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To assess the value of opportunistic screening in diagnosis of invasive squamous carcinoma found in
>70 years old women in Trentino (northern region of Italy) in the period 2007 to 2010, the cytopathology
Section of Rovereto Hospital examined 28589 opportunistic Pap smears. papillomavirus (HPV)
genotyping by polymerase chain reaction (PCR) was performed in all histological specimens with
diagnosis of low grade and high grade intraepithelial lesions and invasive cervical carcinoma. 111
cases (0.38%) of cervical intraepithelial neoplasia-3-squamous cell carcinoma were identified in 28589
opportunistic Pap smears. The cytological diagnosis of cervical intraepithelial neoplasia-3 was
performed in three cases, confirmed by cone biopsy in two patients with the presence of HPV-16 and
HPV-58 with PCR. The diagnosis of keratinizing squamous cell carcinoma was performed with Pap
smear in three patients, histologically confirmed by the biopsy with the presence of HPV-58 in one case.
Non-keratinizing squamous cell carcinoma was diagnosed with Pap smear in two cases, histologically
confirmed by hysterectomy with bilateral salpingo-oophorectomy in absence of HPV. It is necessary to
note that early diagnosis decrease to mortality, morbidity and management costs of new cases of
cervical cancer diagnosed in > 65 years old women. The present study supports the screening policy to
perform Pap test every 3 years until aged 69 years, independently to sexual activity.
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INTRODUCTION

Since 1996, Italian national guidelines have et al., 2007). Their results have been published by the

recommended to different regions, the implementation of
organised screening programmes for cervical cancer.
These recommendations, largely based on European
guidelines, include personal invitations to women aged 25
to 64 years for a Pap smear every three years, a
monitoring system and quality assurance for each phase
of the programme. Surveys designed to assess the level
of implementation of organised programmes in Italy and
to collect process indicators have been conducted by
Italian Group for Cervical Screening since 1997 (Ronco
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Osservatorio Nazionale Screening (ONS; National Centre
for Screening Monitoring) since 2002. Since 1993 in
Trentino region (North Italy), an Organized Screening
(OrS) exists for women 25 to 65 aged. The target
population comprises 146737 women. In the period 1993
to 2006, the Pap-smears of OrS were examined in the
Institutes of Anatomic Pathology and Cytopathology of S.
Chiara Hospital Trento and Rovereto Hospital. Since
2007, the Cytopathology Section of Institute of Anatomic
Pathology of Rovereto Hospital has examined only Pap-
tests of Opportunistic Screening (OpS); left to the
woman'’s initiative. OpS may be considered as all Pap-
test performed outside an OrS program. For example,
some women have Pap-test at their doctor’s office during
their physical examination independently of personal



letter invitation of OrS. An estimated 2,927 new cases of
cervical cancer occurred in Italy in 2005 (crude incidence
9.7/100,000; world age-standardized incidence
6.0/100,000). 1014 (34.64%) has been diagnosed in
>65years old women (AIRTum, 2006; ISTAT, 2005).
Early diagnosis is necessary to decrease the direct
management costs of disease. In the present study we
have examined the screening histories, treatment, human
papillomavirus (HPV) detection of cervical intraepithelial
neoplasia (CIN)3- invasive squamous cell carcinoma
(SCC) in >65 years-old women, diagnosed in the period
2007 to 2010 with opportunistic Pap-tests in the
Cytopathology Section of Institute of Anatomic Pathology
in Rovereto Hospital. The aim of the paper is to study the
incidence of invasive SCC diagnosed with opportunistic
screening in order to decrease the direct management
cost of disease in Trentino region in >65 years-old
women.

MATERIALS AND METHODS

The Pap smear was performed by gynaecologist to the woman’s
initiative. An experienced cytopathologist (TP) whose diagnostic
experience exceeds 20 years examined all abnormal smears and
10% of the normal smears previously observed by a senior
cytotechnologist. Colposcopic and cervical biopsies were taken by
an experienced colposcopist (in practice for more than 10 years)
and review by a senior colposcopist as part of the routine. Cervical
biopsy was performed in two cases, cone biopsy in two patients and
hysterectomy with bilateral salpingo-oophorectomy in three cases.
Consensus polymerase chain reaction (PCR) and direct sequencing
of PCR products (DNA HPV typing) were used to determinate the
type or types of HPV in histological specimens. PCR consensus
primer sets which hybridize to highly conserved regions of the HPV
genome has been designed to detect many known HPV types in a
single amplification procedure (Gravitt et al., 1991; Lungu et al.,
1992; Rady et al., 1995; Zheng et al., 1995). In the present study,
we used the consensus primer sets to detect HPV in histological
specimens. These primers promote the amplification of a 450 bp
fragment spanning the LI open reading frame (ORF) from at least
25 distinct genital HPV types (Manos et al., 1989). Additionally,
samples positive by L1-PCR were digested with three restriction
enzymes (Hae Ill, BstN | and Dde 1) for accurate HPV typing.
Cervical tissue samples were obtained from 8 patients (Table 2).
Specimens were stored in liquid nitrogen until use. DNA extraction
was carried out according to standard procedures (Strauss, 1987).
DNAs of several cloned HPV types were tested by the PCR using
general HPV primers. The PCR amplifications, which target a
portion of the HPV L1 region (approximately 450 bp), were
performed on 5 to 10 pl of each sample preparation as previously
described (Manos et al., 1989). Reactions contained aliquots of
clilnical samples or of control DNAs in 100 pl of solutions containing
50 mM KCI, 1.5 mM MgClI2, 10 mM Tris (pH 8.3), 200 uM of each
dNTP (dATP, dCTP, dGTP, dTTP), 100 mg/ml gelatin, 2.5 units Taq
polymerase (Perkin Elmer Cetus Instruments, Norwalk, CT) and
100 pmoles of each consensus primer (MY 11 and MY 09). In
addition to HPV-negative and HPV-positive control samples, no-
DNA controls (that is, reaction mixtures to which no DNA were
added) were included during each amplification series for the
detection of contamination during reaction set-up. Furthermore, to
minimize contamination, we used only positive displacement
pipettes and disposable pipettes in the assembly of amplification
reactions. Pre- and post- amplification

reagents were kept physically separated throughout the experiments to
avoid contamination (Kwok and Higuchi, 1989) Each L1 amplification
reaction contained L1 degenerate primers MY11
(GCMCAGGGWCATAAYAATGG) and MYO9
(CGTCCMARRGGAWACTGATC) (Manos et al., 1989), with the
following modification: 5 pmol each of the -globin primers GH20
(5 GAAGAGCCAAGGACAGGTAC 3) and PCO4 (%
CAACTTCATCCACGTTCACC 3) were included for the
simultaneous amplification of a -globin product of 268 bp that
served as an internal control. Each reaction was subjected to 30
amplification cycles in a DNA Thermal Cycler, using thermocycle-
step parameters of 95°C for 30 s, 55°C for 30 s and 72°C for 1 min.
An additional 5 min was included at the final 72°C elongation cycle.
If the initial result was HPV-negative, a portion (usually, 1/10th) of
the first amplified reaction mixture was subjected to another 30
cycles of amplification under the same conditions with freshly
supplemented primers, deoxyribonucleotide triphosphates, and Taq
polymerase. 10 ml of PCR product was visualized with UV-light
after agarose gel electrophoresis (2%) containing ethidium bromide
(5 pg/25 ml). Three restriction enzymes (Hae 11, BstN I, Dde 1)
were chosen based on their restriction patterns of the amplified
product produced from L1-PCR. Samples that were L1-PCR-
positive for any HPV type assayed and produced a visible band on
agarose gel, it was digested with the 3 chosen restriction enzymes
for confirmation of the results. In L1-PCR, amplification products
were almost free from nonspecific bands and therefore aliquots of
the amplification reaction were subjected to restriction digestion
without further purification. Volumes of 12 pul of each sample were
added to a restriction enzyme cocktail under conditions specified by
the manufacturer. Reactions were stopped with 12 pl of gel loading
buffer and separated on a 12% polyacrylamide gel. DNA was
visualized with ethidium bromide staining.

RESULTS

The distribution of women for decades is reported in Table
1. Between the women (> 64 years old) with CIN3-SCC
cytological diagnosis all were > 70 years old and were not
invited to OrS because of age > 64 years. We have reported
in Table 2 the age, histological diagnosis, treatment and
HPV detection of 8 patients over 70 years with CIN 3 SCC
cytological diagnosis. Each specimen was tested for
amplification of the L1-ORF of HPV 6, 11, 16, 18, 31, 33, 35,
42, 51 and 58 using consensus primers. PCR product of
each sample was revealed by 2% agarose gel
electrophoresis. About 100 pg of HPV types 6b, 11, 16, 18
and 33 in viral plasmids as positive controls were routinely
detected by PCR. Negative controls were satisfactory.
Tissues tested for the presence of HPV DNA by PCR were
also tested for the presence of the [B-globin DNA to
determine if the cellular DNA in the specimens was
accessible for PCR. The B-globin sequences were
successfully amplified in all 8 cases. The amplified B-globin
fragment (268 bp) and HPV amplification products (450 bp)
of the expected size was visible in the ethidium bromide-
stained gels. In cervical biopsies obtained from 8 women, an
HPV rate of 37.5% (3 of 8) was found. One of these HPVs
was HPV 16 and two was HPV 58. Detection rates for HPV
infection were not increased after second sampling. HPV
detection by PCR correlated with that by restriction enzyme
analysis.



Table 1. Opportunistic screening: Decades of age of 28.589 women in the period 2007 to 2010.

Total number opportunistic Pap-tests <20 Years (%)

21— 40 Years (%) 41 — 70 Years (%) > 70 Years (%)

28.589 892 (3.2%)

11240 (39.3%) 14848 (51.9%) 1620 (5.6%)

Table 2. Age, treatment, histological diagnosis, HPV detection in women over 70 years-old with CIN3-squamous cell carcinoma.

No. of

patients Age Treatment Histological diagnosis (pT) HPV finding

1 81 Hysterectomy with bilateral salpingo- CIN3 HPV16
oophorectomy

2 82 Cone biopsy CIN3 Negative

3 71 Cone biopsy CIN3 HPV58

4 79 Cone biopsy + radiotherapy Keratinizing squamous cell carcinoma NOS  Negative

5 75 Hysterectomy with bilateral salpingo- Non keratinizing squamous cell carcinoma Negative
oophorectomy (pT1bl)

6 82 Biopsy Keratinizing squamous cell carcinoma NOS  Negative

7 72 Biopsy + radiotherapy Keratinizing squamous cell carcinoma NOS HPV58

8 75 Hysterectomy with bilateral salpingo- Non keratinizing squamous cell carcinoma Negative

oophorectomy + radiotherapy

(pT1bl)

Samples that were L1-PCR positive for 2 HPVs were
digested with 3 restriction enzymes, Hae Ill, BstN | and
Dde I. The restriction fragment lengths are useful for
typing the HPV DNA fragments amplified by L1-PCR.

DISCUSSION

The annual incidence of invasive cervical cancer in
women between 30 and 50 years of age in high-risk
areas is 1/1,000. From an epidemiological point of view,
an HPV infection meets the criteria as a causal agent for
cervical cancer (Schiffman et al., 1993; Bosch et al.,
2002). Having sexual contact is the main source of HPV
infection. HPVs are a group of host specific DNA virus
with remarkable epithelial cell specificity. More than 120
different HPV genotypes have been identified and almost
45 subtypes, isolated from the low genital tract have been
grouped into high- and low- risk HPV types, considering
their risk potential to induce an invasive cervical cancer.
In a recent study Mufioz et al. (2003) classify HPV 16, 18,
31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 68, 73 and 82 as
high risk viruses, detectable in high grade squamous
intraepithelial lesions or in invasive cancer; HPV 26, 53
and 66 as potential high risk with a not well known
oncogenic potential; while types 6, 11, 40, 42, 43, 44, 54,
61, 70, 72, 81 and 89 can be considered as viruses with
low oncogenic risk and they can be isolated from low
grade epithelial lesions. Functionally high risk HPV types
infection contributes to carcinogenesis and tumour
progression predominantly through the action of two viral
oncogenes, E6 and E7. The E6 protein exerts rapid

degradation of p53, in corporation with E6-associated
protein (E6-AP), via ubiquitin-mediated proteolysis
pathway (Scheffner et al., 1993; Huibregtse et al., 1993).
The E7 protein mediates the release of the E2F
transcription factor from pRb-E2F complex (Nevins,
1992). Mutational analysis of HPV 16 E6 protein revealed
that a certain level of the activity to degrade p53 is
required for E6 to manifest its transforming function
(Nakagawa et al., 1992). The p53 mutations are the most
frequent genetic abnormalities found in a wide variety of
human malignant tumours (Harris, 1993). Once DNA
damage occurs, p53 protein is induced and arrests cells
in the G1 phase to enhance DNA repair (Kuerbitz et al.,
1992), or triggers apoptosis following DNA damage
(Lowe et al., 1993). These functions of p53 protein are
important to maintain the genomic integrity. Mutant p53
proteins are devoid of these functions, because they lose
the ability of DNA contact or destabilize the structure of
the core domain (Cho et al., 1994). In this way, once p53
is mutated, DNA damage is fixed and subsequent genetic
rearrangement progress which may be putative
mechanisms to initiate cancer. Thus far, exceptionally
low prevalence (0 to 6%) of the p53 mutations had been
documented in cervical carcinomas (Fujita et al., 1992;
Choo et al., 1993; Helland et al., 1993; Paquette et al.,
1993; Miwa et al.,, 1995). The p53 protein in cervical
carcinoma is thought to be inactivated presumably due to
complex formation with HPV E6 oncoprotein. The most
common member of the high-risk group is HPV 16, which
accounts for more than 60% of all cervical cancers. The
high-risk types account for more than 95% of all cases of
cervical cancer. One of the main differences between



high- and low-risk types is the possibility of integration in
the genome. Approximately 1% of the high-risk HPV
types and only 0.1% of the low-risk HPV types will lead to
the development of cervical cancer (Ferlay et al., 2000).
In our case HPV 16 and HPV 58 were detected in two
cases of CIN3 and HPV 58 in one case of SCC. In one
case of CIN3 and in 4 cases of squamous cell carcinoma
the HPV type has been not detected. Two hypotheses
may be made. There is a subset of SCCs that is
unrelated to HPV. Other hypothesis takes into account
that HPV 16 is only integrated in 72 percent of all invasive
cervical cancers (Walboomers et al., 1999). The finding of
the absence of HPV 16 DNA integration in some
carcinomas implies that integration is not always required
for malignant progression, but does not exclude the
importance of HPV integration in the initiation of cervical
cancer. Hypothetically, after the development of a
carcinoma, the abnormal clone could lose the viral DNA.
HPV 18, on the other hand, shows 100% integration. In
light of recent studies demonstrating that mutation of p53
gene was found in over 20% of the patients with vulvar
carcinoma (Lee et al., 1994; Milde-Langosch et al., 1995),
a disease of elderly women and a known HPV- related
malignancy, Nakagawa et al. (1999) analysed mutation of
the p53 gene in 46 women with cervical carcinomas at
the age of 60 or more (mean; 71 years, range; 60 to 96
years). Of the 46 patients, 41 had squamous cell
carcinoma and 5 had adenocarcinoma. Point mutation of
the p53 gene was detected in 5 out of 46 (11%) cervical
carcinomas: 1 of 17 (6%) samples associated with high-
risk HPVs (HPV 16 and HPV 18) and 4 of 27 samples
(15%) with intermediate-risk HPVs, whereas no mutation
was found in 2 HPV negative cases. Although falling
short of statistical significance reduces the strength of the
conclusion. Data presented by Nakagawa et al. (1999)
imply that p53 gene mutation may constitute one
pathogenetic factor in cervical carcinoma affecting elderly
women. To clarify the age-related genetic events in
cervical cancer in elderly (>65 years) women, a large
variety of nucleic acid hybridization assays has been
employed for the detection and specific identification of
HPV DNAs. These include Southern, dot blot, filter in situ
(FISH) and tissue in situ hybridizations. Recently, much
attention has focused on the potential utility of PCR
methods to amplify HPV-specific DNA sequences (Manos
et al., 1989). PCR promises to be much more sensitive
than previously used methods of HPV DNA detection.
Morever, PCR consensus primer sets, which hybridize to
highly conserved regions of the HPV genome, have been
designed to detect many known HPV types in a single
amplification procedure. Saito et al. (2000) have analyzed
for HPV typing via PCR, the expression of p53, 66 tissue
specimens obtained from patients with stage Ib-llb
cervical carcinoma. Of this group, 50 women aged 64
years and younger were designated as the younger
group (mean age 46.7) and 16 women aged 65 years

and older were designated as the older group (mean age
67.6). The prevalence of HPV DNA was higher in the
younger group than in the older group (84.0 vs. 50.0%)
as was the detection rate of HPV 16 (44.0 vs. 6.3%). In
contrast, HPV 18, 33, 52, 58, were frequently detected in
older patients. The positive rate of p53 overexpression in
the older group was similar to that in the younger group
(46.7 vs. 48.8%). There was no significant difference in
the incidence of lymph node metastasis, histology, and
the distribution of clinical stage between the two groups.
EGFR and Cox-2 overexpression has been reported in
many neoplasms (Tsujii and DuBois, 1995; Tsujii et al.,
1997). To find information on invasive SCC in the elderly,
Giordano et al. (2011) have analyzed 110 invasive SCCs
obtained from 2 groups of patients for HPV status by
PCR study, for immuno-histochemical EGFR, Cox-2
expression and clinicopathologic features. In this study,
64 women aged 60 years or younger were designated as
the younger group and 46 who were 61 years or older
were designated as the older group. The HPV status and
the expression of Cox-2 and EGFR in the younger and
older women were compared and correlated with the
grading, staging neoplasm, lymph nodal status and
overall survival. The number of neoplasms with higher
staging was significantly greater than those in the
younger women. The mortality was higher in the older
group than in the younger patients. In the elderly, the
presence of HPV DNA in 65% of cases and in the
absence of sexual activity could be due to reactivation of
latent HPV infection. In accordance with data provided by
the literature, this finding demonstrated that HPV DNA
can be detected in elderly women and can be associated
with cervical carcinoma (Baay et al., 2001; Garcia-
Pifieres et al., 2006; Subbaramaiah and Dannenberg,
2007). Thus, it is possible that, in elderly women, HPV
presence, in the absence of sexual activity, could be due
to reactivation of latent HPV infection because of
impairment of host immunologic response (Mubiayi et al.,
2002). Inadequate immunologic control of HPV infection
resulting in viral persistence is likely an important
determinant of risk of progression to cervical neoplastic
disease. Immunologic competence has been reported to
decrease with aging. Garcia-Pineres et al. (2006)
examined the association between lymphoproliferative
responses to antigens/mitogens and persistent HPV
infection in women older than 45 years. Women included
in this study were participants in a 10,000 woman
population-based cohort study of cervical neoplasia in
Costa Rica. Women older than 45 years and HPV DNA
positive at a screening visit were selected as cases (n =
283). Garcia Piferes et al. (2006) selected a comparably
sized control group of HPV DNA-negative women,
matched to cases on age and time since enrollment (n =
261). At an additional clinical visit, women were
cytologically and virologically re-screened and cervical
and blood specimens were collected. Proliferative
responses to phytohemagglutinin (PHA), influenza virus



Table 3. Organised cervical cancer screening programmes in ltaly: Value of some process indicators in Trentino
region between 2005-2008 (National Centre for Screening Monitoring).

TRENTINO

2005 2006 2007 2008
Nominal extension (%) 37 30 30,1 29,8
Number of invitated woman 52.305 43.455 45.104 44.852
Compliance with recommendation to repeat cytology (%) 35,7 36,2 37 53,2
Inadequate citology (%) 4,8 57 55 5
Recommendation to repeat cytology(%) 15 1.3 1,3 1,2
Compliance colposcopy with referral for ASCUS+ 75,5 78,5 79 76
DR? for cytologyc lesions CIN2+ unadjusted 3,4 2,4 3,2 2,4
PPV for CIN2+ of ASCUS+ referred to colposcopy 29,6 23,9 31,5 28,3

(Flu), and HPV16 virus-like particle (VLP) were lower
among women with persistent HPV infection than for the
control. The decreases were most profound in women
with long-term persistence and were only observed for the
oldest age group (= 65 years). The results of this study
indicate that impairment in host immunologic responses is
associated to persistent HPV infection. Since 1993, at
least 7 studies have described the screening histories of
women with invasive cervical cancer (Ciatto et al., 1993;
Kenter et al., 1996; Stuart et al., 1997). In 2007 the
almost 30% of the Italian population not included in
organised programmes is partly the result of an
implementation process still in progress in some Regions
in Southern Italy, but mainly of a very limited or
completely absent implementation in a few Regions in
Northern ltaly. In 2007, 121 active programmes had a
target population 11,872,810 women, corresponding to
71.8% of Italian women aged 25 to 64 years vs. 69% in
2006. During 2007, 39.8% of invites women were
screened vs. 38.5% in the previous year. The last report
of National Centre for Screening Monitoring as been
published in 2008 and various process indicators of all
regions have been described with exclusion of Liguria.
Only 39.7% of invited women were screened vs. 39.8% in
the previous year. The data of Trentino Region has been
reported in Table 3. The nominal extension varied from
9,9% (Puglia) to 54,4% (Basilicata), the compliance with
recommendation to repeat cytology from 17.2% (Puglia)
to 73.3% (Valle D’Aosta), the inadequate cytology from
0.8% (Valle D’Aosta) to 12.1% (Molise), the
recommendation to repeat cytology varied from 1.2%
(Trentino and Puglia) to 4.5% (Abruzzo). The main
examined process indicator has not been reported in all
the regions.

In conclusion, the data of National Centre for Screening
Monitoring provides information regarding the deludent
performance of the organized screening programmes for
cervical cancer. The distinction between OpS and OS
screening has not been done. Ricciardi et al. (2009) have
examined the direct cost of managing invasive cervical
cancer in Italy. An estimated 2,927 new cases of cervical
cancer occurred in Italy in 2005. The estimated numbers

of new cases by FIGO stage were: FIGO I, 1,927; FIGO
Il, 556; FIGO IIl, 259; and FIGO 1V, 185. Costs for the
most frequent procedures were estimated as: € 6,041 for
radical hysterectomy or other surgery; € 4,901 for radio-
chemotherapy; € 1,588 for brachytherapy; and € 3,795 for
palliative chemotherapy. Mean management costs for
incident cases (including 10 years follow-up) were
estimated at: FIGO I, € 6,024; FIGO I, € 10,572; FIGO I,
€ 11,367; FIGO 1V, € 8707; and € 5,854 for the terminal
phase (1 month). The total direct management cost was
estimated at € 28.3 million per year. Because the 34.64%
of invasive cervical carcinoma has been diagnosed in >
65years old women, it is necessary to consider the
extension of screening programs after the 65 years. With
regard to screening histories of invasive cervical
carcinoma in ltaly, no studies have been published
except OrS programme of Friuli Venezia Giulia.

In Italy the complete screening history of women
diagnosed with invasive cervical cancer has been
performed only in Friuli Venezia Giulia — North eastern
Italy. In these regions an OrS was initiated in 1999
targeting women aged 25 to 64 years, who are invited to
have a Pap-test every 3 years. The screening histories of
CIN3 — SCC in > 65 years old women may be made with
study of OpS because the OrS offers a free-of-charge
Pap-test every 3 years to all women aged 25 to 64 years.
Zucchetto et al. (2010) have examined the screening
histories of 438 women with invasive cervical cancer
diagnosed in Friuli Venezia-Giulia between 1999 and
2005. 82 cases (49.7%) were found in > 65 years old
women. 165 (37.7%) women were not screening. 69
(15.8%) women were not invited to OrS because of age
>65 years old. Histological type and HPV detection of
invasive cervical cancers has been reported. The study of
Zucchetto et al. (2010) shows that the lack of screening
among older women and of compliance with organized
programs among women in the target population are the
main limitation in cervical cancer secondary prevention.
The results of Zucchetto et al. (2010) are in agreement
with research conducted in northen Europe. Bos et al.
(2006) have analyzed the screening history of 3.175
women with invasive cervical cancer diagnosed in the



years 1994 to 1997 in the Netherland. 57% of 3175
women with invasive cervical cancer had no previous
smears. Given the high proportion of women with invasive
cervical cancer older than 64 years at diagnosis, the
possibilities of inviting them to have at least one Pap
smear test after 64 years, should be taken into
consideration. According to American Cancer Society
Guidelines for the early detection of cancer and the
guidelines of other national regional screening
programme, women 70 years of age or older who have
had 3 or more normal Pap-test in a known and no
abnormal Pap-test results in the last 10 years may
choose to stop having Pap-test. According to National
Cervical Screening Program, the current policy of
screening women of New Zealand is to continue
organized regular screening until aged 69 years with Pap
test every three years if the women have ever been
sexually active. The National Cervical Screening Program
of Australian Government believes that at age 70, women
should consult with your doctor about whether they need
to continue to have a regular Pap smear.

The present study support the screening policy to
perform Pap test every 3 years until aged 69 years,
independently to sexual activity because 34.64% of
invasive cervical carcinoma has been diagnosed in > 65
years old women. Consequently, it is necessarily early
diagnosis that decreases mortality, morbidity and direct
management costs of disease.
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