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Abstract

unAnge

This descriptive study was designed to study the histopathologic correlation of atypical squamous
cell in cervical smear at the National Cancer Institute from October 1,2005 to September 30,2007.
Sixty-three cases of ASC-US were performed colposcopic biopsy and/or LEEP. The histologic
diagnosis revealed low grade lesion or LSIL in 11 cases (17.4%), high grade lesion (HSIL or worse) 16
cases (25.4%), atypical squamous metaplasia 1 case (1.6%), and inflammation 35 cases (55.6%). In
the category of ASC-H, 105 cases were performed colposcopy, which the histologic diagnosis
revealed low grade lesion or CIN 1 in 21 cases (20 %), high grade lesion (CIN 2 or worse) 45 cases
(42.9%), atypical squamous metaplasia 7 cases (6.7 %), and inflammation 32 cases (30.5 %). Cases
classified as ASC-H are associated with a significant risk of high grade lesion than ASC-US category.
However, this study assumed that patients with atypical squamous cell either ASC-US or ASC-H
according to the 2001 Bethesda System classification should receive the proper management since
they have an increase risk of underlying cervical intraepithelial neoplasia and rarely carcinoma. (Thai
Cancer J 2008;28:44-47.)
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Introduction

It has been known that the use of the
Papanicolaou classification was on longer acceptable
medical practice and it is replaced by The Bethesda
System (TBS). The TBS for reporting cervical
vaginal cytologic diagnosis have been used by The
National Cancer Institute of Thailand since 2001.
One of the basic tenets of TBS is the division of
preneoplastic squamous lesions into two categories:
low-grade squamous intraepithelial lesions (LSIL)
and high-grade squamous intraepithelial lesion
(HSIL).

current understanding of cervical carcinogenesis,

This division is intended to reflect the

and it is the basis for the recently published clinical
guidelines for the treatment of women with
cytologic abnormalities. Categories of abnormality
broadly similar to borderline nuclear change-
atypical squamous cells of undetermined
significance (ASCUS) and atypical glandular cells
of undetermined significance (AGUS) cells - are
recognized. The 2001 Bethesda System has
classified the category of atypical squamous cell
(ASC) into ASC-US (Atypical squamous cells of
undetermined significance) and ASC-H (Atypical
squamous cell cannot exclude HSIL). ASC does
not represent a single diagnostic entity, but it
encompasses a spectrum of cellular changes and
reflects a variety of pathologic processes including
reactive changes as well as lesion which suggest
the possible presence of underlying cervical intra-
epithelial neoplasia (CIN) and rarely carcinoma'.
The interpretation and precise classification of
abnormal squamous cell changes in cervicovaginal
smear (Pap test) are challenging and controversial.
This study is a retrospective investigation of the
histopathologic finding in women with ASC-US

and ASC-H diagnosed on Pap test of conventional

method.

Materials and Methods

The cytology files (October 1, 2005-
September 30, 2007) were searched for cervico—
vaginal Pap tests interpreted as ASC-US and
ASC-H. Cases were included for study only if
there was a subsequent cervicovaginal tissue
sample within one year of the cytologic interpreta-

tion.

Results

Among 605 patients with ASC-US, 63 cases
met the inclusion criteria of the study and of 200
patients with ASC-H, 105 cases met the inclusion
criteria for the study. The interval between the
cytologic interpretation and cervicovaginal tissue
examination ranged from 8 day to 6 months. The
patients’ ages ranged from 29 to 75 years (mean
49.4) in the ASCUS category and ranged from 22-
74 years (mean 47.3) in the ASC-H category.

In the group of ASC-US category (Table 1),
the histologic follow-up demonstrated evidence
of squamous cell carcinoma in 3 cases (4.8%),
HSIL 13 cases (20.6%), LSIL 171 cases (17.5%)
and atypical squamous metaplasia 1 case (1.6%)
The other 35 cases (55.6%) showed chronic
cervicitis with reactive changes and endocervical
polyp.

In the group of ASC-H category, 2 cases of
adenocarcinoma (1.9%), 5 cases of squamous cell
carcinoma (4.8%), 38 cases of HSIL (36.9%), 21
cases of LSIL (20%), and 7 cases of atypical
immature squamous metaplastic change (6.7%)
were observed. The other 32 cases (31.1%)
showed chronic cervicitis without evidence of

cervical intraepithelial neoplasia. The two cases
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Table 1 Histological outcome of the case classified as ASC-US and ASC-H

ASC-US ASC-H
Histopathologic diagnosis
(No. of case) % (No.of case) %

LSIL 11 17.46 21 20
HSIL (CIN 1 + CIN 2) 13 20.63 38 36.19
Atypical 1 1.59 7 6.66
Squamous cell carcinoma 3 4.76 5 4.76
Adenocarcinoma - 2 1.90
Inflammation 35 55.55 32 30.47

Abbreviations: ASC-US, atypical squamous cell of undetermined significance; ASC-H, atypical squamous cell cannot exclude
HSIL; LSIL,low grade squamous intraepithelial lesion; HSIL, high grade squamous intraepithelial lesion.

Table 2 Histopathologic diagnosis of 63 patients with
ASC-US category stratified by age

Table 3 Histopathologic findings of 105 patients with
ASC-H category stratified by age.

Age range (years) LSIL HSIL* Negative** Age range (years) LSIL HSIL* Negative**
29 - - 1 22-29 1 2 2
30-39 3 3 1 30-39 2 9 4
40-49 2 6 20 40-49 13 17 23
50-59 6 3 11 50-59 2 8 6
60-69 - 3 2 60-69 3 5 3
70-75 - 1 1 70-75 - 4 1

*HSIL includes CIN 2, CIN 3 and a few cases worse than
HSIL e.g. squamous cell carcinoma and adenocarcinoma.

**Negative includes inflammation and a few cases of atypical
immature squamous metaplasia.

of adenocarcinoma were concluded to be
endometrial origin. Two cases of squamous cell
carcinoma were proved to be the recurrent case of
squamous cell carcinoma. HSIL was the most
frequent histopathologic type found in patients
aged 40-49 years in both ASC-US and ASC-H.

(Table 2, 3)

Discussion

The diagnosis of ASC-US and ASC-H often
causes worrying among the clinicians because it
may reflect an exuberant benign change or a

potentially serious lesion, which can not be

*HSIL includes CIN 2, CIN 3 and a few cases worse than
HSIL e.g. squamous cell carcinoma and adenocarcinoma.

**Negative includes inflammation and a few case of atypical
immature squamous metaplasia.

unequivocally classified”. Laboratory rates of
ASC vary depending on the patient population, the
diagnostic criteria utilized, and the experience and
skill of the cytotechnologist or cytopathologist.
While there is no ‘correct’ percentage rate of ASC
in a low-risk population, the rate of ASC should
be less than 5% of total specimen’. For laboratories
that serve high risk population, than the rate of
ASC may be higher, but should not exceed 2-3
times than the rate of SIL in the laboratory. From
this study, it was found that the ASC rate was
1.28%.

The major finding in this study is that 25.4 %
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of case diagnosis of ASC-US are associated with
an underlying high-grade intraepithelial lesion
although the negative rate is rather high (55.6%).
Follow-up of a large number of patient with
ASCUS from different laboratories has revealed
But in case of ASC-H,
42.9% of cases are found to be high grade lesion
This

confirms that ASC-H is associated with a significant

10.3-43% with SIL"’.

which includes CIN2, CIN3 or worse.

risk of HSIL. Triage approach using a combination
of review cytological diagnosis and HPV DNA
testing would produce the best results. A small
number of cases in this study reveal histopathologic
diagnosis of atypical immature squamous meta-
plastic cells (AIM). The current evidence suggests
that approximately 50% of AIM are HPV - related
squamous proliferation of immature metaplastic
epithelium®. Some lesions are benign, some are
LSILs and HSILs. The study by Park et al’
suggests that biology is not predicted by
morphology, nor will it identify cases that are HPV
positive. Thus, there may be a role for HPV testing
and Ki-67 labeling to separate the benign lesions
and confirm or predict the SILs.

In conclusion, the finding from this study of
ASC-US and ASC-H on a Pap test correlated with
the presence of an underlying SIL or invasive

carcinoma in approximately 25.4% and 42.9%

respectively.  The cytologic finding warrants

further investigation in order to exclude SILs and/

or carcinoma.
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