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Summary

The clinical significance of ASCUS (atypical squamous cells of undetermined significance) remains undetermined. In a variety
of cases, it is possible to identify an underlying neoplastic squamous lesion. With the aim of establishing some rationale basis for
management, we have evaluated the history and the follow-up of 137 woman diagnosed with ASCUS. These woman were distri-
buted into two groups, with or without history of SIL (30 and 107 woman, respectively); 38 woman did not come to the control. In
general, the rate was 30.3% for low grade SIL (squamous intraepithelial lesions) and 6.1% for high grade SIL. In both groups the
rate of low and high grade SIL was similar. In our opinion, women that are diagnosed with ASCUS must be submitted to colpo-

scopic exams independently of their history.
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Introduction

ASCUS (atypical squamous cells of undetermined
significance) is considered to be a minor cytologic lesion
whose clinical significance is not well defined. The
follow-up and therapeutic attitude related to this lesion
are unresolved. Some authors suggest only cytologic
follow-up and others propose a colposcopic-biopsy eva-
luation in a specialised unit. These differences are
obviously due to different valuations of this diagnosis
related to dysplatic lesion development.

The aim of this paper was to investigate the natural
history of ASCUS and to establish some methodologic
facts about the follow-up of these patients.

Patients and Methods

We studied all HIV negative women diagnosed with ASCUS
between December 1989 and June 1995. We separated the cases
into two groups depending on their history. (SIL or no SIL pre-
vious diagnosis). Most patients with a history of SIL (squamous
intraepithelial lesions) are diagnosed as SIL within five years
prior to a diagnosis of ASCUS (although we require an interval
of 18-months free of disease).

A total of 137 patients were included and their history, clini-
cal data and follow-up were evaluated. Of these, 30 patients
showed a history of low or high grade SIL, and were checked
in a cervical pathology unit.

All the patients diagnosed with ASCUS underwent colpo-
scopy, citology and cervical biopsy. The first follow-up was
carried out in the first six months after the diagnosis of ASCUS,
and the second check-up was carried out between six and 18
months after the diagnosis of ASCUS.
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Patients with a diagnosis of high grade SIL were treated
appropriately. If a high grade SIL diagnosis was made at the
first control, the patient was not evaluated in the second control
data.

In both groups of patients the appraisal of SIL was evaluated
and compared (x*test).

Results

a) Group without antecedents (107 cases): 37 of these
patients did not come to the first follow-up check. In the
remainder of patients (70), SIL appeared in 26 cases
(37.1%) at the first or second check-up (20 cases at the
first check and 6 cases at the second check). Of these 70
patients, 35 did not come to the second check; 6 of these
showed SIL changes at the first check. The summary of
these results are in tables I and II.

b) Group with antecedents (30 cases): 29 of these
came to the first check-up. We found SIL changes in 11
of these patients (37.9%), 8 at the first check and 2 at the
second check. The remaining case was a microinfiltrant
carcinoma found at the first check-up. The summary of
these results are in tables I and II

The global appraisal of low grade and high grade SIL
in both groups of patients was 30.3% and 6.1%, respec-
tively, with one microcarcinoma detection. Table IV
shows the main results of both patient groups. Statisti-
cally there were no significant differences in the SIL rates
diagnosed in both groups.

Discussion

ASCUS is defined as the presence of cells with atypi-
cal nuclei in cervical squamous epithelium without other
morphological changes that allow classification of these
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Table 1. — Patients without antecedents. Results of the second
check-up related to the results of the first one (N=70).

RFC Results of second check

NEG MILD SE.D DCU
NEG (50) 16 5 1 28
MILD (15) 5 3 - 7
SE.D (5) - - - -

RFC: Results of first check: MI.D: Mild dysplasia; SE.D: Severe dysplasia;
DCU: Did not come.

Table 2. — Patients without antecedents of dysplasia. Results of
the second check-up related to the results of the first one (N=29).

RFC Results of second check

NEG MLD SE.D DCU
NEG (20) 12 2 - 6
MLD (8) 4 2 - 2

Carcinoma (1) - - -

RFC: Results of first check; MI.D: Mild dysplasia; SE.D: Severe dysplasia;
DCU: Did not come.

Table 3. — Follow-up of patients with diagnosis of ASCUS. Re-
sults of the second check-up related to antecedents of dysplasia.

1 2 3

No. ant. 65 35/65 6/22
(53.8%) (27.3%)

Ant. 28 8/28 2/14
(28.6%) (14.3%)

1: Number of patients evaluated in the second check; 2: Percentage of patients
that did not show up at the second check: 3: Percentage and total number of
patients with dysplasia that appear in the second check with the first check ne-
gative.

Table 4. — Apparition of squamous lesions (dysplasia).

TO.D MLD SE.D
Total patients  37/99 (37.3%) 30/99 (30.3%)  7/99 (7.1%)
No antec. 26/70 (37.1%)  20/70 (28.6%)  6/70 (8.6%)
Antecedents 11/29 37.9%) 10/29 (34.5%)  1/29 (3.4%)
“p” 0.94 0.56 0.66

TO.D: Total cases of dysplasia; MI.D: Mild dysplasia; SE.D: Severe dyspla-
sia.

cells as dysplastic cells or HPV-related changed cells,
obviously without infectious, inflammatory, reparative or
atrophic changes [1-3]. The Bethesda System recom-
mends that cytologists specify if these changes could
represent reactive or dysplastic changes. Many cytologi-
sts think that this orientation is not feasible because of
poor reproductibility and subjectivity. Nevertheless some
papers have evaluated this possibility [4, 5].

In general, the main cytology laboratories do not make
supplementary considerations of the diagnosis of
ASCUS. However the cytologist obviously can make
some considerations about a case.

The diagnosis of ASCUS is made in about 1-3% of
cases in the general population. In an investigation
carried out in American cytology laboratories in 1993,
the diagnostic rate of ASCUS was 2.8%. However, 10%

of these laboratories showed rates greater than 9% [6].
Selvaggi [7] found only 0.7%. These differences do not
appear often but they could have clinical implications. In
our population the diagnostic ASCUS rate is 1.2%.

The clinical significance of these cytological changes
is uncertain. These changes could disappear spontaneou-
sly, but in a percentage of cases a detailed cervical eva-
luation (colposcopy and directed biopsy) could show the
presence or posterior apparition of dysplasia (in some
cases, high grade). In the American inquiry [6], the
average dysplasia apparition rate in the first 12 months
after diagnosis of ASCUS was 20%. This means that the
dysplasia apparition rate varies from 11.9% [4] to 66.7%
[9]. Melnikow [8] reported an average ASCUS sponta-
neous regression rate of 68.19% and an average high
grade dysplasia development rate of 7.13% within 24
months after the diagnosis of ASCUS.

In the majority of series the mean high grade dysplasia
is between 5 and 15%. The great variability could depend
on the morphologic criteria to establish ASCUS as a dia-
gnosis, the clinical management of these patients, and the
population studied risk factors. This variability is neces-
sary for each hospital to establish its protocol for the
ASCUS cases, based on the population and the data. In
general there are two trends in the literature. Cytologic
follow-up [10, 11] and the systematic colposcopic eva-
luation with or without biopsy in a cervical pathology
unit [9, 12-14]. The official entities promote evidence-
based performance guides [24, 25]. Some authors have
suggested evaluating clinical risk criteria [15-17]. Many
authors evaluate other procedures such as cervicography
[18], HPV typing [13, 19-21], or the expression of cellu-
lar proliferation markers [23] achieved very good sensi-
tivity for the detection of high grade SIL-carcinoma,
compounding an automatic informatized cytologic eva-
luation and HPV type, but there are no studies about the
cost-benefit of this procedure.

In our data we found a high percentage of SIL related
to ASCUS cytologic diagnosis, detected by other com-
plementary techniques (biopsy conducted by colpo-
scopy). Our percentages were similar to those reported in
the literature. The majority of these cases are low grade
SIL, but many cases are high grade SIL. It is possible that
the follow-up must be long-term for many months
because the dysplastic processes may appear later.

The dysplastic process may appear similar in frequency
in the general population as in those woman with dyspla-
stic antecedents. Therefore, the antecedent of dysplasia is
not an important factor for the management of these
patients.

About 30 of these patients did not come to the fol-
lowing check-up even with the diagnosis of dysplasia.
This fact has also been observed by other authors [10]
and may be due, in our patients, to some sociodemo-
graphic characteristics, such as low socioeconomic level
and temporary residence. Therefore, this data leans
towards the need of immediate colposcopy evaluation,
and emphasizes the necessity for timely follow-up.

We think overall that in our population the diagnosis of
ASCUS needs an initial colposcopic evaluation. In our
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protocol, colposcopy is carried out between 3 to 6 months
after the diagnosis of ASCUS.

It is very important to strictly adjust the morphologic
criteria for the cytologic diagnosis of ASCUS in order to
avoid over-diagnosis.
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