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Recently, consensus guideline for the early detection of cervical cancer in Korea has been developed and published. It was
developed based on preexisting guidelines, including 2006 American Society for Colposcopy and Cervical Pathology (ASCCP)
consensus guidelines. However, some consensus guidelines have recently revised and updated in line with the issuance of our
guidelines, such as ASCCP, American Cancer Society guidelines. Unfortunately, these updated contents were not reflected in our
guidelines. In addition, Cochrane Gynaecological Cancer Group published their meta-analyses data on human papillomavirus
testing versus repeat cytology for triage of atypical squamous cells of undetermined significance and low-grade squamous
intraepithelial lesion cytology. Therefore, in the following context, we will discuss on the updated contents, differences from our

guidelines, and future research recommendations.
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Recently, practice guideline for the early detection of cervical
cancer in Korea has been released in this journal [1]. It was
developed based on preexisting guidelines generated by
the American Society for Colposcopy and Cervical Pathology
(ASCCP) [2], the National Comprehensive Cancer Network [3],
the United States Preventive Services Task Force [4], and the
Institute for Clinical Systems Improvement [5]. Coincidentally,
updated versions of ASCCP guideline [6] and American
Cancer Society (ACS) guideline [7] have been issued around
the same time. Therefore, the updated contents of the above-
mentioned guidelines are not reflected in ours. The essential
changes of the 2012 ASCCP guidelines from prior 2006 version
are as follows [6]: 1) cytology reported as negative but lacking
endocervical cells can be managed without any repeat, 2)
cytology reported as unsatisfactory requires repeat even if
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human papillomavirus (HPV) is negative, 3) For atypical squa-
mous cells of undetermined significance (ASC-US) cytology,
immediate colposcopy is not an option. The serial cytology
option for ASC-US incorporates cytology at 12 months, and
then if negative, cytology every 3 years, 4) ASC-US and HPV-
negative results should be followed with co-testing at 3 years
rather than 5 years, 5) ASC-US and HPV-negative results are
insufficient to allow exit from screening at age 65 years, 6)
women aged 21-24 years are managed conservatively.

Recently reported rates of cytology results reported as nega-
tive but lacking endocervical cells have ranged from 10% to
20% [8]. Prior guidelines recommended early repeat cytology
[9]. A recent meta-analysis found that negative cytology had
favorable specificity and negative predictive value despite
absent endocervical cell component [10]. Given that most
cytology is performed using liquid-based media, unsatisfac-
tory cytology results arise mainly from insufficient squamous
cells [11]. The 2012 ASCCP guidelines recommended repeat
cytology in 2 to 4 months for women with an unsatisfac-
tory cytology result. Those two issues regarding specimen
adequacy were not included in our guidelines.

The management of women with ASC-US has also been
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revised in 2012 ASCCP guidelines. Immediate colposcopy
recommended by prior guidelines is no longer an accept-
able option. HPV testing is preferred, but repeat cytology
in 1 year is also acceptable. If HPV is positive, colposcopy is
recommended, same as the management of women with
low-grade squamous intraepithelial lesion (LSIL). If HPV is
negative, women can return to routine screening in 3 years,
which is also supported by the updated ACS guidelines. Of
note, interval of repeat cytology was extended from 6 months
to 1 year. ASC-US-LSIL Triage Study (ALTS) was performed
before the 2001 Bethesda system update, which separate
ASC-H cytology from the ASC-US category. For this reason, the
observed 3% 5-year risk of cervical intraepithelial neoplasia
(CIN) 3+ after ASC-US among women aged 30 years and older
was lower than the 2-year risk seen in ALTS. As a matter of
fact, risk was low enough to justify annual rather than semian-
nual cytology as sufficiently sensitive to identify women with
CIN 3+ [12]. Data from published studies have shown that
the risk of precancerous lesions following an ASC-US, HPV-
negative result is very low, and not qualitatively different from
a negative co-test. The updated ACS guidelines recommend
a 3-year interval for cytology screening of women aged 21-
29 years or 30-65 years, and a 5-year interval for co-testing of
women aged 30-65 years. Recently, Cochrane Gynaecological
Cancer Group published their meta-analyses data on HPV
testing versus repeat cytology for triage of ASC-US and LSIL
cytology [13]. Of 2,938 references identified, 39 different
studies were identified, allowing computation of the accuracy
of hybrid capture 2 (HC 2) triage in women with ASC-US,
and 24 studies were used to evaluate the accuracy of HC 2
in triage of LSIL women. For HC 2 triage in ASC-US cases, the
pooled sensitivity and specificity for detection of CIN 2+ was
90.9% and 60.7%, respectively. For cytology triage in ASC-US
cases, the pooled sensitivity with the test threshold was ASC-
US+ was 71.5% (95% confidence interval [Cl], 62.9 to 78.8).
The pooled specificity of repeat cytology with test threshold
was ASC-US+ was 68.4% (95% Cl, 59.9 to 75.8). Triage of ASC-
US cases with HC 2 was 27% more sensitive than repeat
cytology at the cytological cut-off ASC-US+ for detecting CIN
2+ (p<0.001). The specificity of a repeat cytology at the cut-
off ASC-US+ was nearly identical to the specificity of HC 2 for
the detection of CIN 2+. They concluded that HC 2 is a more
accurate method than repeat cytology to triage women with
ASC-US. We think that the updates regarding triage of ASC-US
should be included in the next version of our guidelines.

In 2006, ASCCP guidelines recommended less aggressive
management for adolescents with abnormal cervical cytology,
but in 2012, the updated guidelines no longer recommend
screening adolescents. Instead, guidelines for management
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of women aged 21 to 24 years were added. Cervical cancer
risk remains low through age 25 years, but it is almost 10-
fold higher than risk in adolescents [14]. In these women with
ASC-US or LSIL, repeat cytology in 12 months is preferred, but
reflex HPV testing is also acceptable for ASC-US only. If reflex
HPV testing is performed with ASC-US and the HPV result
is positive, repeat cytology in 12 months is recommended.
Immediate colposcopy or repeat HPV testing is not recom-
mended. If reflex HPV testing is negative, return to routine
screening with cytology alone in 3 years is recommended.
The updated ACS guidelines also recommend not screening
women under 21 years old. Considering high incidence
of transient HPV infection, low risk of cervical cancer, and
spontaneous regression of lesions, screening for adolescents
should be discouraged.

Both ASCCP and ACS replenished the management of
women with negative cytology and a positive HPV test. Two
options exist: 1) repeat co-testing in 12 months or 2) immedi-
ate HPV genotyping test for HPV 16 alone or for HPV 16/18.
If co-testing is selected, women testing positive on either
test (HPV positive or ASC+ in ASCCP/LSIL+ in ACS) should
be referred to colposcopy; women testing negative on both
tests should return to routine screening. If immediate HPV
genotyping test is chosen, women testing positive for HPV
16 or HPV 16/18 should be referred to colposcopy; women
testing negative for HPV 16 or HPV 16/18 should be co-tested
in 12 monthes.

For women aged 30 to 65 years, both ASCCP and ACS
guidelines recommend either 3-year cytology intervals or
5-year co-testing intervals. Modeling studies have revealed
a gradual increase in cancer risk with an increasing interval
from 1 year to 3 years to 5 years [15]. They concluded that a
3-year interval for cytology provides an optimal balance of
benefits and harms. When it comes to co-testing, modeling
studies have shown that co-testing in 40-year-old women at
a 3-year vs. a 5-year interval over a 10-year period only slightly
decreases life-time cervical cancer risk while significantly
increasing the number of colposcopic evaluations [15]. Our
guidelines recommend shorter screening interval than above
two guidelines in consideration of specific Korean situations.
Nevertheless and detailed evaluations on the risks and ben-
efits of the current screening interval should be conducted.

The updated ASCCP and ACS recommendation guidelines
as well as our guidelines were developed to reflect the age- or
region-specific natural history of HPV infection, cervical carci-
nogenesis, and expanding knowledge of different screening
tests by searching evidences as much as possible. However,
many important research priorities still remain.

1) How best to manage women with cytology-negative,
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HPV-positive is a great concern. It should be determined the
relative performances of reflex HPV testing for the most high-
risk genotypes versus follow-up repeat co-testing at different
intervals. Validation studies comparing many commercial HPV
genotyping tests (DNA-based or RNA-based) in a screening
population should be performed.

2) HPV testing as a primary screening tool should be
validated. At present, HPV testing is not recommended as
a primary screening strategy. Randomized controlled trials
(RCTs) of HPV testing alone have demonstrated increased
sensitivity for the detection of CIN 2+/ CIN 3+ after a single
screening round. However, RCTs have been unsuccessful
at defining the specificity of HPV testing, and hence the
potential harms of primary HPV testing are poorly quantified.
Nevertheless, primary screening with HPV testing alone will
be promising in women aged 30 years and older. Lack of
internal standard of specimen adequacy and no direct data to
estimate performance of cytology in a triage setting have to
be solved.

3) Prospective studies among older women are needed to
define the optimal age to exit routine screening. The vast
majority of cervical cancer arises from HPV infection acquired
at younger age and the incidence of new infection among
older women is rare. Except for women who have underwent
treatment for CIN 2+, redefining the age limit before 65
years old or 70 years old might be necessary in women with
consistently negative HPV.

4) Long-term follow-up studies of the effect of HPV vac-
cination on large cohort are needed. In addition, it should be
determined whether vaccination affects the natural history or
management of cytologic or histologic abnormalities. Accord-
ing to the results of those studies, current recommendations
for vaccinated women might be changed.

CONFLICT OF INTEREST

No potential conflict of interest relevant to this article was
reported.

REFERENCES

1. Lee JK Hong JH, Kang S, Kim DY, Kim BG, Kim SH, et al. Practice
guidelines for the early detection of cervical cancer in Korea:
Korean Society of Gynecologic Oncology and the Korean Society
for Cytopathology 2012 edition. J Gynecol Oncol 2013;24:186-
203.

2. Wright TC Jr, Massad LS, Dunton CJ, Spitzer M, Wilkinson EJ,

214 www.ejgo.org

Jin Hwa Hong, et al.

Solomon D. 2006 consensus guidelines for the management
of women with abnormal cervical cancer screening tests. Am J
Obstet Gynecol 2007;197:346-55.

Partridge EE, Abu-Rustum NR, Campos SM, Fahey PJ, Farmer M,
Garcia RL, et al. Cervical cancer screening. J Natl Compr Canc
Netw 2010;8:1358-86.

Moyer VA; USS. Preventive Services Task Force. Screening for cervical
cancer: US. Preventive Services Task Force recommendation state-
ment. Ann Intern Med 2012;156:880-91.

Institute for Clinical System Improvement. Initial management
of abnormal cervical cytology (Pap test) and HPV test in adult
and adolescent females. Bloomington, MN: Institute for Clinical
System Improvement; 2013 [cited 2013 Mar 19]. Available from:
https//www.icsi.org/_asset/hks01y/AbPap-Interact0910.pdf.
Massad LS, Einstein MH, Huh WK, Katki HA, Kinney WK,
Schiffman M, et al. 2012 updated consensus guidelines for the
management of abnormal cervical cancer screening tests and
cancer precursors. J Low Genit Tract Dis 2013;17(5 Suppl 1):51-27.
Saslow D, Solomon D, Lawson HW, Killackey M, Kulasingam
SL, Cain J, et al. American Cancer Society, American Society for
Colposcopy and Cervical Pathology, and American Society for
Clinical Pathology screening guidelines for the prevention and
early detection of cervical cancer. CA Cancer J Clin 2012;62:147-
72.

Huang A, Quinn M, Tan J. Outcome in women with no
endocervical component on cervical cytology after treatment
for high-grade cervical dysplasia. Aust N Z J Obstet Gynaec
2009;49:426-8.

Davey DD, Cox JT, Austin RM, Birdsong G, Colgan TJ, Howell LP,
et al. Cervical cytology specimen adequacy: Updated patient
management guidelines. J Low Genit Tract Dis 2008;12:71-81.
Elumir-Tanner L, Doraty M. Management of Papanicolaou test
results that lack endocervical cells. CMAJ 2011;183:563-8.

Siebers AG, Klinkhamer PJJM, Vedder JEM, Arbyn M, Bulten J.
Causes and relevance of unsatisfactory and satisfactory but
limited smears of liquid-based compared with conventional
cervical cytology. Arch Pathol Lab Med 2012;136:76-83.

Stoler MH, Wright TC Jr, Sharma A, Apple R, Gutekunst K, Wright
TL, et al. High-risk human papillomavirus testing in women with
ASC-US cytology: results from the ATHENA HPV study. Am J Clin
Pathol 2011;135:468-75.

Arbyn M, Roelens J, Simoens C, Buntinx F, Paraskevaidis E, Martin-
Hirsch PP, et al. Human papillomavirus testing versus repeat
cytology for triage of minor cytological cervical lesions. Cochrane
Database Syst Rev 2013;3:CD008054.

Bernard VB, Watson M, Castle PE, Saraiya M. Cervical cancer rates
among young females in the United States. Obstet Gynecol
2012;120:1117-23.

Stout NK, Goldhaber-Fiebert JD, Ortendahl JD, Goldie SJ. Trade-
offs in cervical cancer prevention: balancing benefits and risks.
Arch Intern Med 2008;168:1881-9.

http://dx.doi.org/10.3802/jgo.2013.24.3.212



	Updates of the current screening guidelines for the early detection of cervical cancer
	CONFLICT OF INTEREST
	REFERENCES


