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Squamous intraepithelial lesions

According to the Bethesda classification cervical epithelial lesions are divided into
squamous intraepithelial lesions (SIL) of low grade (LG) and high grade (HG). These
lesions are considered to be a premalignant disease. They are most often associated
with HPV infection caused by viruses of high, intermediary or low oncogenic potential.
Having in mind its malignant potential, early diagnosis and adequate treatment of SIL
take very important place in the struggle against the cervical cancer. The aim of this
paper was to analyze all diagnosed cases of SIL and to emphasize the importance of
opportune screening of women in early detection of cervical precancerous lesions.
Opportune screening implies systematic examination of each woman who comes fo a
gynecologist for any reason. Colposcopical and cytological cervical examination play
the most important role in this examination. Over the period from 1993 to 2000, 231
cases of low-grade squamous intraepithelial lesions (LSIL) and 101 cases of high-
grade squamous intraepithelial lesions (HSIL) were revealed. The highest number of
patients with SIL were younger than 40 and had suspicious Pap smear. The colpo-
scopical findings were atypical in more than 80%. The infection caused by high onco-
genic HPV types (16,18) was rather high and it was present in 68.75%. We conclude
that it is necessary to apply and respect cytological and colposcopical examinations as
complementary methods for early detection of premalignant cervical changes.
Opportune cervical screening is very applicable in practice and should be everyday,
routine examination in each gynecological office.
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INTRODUCTION

They are most often associated with HPV infection caused by

ccording to the Bethesda classification cervical epithelial
Alesions are divided into squamous intraepithelial lesions
(SIL) of low grade (LG) and high grade (HG). The first group (low-
grade squamous intraepithelial lesions-LSIL) consists of cervical
intraepithelial lesions grade | (CIN 1) and of changes with HPV
cytopathic effect (condylomas and cervicitis chronic condylo-
matosa). LSIL are caused by HPV infection of low oncogenic
potential, most often of the 6 and 11 types, and rarely of the 42,
43 and 44 types. The second group of changes (high-grade squa-
mous intraepithelial lesions-HSIL) consists of CIN Il and CIN III.

Address correspondence to:
Dr. Jadranka Ravi¢, Health Center "Ruma", Gynecological Department, Orloviceva
bb, 22400 Ruma, Yugoaslavia

The manuscript was received: 12. 07. 2001.
Provisionally accepted: 23. 07. 2001.
Accepted for publication: 28. 08. 2001.

© 2001, Institute of Oncology Sremska Kamenica,Yugoslavia

viruses of high oncogenic potential (types 16,18,45 and 46) and
somewhat less frequently with infection caused by viruses of
intermediary oncogenic potential (types 31,33, 51 and 52) (1).
Over the last ten years HPV infection has become one of the most
frequent sexually transmittable diseases (2). One of the major
problems in modern gynaecological oncology is early diagnosis
of this premalignant disease of the uterine cervix but not treatment
of progressive cervical carcinoma. Having in mind the prevalence
of this disease as well as its malignant potential, early diagnosis
and adequate treatment of SIL take very important place in the
struggle against the cervical cancer. This attitude is justified in
ethic sense (life quality of patients is better as less radical meth-
ods of therapy are being applied), personnel sense (a smaller
medical team is involved) and financial sense (expensive radical
operations, radio and hemio therapy and rehabilitation of patient
are avoid). There are noninvasive, quick and simple methods for
the follow-up of all changes of the cervix from their initial devel-
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opments to malignant stages, and this is a relatively long period
(from 15 to 20 years, even longer). It gives us enough time to
detect them in the stages when they are completely curable. The
aim of this paper was to analyze all diagnosed cases of SIL and
to emphasize the importance of opportune screening of women in
early detection of precancerous lesions of the uterine cervix.

MATERIALS AND METHODS

The retro-prospective data analysis used the eight-year material
of the Outpatient Department of Women's Health Care in Ruma
(from 1993 to 2000). The Outpatient Department of Women's
Health care in Ruma introduced opportune screening of women
from 1993, in order to prevent development of cervical cancer.
Opportune screening implies systematic examination of each
woman who comes to a gynecologist for any reason. It includes
examination by the speculum, bimanual gynecological examina-
tion, cytological and colposcopical cervical examination with
Schiller's trial, the analysis of the vaginal smear and, if necessary,
bacteriological analysis of the vaginal and cervical smears as well
as HPV typization (the following HPV types being determined:
6,11,16,18,31 and 33). Over this period, 231 cases of LSIL and
101 cases of HSIL were revealed by the opportune screening of
women. All cases of the detected SIL were verified histologically
and the biopsy was taken on the basis of cytological and/or col-
poscopical finding. All cytological smears were examined by the
same gynecologist-cytologist. The colposcopical findings were
obtained from three gynecologists and taken from the patients'
files. Patients were analyzed according to their age prior to the
comparison of colposcopical and cytological findings with histo-
logical results. The analysis of the HPV typization results was
done at the and. Standard statistical methods were applied.

RESULTS

The mean age of patients with LSIL was 35 (range age: 18-66)
and with HSIL was 35.6 (range age: 20-61). Table 1 shows that
the highest number of patients with SIL were younger than 40
(65.80% for LSIL and 71.28% for HSIL).

Table 1. Distribution of patients by age

<20 20-24 25-29 30-34 35-39 4044 4549 50-54 55-59 >59 I

n 8 28 29 42 45 30 32 8 4 5 231
LSIL % 347 1212 1255 1818 1948 1299 1385 347 173 216 100.00
65.80 %
n o 5 15 27 25 19 8 1 0 1 101
HSIL % 0.00 495 1485 2673 2475 1882 782 099 000 099 10000
71.28%

Table 2 shows the cytological findings of SIL.The largest number
of patients (52.81%) with LSIL, however, had suspicious Pap
smear (in 11.69. % Pap smear was Il with clearly defined koilo-
cytosis without cell atypia and in 41.12% it was Il and IV). And
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the largest number of patients (61.38%) with HSIL had pathological
Pap smear (in 50.49% Pap was Ill and in 10.89% Pap was V), too.

Table 2. Cytological findings of SIL

Pap smear
notdone |l Il (with koilocytosis) 1l I\ v P
n 14 95 27 93 2 0 231
LSIL % 6.06 4113 11.69 40.26 0.86 0.00 100.00
52.81%
n 20 19 0 51 1 0 101
HSIL % 19.81 18.81 0.00 50.49 10.89 0.00 100.00

61.38%

The colposcopical findings were atypical in 81.82% of LSIL and
in 87.12% of HSIL as shown in Table 3. The table is showing that
the most common atypical colposcopical findings were puncta-
tion for LSIL (19.05%) and atypical transformation zone (ATZT)
for HSIL (34.65 %).

Table 3. Colposcopical findings of SIL

LSIL HSIL
n % n %
Mot done 2 0.87 3 297
Epithel sqguamous (Sch+) 6 2.60 2 1.98
Ectopia, TTZ. 3 14.71 8 7.93
Mosaic 36 15.58 16 15.84
Leucoplakia 16 693 3 2497
Base 44 19.05 16 15.84
Acetowhite epithel 0 0.00 4 3.96
Condyloma 26 11.25 4 3.96
ATTZ k2] 14.71 35 34.65
ATV 9 3.90 0 0.00
lodine silent area 10 433 1 0.99
Atrophy 1 043 0 0.00
Erosion vera 2 087 3 2497
Leucoplakia, Base 1 043 1 0.99
Mosaic, Base 9 390 4 3.96
Leucoplakia, Mosaic 2 0.87 1 0.99
z 231 100.00 101 100.00
Suspicious 189 81.82 88 87.12

TTZ: typical transformation zone, ATTZ; atypical fransformation zone, ATV: atypical vascularisation

HPV typization was done only in patients with LSIL (n=156,
because it was not performed in 75 patients from different rea-
sons). Figure 1 shows the results of HPV typization performed in
67.53% patients.

(n=156)
13%

46%

41%

E Negative (72)

M Positive (64) Oln expecting (20)

Figure 1. Results of HPV tipization (n=156)

The infection caused by high oncogenic HPV types (16,18) was
present in 44 patients (68.75%), as shown in Figure 2.

Figure 3 shows therapy which was done in patients with positive
HPV 16,18 (n=44). Four women refused further therapy (the
most frequent cause being gravidity developed in the meantime).
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(n=64)

Positive 16,18
(68.75%)

Positive 6,11,31,33
(12.82%)

Figure 2. Results of positive HPV infection (n=64)

(n=44)

TCG (11%)
Cryo (18%)
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(14%)

=
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Figure 3. Therapy in cases of positive HPV 16,18 (n=44)

Figure 4 shows the results of histological findings of the conizates
obtained by cervical conization in patients with LSIL and positive
HPV 16,18 (n=21). It also shows that 34% patients were found
to have a change with worse prognosis (HSIL and Ca microinva-
sivum).

(n=21)
59, 5%

29%

61%

DLSIL (13) WHSIL (8) [ Ca microinvasivum (1)

O Cervicitis chronica (1)

Figure 4. Histological results of the conizates (positive HPV 16,18) (n=21)

Figure 5 shows the therapy which was done in patient with HSIL
(n=82; 9 patients are in preoperative preparing while 10 patients
refused further therapy the most common reason being gravidity).
Histological findings of the conizates obtained by cervical coniza-
tion in patients with HSIL are shown in Figure 6. It shows that 5%
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patients were found to have a change with worse prognosis (Ca
microinvasivum).

(n=82)

75

80

Surgicd conisation HTA Laser conisation
9 2%) (6%) (2%)

Figure 5. Therapy in HSIL cases (n=82)

(n=77)
77%

5% 10% 8%

BWLSIL (6)

D HSIL (59) O Cervicitis chronica (8) O Ca microinvasivum (4)

Figure 6. Histological results of the conizates in HSIL (n=77)

DISCUSSION

Most of the authors agree that there is a clear causative relation
between HPV infection, on one side, and the cervical cancer and
its preinvasive forms, on the other (2-4). The increasing number
of authors believes that the SIL incidence and prevalence are get-
ting higher (5-7). According to Dexeus (8) HPV infection is a dis-
ease of all generations of women aged from 25 to 60. In his
Canadian study, Meisels (9) stated that the majority of patients
having HPV infection belonged to 20-40 age group. These results
coincide with the range age of our patients with LSIL (18-66).
Studies from the ’50s had rarely detected dysplasia of the mod-
erate and severe grade (current HSIL) in women less than 25
years of age, but in patients belonging to the 35-40 age group
(10,11). Some recent studies from the '90s also provided similar
results. Thus, Sadeghi (12) stated that peak for HSIL was 35-39
years of age and Bjorge (13) pointed rate in women under 40
years. Almost identical conclusion was obtained by our analyses,
which showed that 71.28% patients with HSIL were 20-39 years
old. Mean age of patients with LSIL as given by Insacco (14) was
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39.71. According to Chon (15) and Pengsaa (16) the mean age
of patient with HSIL was 44 and 38.19, respectively. Our results
showed much lower mean age, 35.00 for LSIL and 35.6 for HSIL.
The extreme data, as for the age of the diseased, are given by
Schiffman (17), who states that HSIL is nowadays found even in
adolescents under 15 years of age. According to our results, not
a single person with HSIL was younger than 20, whereas only
19.8% were under 30 years of age. The greatest number of our
diseased of SIL belongs to 30-45 age group. The data about cyto-
logical findings of SIL are different in literature. Thus,
Sopracordevole diagnosed HPV infection on the basis of 66.67%
of cytological findings (18). In his study, he found false negative
smears in 15.38%. Becker pointed to a high percentage of normal
cytological findings (Pap Il was 55.90%) (19). The above stated
contributes to the investigations done by Syrjanen (20) who
found HPV infection in 15.20% of 109 patients with normal cyto-
logical findings and, thus, concluded that normal cytological find-
ing could not guarantee the absence of HPV infection of the
cervix. He also concluded that the Pap smear, although sensitive
enough for detection of clinical manifestations of HPV infection,
was insufficiently sensitive for detecting subclinical and latent
HPV infection of the genital tract. Sadeghi and (12) pointed to a
very poor cytological screening of SIL, by which he found CIN |
and CIN Il'in 2.2% and CIN IIl only in 0.2% of all smears in the
period from 1981 to 1983. Fetherson (21/) said that false nega-
tive cytological findings could be found in even up to 50% of
patients with premalignant changes of the cervix as well as with
cervical carcinoma, which was confirmed by Saks (22) and
Kanajet (23), who found this percentage to be 40. Mitchell
showed that 30% of women with HSIL had negative cervical
cytology (24). Sopracordevole (18) pointed to the extraordinary
good cytological detection of SIL. He diagnosed these changes
on the basis of 84.62% cytological findings of the Pap Il and IV
groups, while only 15.38% of these findings were false negatives.
Similar results were reported by Milojkovi¢ (25), who had about
80% of cytological findings of the Pap Ill, IV and V group in HSIL.
In our investigations SIL could be expected in more than 50% to
60% of the cases on the basis of all cytological findings. Bearing
in mined a relatively high percentage of inadequate cytological
findings (about 25% for both, LSIL and HSIL), it would be neces-
sary to pay more attention when taking cervical smear, along with
previous treatment of local inflammation. This should result in
lower number of false negative findings and in higher number of
the correct positive ones. According to Insacco (14) colposcopy
confirmed HPV infection in only 2.02% and the most frequent col-
poscopic findings in cases of LSIL was ATZT (83.32%), followed
by typical transformation zone (TZT) (14.66%). Kanajet (23)
pointed to a very low number of suspicious colposcopic findings
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(18.28%) in dysplasias of various grades and cervical carcinoma.
Somewhat higher percentage of suspicious colposcopic findings
(47.62%) was reported by Tuskan (26/) Contrary to these
authors, Garrido (27) found even 88% of suspicious colposcopic
findings in the patients with HSIL. Syrjanen (20) did not find even
a single normal colposcopic finding in the examined patients; TZT
was found only in 6.5% of the patients, whereas the finding was
suspicious in all other patients. Diversity of colposcopical find-
ings dominates in our investigations, which contributes to Garrido
and Syrjanen's results. Normal squamous epithel, TZT and ectopy
were found in 17.31% of the patients with LSIL and in 9.91% in
HSIL, whereas in more than 80% of the examined women colpo-
scopical finding was pathological with dominating punctation and
mosaic (15.84%, respectively) of LSIL and mosaic and ATZT
(15.58% and 14.71%, respectively) of HSIL. Peedicayil (28) con-
cludes that if the Pap smear is negative and neoplasia is clinical-
ly suspected, colposcopy reveals at least grade Il cervical intraep-
ithelial neoplasia in 5% of patients. The analysis of our results
showed that colpocytohistologic correlation of SIL changes was
excellent, because of sensitivity and accuracy of Pap test and col-
poscopy. The analysis of the results of HPV typization showed
that the percentage of infection caused by HPV types of high
oncogenic potential (16,18) was very high (68.75%). This per-
centage was even lower (44.83%) in the study performed by
Thomas /1/, and Sopracordevole (only 16.67%) /18/. HPV tipiza-
tion was not performed in 75 patients (32.47%). Of forty patients
(17.32%) who had refused HPV typization (for financial reasons
or mature age), 18 underwent destructive methods of treatment
(cryotherapy, electrocauterization and laser vaporization), while
22 were being surveyed actively (regular cytological and colpo-
scopical examinations). Cytological and colposcopical check-up,
with repeated cervical biopsy, showed that LSIL progressed with-
in two years into HSIL in two patients of those who had refused
treatment. Both of them were subjected to the cervical conization.
Thirty-five patients (15.15%) did not come for the gynecological
check-up even after repeated invitation, death of non-gynecolog-
ic nature, total hysterectomy for other gynecologic surgical indi-
cations etc. No therapeutically measures were taken in these
patients, for plausible reasons, and, therefore, there are no data
on further development of LSIL.

In order to attain early cervical cancer detection many countries
apply national screening programs for cervical cancer which give
different results in reducing of cervical cancer morbidity and mor-
tality (29, 30, 31). The majority of these programs has in com-
mon that accent is put on the organized summons of the wide
female population for taking Pap smears (so called population
screening) and colposcopy is not applied until abnormal Pap
smear appears. Having in mind both advantages and disadvan-
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tages of this method and the fact that it is almost impossible (and
too expensive) to examine the whole sexually active female pop-
ulation in one country, the method suggested in this report could
be acceptable in everyday routine practice in each gynecological
outpatient department. Stanimirovic B. (32) and Kesic V. (33)
also pointed out to the importance of the application of descrip-
tive way of work.

CONCLUSION

Cytological examination of the cervix indicated the presence of
precancerous changes of the cervix in a high percentage (about
60%), but even higher percentage (81-87%) of these changes
was revealed by the cervical colposcopical examination.

Both methods, applied individually, are relatively good methods in
early detection of precancerous changes of the cervix. However,
since the cervical biopsy was taken from all patients on the basis
of cytological and/or colposcopical finding, it was necessary to
apply and respect both of these methods as complementary
methods for early detection of premalignant cervical changes.
High percentage (68.75%) of infection caused by HPV types of
high oncogenic potential (16,18) justified absolutely the active
attitude of the gynaecologist working at the Outpatient Department
of Women's Health Care in Ruma regarding detection and identi-
fication of HPV.

Because conization, having been undertaken as a therapeutical
measure in HPV infection by high oncogenic types, was followed
by changes in 34% of the patients demanding such and even
more radical treatment (HSIL, Ca microinvasivum), we concluded
that the cervical conization in such cases was even more justifi-
able as a therapeutically method than destructive methods of
treatment.
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