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Abstract

Aim of study: Aim of our study is to
determine the relation between high risk
HPV(16,18,31,33) types, Pap smear and
punch biopsy results.

Material and methods: We used for our
study patients which referred with abnormal
cervical lesions and pathological cytology
findings, from 2010-2017 years in Derince
Training and Research Hospital.

The data of the patients who underwent
colposcopy were examined retrospectively.
151 patients were included in the study.

Results: As a result of study-high risk
lesions (CIN2-3) were observed in 18,18%
(n=8/44) of NORMAL,10% (n=2/20) of
ASCUS,27,27% (n=6/22) of LSIL,50%
(n=5/10) of HSIL smear result reported
patients.

The result was reported as cervical
squamous cell carcinoma in 1 patient with
HSIL and 1 patient with LSIL.

As a result, high-risk lesions (CIN2 and
CIN3) were found 30,18% (n=16/53) in
pathologic evaluation in HPV type 16 and 18
positive patients. In one patient with HPV18
was detected cervical squamous cell
carcinoma.

In our study was high risk lesions in 40%
(4/10) of HPV other type patients.

Pap smear result was reported as normal
in 56,81% (n=25/44) of HPV type 16 and 18
patients,13,63% (n=6/44) of these patients
were smear LSIL and HSIL.50% (n=3/6) of
other positive HPV types Pap smear result
reported as LSIL.

Conclusions: Combined evaluation of
Pap smear, colposcopy and punch biopsy
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while examining cervical pathologies is more
convenient, than using these methods sepa-
rately and more reliable approach to diagnosis
of precancerous lesions.

Keywords: Colposcopy, Pap smear,
Punch biopsy, uterine cervical neoplasm’s

Introduction:

Thanks to early diagnosis and treatment
of cervical lesions a marked decrease in the
incidence of cervical carcinoma was
observed. At the same time, mortality rates a
significant decrease was detected. Various
cervical screening methods have been
established for early diagnosis (1-2).
Conventional cervical smears , fluid-based
techniques, visual methods, acetic acid test,
spectroscopy, cervicography, colposcopy,
HPV typing, punch biopsy are some types of
cervical screening techniques ( 3). Cervical
screening for cervical carcinoma is of great
importance, especially for high risk groups(1).
The cytological examination of the cervix was
first performed by George Papanicolaou in
1940. The sensitivity of this screening test,
which has great importance in the early
recognition of cervical neoplasm’s, has been
proven in various investigations.

The recent incorporation of DNA-HPV
as primary test in a cervical cancer screening
setting has increased the finding rate for
CIN2+ as compared with the traditional Pap
smear( 4).

The finding of cytological pathology
through screening has resulted in a fall in the
incidence of cervical cancer because of
treatment of these precancerous lesions (5).

Colposcopic inspection of the cervix let
assessment of the pathology before it is
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treated, either by excision or ablation (6-7).
In the management of CIN2+ the punch
biopsy is mainly used to approve the
diagnosis of a high-grade pathology, thereby
decrease the number of needless treatments
and the associated morbidity (8-9). The punch
biopsy also plays a main role in the
management of women undergoing ablative
treatment for CIN because pretreatment
biopsies are necessary to except invasive
disease (10-11). In clinical trials, multiple-
biopsy protocols have been used to maximize
disease finding (11-12). It is more appropriate
of taking multiple lesion-directed biopsies and
an additional biopsy of normal-appearing
cervix in a colposcopy.

Aim of our study is to determine the
relation between high risk HPV (16, 18, 31,
33) types, Pap smear and punch biopsy
results.

Material and method

We used for our study patients which
referred with abnormal cervical lesions and
pathological cytology findings, from 2010-
2017 years in Derince Training and Research
Hospital.

The data of the patients who underwent
colposcopy were examined retrospectively.
151 patients were included in the study.

As a result of cervical Pap smear-ASC-
US, AGUS, ASG-H, LSIL, HSIL reported
patients were referred to colposcopy. Also,
patients with macroscopically lesions directed
to colposcopy.

Inclusion criteria

1. Cervix bleed on touch

2. Post coital / intermenstrual / perime-
nopausal / post menopausal bleeding

3. Cervical hypertrophy

4. Persistent vaginal discharge

5. Cervical erosion / ulceration/ growth
surface
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6. Unexplained occasional foul smelling
discharge per vaginum.

7. Cervix flushed with petechiae spot

The cervix was cleaned with saline and
then scanned with green filtrate for atypical
vascularization, pathological findings are
noted.

Followed, we applicated 3% concentra-
tion of asetic asid to the cervix. After one
minute of application, the cervix was scanned
for aseto-white appearance and pathological
findings are noted.

Punch biopsies taken from aseto-white,
atypical vascular, punctuation areas and sent
to pathology. Highest grade lesion in biopsy
results was evaluated as a result.

ABBREVIATIOUS

» ASCUS- atypical cells of undetermined
significance

* LSIL- low—grade squamous intraepithe-
lial lesion

» ASC-H- changes in cervical cells have
been seen, cannot rule out HSIL

* HSIL- high—grade intraepithelial lesion

* AGUS- atypical glandular cells of
undetermined significance

* Usually endometrial biopsy done with
this too

« AIS- adenocarcinoma in situ (a cancer
limited to the surface which has not invaded);
rarest diagnosis

* CIN1-3- mild dysplasia to severe
dysplasia

*HPV-human papillomavirus

Result

As a result of study-high risk lesions
(CIN2-3) were observed in 18,18% (n=8/44)
of NORMAL, 10% (n=2/20) of ASCUS,
27,27% (n=6/22) of LSIL,50% (n=5/10) of
HSIL  smear result reported patients.The
result was reported as carcinoma in 1 patient
with HSIL and 1 patient with LSIL.
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Table 1:
The cytology and histology diagnoses of patients who underwent biopsy.
HISTOLOGY DIAGNOSIS N
PAPSMEAR | NORMAL | CHRONIC | CIN1 CIN2 CIN3 CA TOTAL
CERVICITIS

NORMAL - 17 6 3 2 - 28
INFLAMATION | - 9 4 3 - . 16
ASCUS 2 13 3 2 - 20
LSIL - 9 6 6 - 1 2
HSIL - 3 1 3 2 1 10
TOTAL 2 51 20 17 4 2 96

As a result, high —risk lesions (CIN2 and CIN3) were found 30,18% (n=16/53) in pathologic
evaluation in HPV type 16 and 18 positive patients. In one patient with HPV18 cervical squamous
cell carcinoma was detected.

In our study was detected high risk lesions in 40% (4/10) HPV other type .

Table 2:

The results of HPV types and histology diagnoses.
HISTOLOGY DIAGNOSIS
HPV NORMAL | CHRONIC CIN1 CIN2 CIN3 CA TOTAL
TYPE CERVICITIS
HPV 16 2 19 6 11 5 - 43
HPV 18 | - 6 3 - 1 10
HPV 31 |- 1 - 1 - - 2
HPV 33 |- 1 - - - 1
HPV - 4 2 4 - - 10
OTHER
TOTAL 2 31 11 16 5 1 66

Pap smear result was reported as normal in 56,81% (n=25/44) of HPV type 16 and 18 patients,
13,63% (n=6/44) of these patients were smear LSIL and HSIL. 50% (n=3/6) of other positive HPV
types smear result reported as LSIL.

Table3:
The results of HPV types and cytology.
PAP SMEAR

HPV NORMAL | ENFLAMATION | ASCUS LSIL HSIL TOTAL
HPV 16 20 7 3 3 3 36
HPV 18 5 2 1 - - 8
HPV 31 1 - - - - 1
HPV 33 - - - - - -
HPV 1 - 1 3 - 5
OTHER
TOTAL 27 9 5 6 3 50

Discussion: A community-based scree- preinvasive lesions led to a significant
ning program is very important in preventing decrease in mortality and morbidity of the

cervical cancer. Diagnosis of asymptomatic
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disease due to early intervention (13). Since
screening programs cannot be implemented in
underdeveloped countries, cervical cancer
remains a major health problem. 85% of
deaths due to cervical cancer occur in these
countries (14). When cervical smear is used
alone, it is recommended to be repeated every
3 years (15). Spontaneous regression of the
low-grade dysplasia’s is likely, whereas high-
grade ones may progress to a higher rate in
cervical cancer. The main objective of the
screening program is to identify CIN 3 cases
(15). According to statistics in Turkey
abnormal smear results (ASCUS, ASC-H,
LSIL, HSIL, AGC, squamous carcinoma, and
adenocarcinoma) ratio is 1.76% (14).
Management of these pathological findings is
important for the purpose of the screening
program. Moreover, the sensitivity of Pap
smear can be up down to 30% (16, 17).
Therefore, the pathological findings obtained
by Pap smear should be evaluated with
biopsies taken with colposcopy. HPV DNA
screening is an important tool for the
evaluation of cervical pathologies.In addition
to cervical cytology, the use of HPV DNA
(co-test) useful to management patients after
positive cervical cytology (15).

It has been reported in the literature that
ASCUSs can be followed by HPV DNA,
followed by cytology repetition with 6
months intervals or by colposcopy (18).
However, it recommended in the final
guideline that smear repetition or HPV DNA
assessment be preferred to colposcopy (15).

In our study-high risk lesions (CIN2-3)
were observed in 18, 18% (n=8/44) of
NORMAL, 10% (n=2/20) of ASCUS, 27,
27% (n=6/22) of LSIL, 50% (n=5/10) of
HSIL smear result reported patients. The
result was reported as carcinoma in 1 patient
with HSIL and 1 patient with LSIL.

HPV DNA positivity rates vary in various
countries, even in various regions of our
country. HPV  DNA positivity —was
investigated in a study conducted on patients
with normal cervical cytology in Iran , HPV
DNA positivity rate was found 13% (19).
Two studies reported 23.6-27.2% of the
screening group as HPV positive (20, 21).
HPV DNA positivity in the HSIL group was
reported higher than in the LSIL and / or
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ASCUS group. Abali et al. (22) found HPV
DNA positivity in the HSIL group 100%, in
the LSIL group 14.2% and in the ASCUS
group 13.5%.Park et al. (23) reported the
high-risk HPV DNA positivity rate as 17.6%
in women with normal cervical cytology,
73.5% in the LSIL group, 92.2% in the HSIL
group and 95.2% in the invasive cervical
cancer cases.

Pap smear result was reported in our study
as normal in 56, 81% (n=25/44) of HPV type
16 and 18 patients, 13,63 % (n=6/44) of these
patients were smear LSIL and HSIL. 50%
(n=3/6) of other positive HPV types smear
result reported as LSIL.

HPV infections are frequently asympto-
matic in 70% of infected women, the virus is
completely cleared and eliminated in 90% of
the infected patients in two years (24). HPV
infections become persistent in 10% of
women infected with HPV (25). The
development of cervical cancer shows a
progressive course. Cervical intraepithelial
neoplasia (CIN) is characterized initially by
mild dysplastic changes. These lesions may
progress to CIN-2 / CIN-3 characterized by
severe dysplasia. Invasive squamous cell
carcinoma may develop if the lesions are not
detected and treated early. HPV infections
may turned cervical cancer an average of 10
years, but this may be during a year (26).

As a result, high —risk lesions (CIN2 and
CIN3) were found 30, 18% (n=16/53) in
pathologic evaluation in HPV type 16 and 18
positive patients. In one patient with HPV18
cervical squamous cell carcinoma was
detected.

In our study was detected high risk lesions
in 40% (4/10) HPV other types.

The novelty our study was detection of
high grade (CIN2-CIN3) lesions in HPV other
types which is thinks more innocent in
cervical lesions, and it consider as be more
careful in investigating cervical lesions.

Our study showed that it is misleading
approach to refer patients to colposcopy
according to only abnormal Pap smear or
HPV high-risk variant. This approach may
lead to escape precancerous lesion. Another
important point is that HPV other type
observed patients have the possibility of high
risk lesion (CIN2 and CIN3).
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Combined evaluation of Pap smear, col- using these methods separately and more
poscopy and punch biopsy while examining reliable approach to diagnosis of precancerous
cervical pathologies is more convenient, than lesions.
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