;

Kate.Cuschieri@nhslothian.scot.nhs.uk

Competing interests The author has
received project funding from Roche,
Abbott, Qiagen, GenProbe, NorChip and
GlaxoSmithKline, has been an invited
speaker for Sanofi Pasteur and is a
previous member of a Genprobe advisory
board.

Provenance and peer review
Commissioned; internally peer reviewed.

J Fam Plann Reprod Health Care 2013;39:217.
doi:10.1136/jfprhc-2013-100675

REFERENCE
1 Information Services Division (ISD) Scotland.

Scottish Cervical Screening Programme.
http://www.isdscotland.org/Health-Topics/
Cancer/Cervical-Screening/ [accessed 6 May
2013].

JOURNAL REVIEW

Cuschieri K. J Fam Plann Reprod Health Care 2013;39:217. doi:10.1136/jfprhc-2013-100675 217

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://jfprhc.bm

j.com
/

J F
am

 P
lann R

eprod H
ealth C

are: first published as 10.1136/jfprhc-2013-100675 on 18 June 2013. D
ow

nloaded from
 

http://www.isdscotland.org/Health-Topics/Cancer/Cervical-Screening/
http://www.isdscotland.org/Health-Topics/Cancer/Cervical-Screening/
http://www.isdscotland.org/Health-Topics/Cancer/Cervical-Screening/
http://www.isdscotland.org/Health-Topics/Cancer/Cervical-Screening/
http://www.isdscotland.org/Health-Topics/Cancer/Cervical-Screening/
http://jfprhc.bmj.com/

