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Organized screening for cervical carcinoma has al-
ready demonstrated its efficiency in industrial countries
but it still has to be better organized, particularly in de-
veloping countries. In the European Union, results may
be improved thanks to more cooperation with Health
authorities, enabling the pathologists to focus the risk
evaluation and to broadcast recommendations about
prevention on a population level.

Until recent days, it was usually admitted that screen-
ing for cervical carcinoma could be considered as an effi-
cient method when screening programs had been
established and when the PAP test procedure was con-
trolled. But, when screening programs became better or-
ganized, it was stressed that, if incidence and mortality
from cervical cancer were effectively decreasing, inci-
dence and mortality were not decreasing as fast as it could
have been expected. Perhaps, other conditions should be
taken into account, related in particular to screening strat-
egy and to national health organization [11, 16, 17].

In this paper we intend to study the following points:
1. Is PAP test procedure controlled?
2. Screening strategy: what is new?
3. Associate HPV detection.
4. Recommendations.

1. Is PAP test procedure controlled?

Of course, all the technical steps have to be controlled,
including sampling, whether by conventional smear or
fluid-based method [13] and laboratory technical proce-
dures (ancillary staining methods, fluid-based procedure or
possible other methods).

Screening and definitive diagnosis have to be as reliable
as possible. External and internal quality controls of screening
by numerous methods have been thoroughly described by

many authors. Training, teaching and testing by all existing
methods have to remain currently applied (books, CD-rooms,
panels...), so as to make morphological analysis as precise as
possible.

Final diagnosis, i.e. taking into account clinical back-
ground, report and signature is upon the pathologist’s re-
sponsibility.

Several series of errors have to be searched for [14],
according to the following circumstances:

— atypical cells are not seen;

— atypical cells are seen but not classified as so;

— atypical cells are classified but report is not clear (Be-
thesda);

— report is clear but there is no follow-up.

Patient’s follow-up, although uneasy, is considered as
a part of the pathologist’s workload, including mailing and,
if ever, any new information about patient's clinical history.
This means that all possible Quality Control Tests are rec-
ommended.

Altogether, it may be admitted that the management of
the different steps of the technical procedure is usually con-
veniently applied.

2. Screening strategy: what’s new?

Several schemes exist worldwide and in the European
Union, according to organized/non-organized status of
screening on a national level. An organized screening can
reduce the mortality rate up to 90% “in the screened popula-
tion”. But it remains rather unclear to appreciate who is, in
one particular country, the “screened population” and it is
well known that most cervical carcinomas develop in not
screened or underscreened populations.

In many developing countries, screening is not yet
organized on a national level. The percentage of invasive
carcinomas remains quite impressive, for instance in Latin
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America where the incidence rate may reach 55/100,000
cases [1, 2, 5, 6, 12, 18], compared to 3—14/100,000 in in-
dustrialized countries. Reports mention that most of deaths
from female cancers are due to cervical carcinoma (some-
times before breast cancer) and that practically all the cases
of cancer develop in non-screened females. Lifestyle, pov-
erty and perhaps smearing procedure may be partly respon-
sible for such a situation but the main reasons seem to be
encountered in the following circumstances:

— when there is poor population coverage, more than 65%
of the cases develop in not screened or underscreened fe-
males;

— when resources are not well employed. For instance, in
Mexico City, a few years ago, although huge amounts of
money were spent for sampling and screening, the inci-
dence of invasive cervical carcinoma remained quite as
high as it was before, even in very young females, not in-
frequently under 20; patients with positive smears were
not treated, for it was extremely difficult to contact them,
due to the lack of organization of the mail; in fact, the
young women had their first smear on the occasion of
their first pregnancy, and they would not be informed
about an abnormal smear, if ever, and consequently
looked after, before they would attend another consulta-
tion, usually several months — or years — later, on the oc-
casion of another pregnancy!

— when, due to the lack of information, the patients are not
aware of cervical carcinoma being a sexually transmitted
diseases and know nothing about prevention (in Congo,
the spreading of AIDS is related to sexual violence and
the incidence of cervical carcinoma may be higher in
AIDS-positive patients).

In most industrialized countries, screening is more
or less organized, but not always on the national level.
A decreased mortality of more than 70% has been men-
tioned [3, 7, 8, 16]. The incidence of invasive carcinoma de-
creased up to 4.6/year in several Latin countries such as
France, Switzerland, Italy, Spain. In France, according to
several epidemiological studies [15], the level of standard-
ized incidence for invasive carcinoma decreased from
15.6/100,000 in 1978 to 8.6/100,000 in 1992 (33.5% de-
crease) and standardized levels of invasive carcinoma be-
came lower than those of in situ carcinoma.

The age decrease was significant for the 45—69 years
old patients and the cervical cancer, the 3™ amongst female
cancers in 1975, went backwards to the 7-8" range in 1998.

It is necessary to evaluate risk factors and to de-
liver adequate information on the national level. Recent
public health disasters have focused the risk problems in the
centre of health policy and have led to emerging caution
rules. Public health policy goals require a new management
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of risk factors. Risk evaluation has to appreciate the
incidence of the disease, to quantify risk factors thanks to
randomized studies, and to develop strategies in view to de-
crease them. Consequently, there is a need for proficiency
adequacy, better information of population and clear recom-
mendations. When the rules started to be applied to screen-
ing, during the recent years, several Expert Groups were
created and a number of national/international programs
were settled, including the 1996-funded “Europe against
cancer” program [3].

Countries may have to aim at different goals

They must find how to get more people to enter scree-
ning programs. For instance, in France, the test is free since
February 2004 for all patients with a previous ASC-US or
ASC-H (according to Bethesda terminology) and the scree-
ning HPV-test is reimbursed since May 1%, 2004. On the
other hand, an adequate management of health resources
should limit overscreening in rich or anxious categories.
The pathologists may have to change slightly their attitude,
to move gently from a merely morphological behavior (i.e.
“my Lab is a good one, there are very few diagnostic er-
rors”) to a more managing attitude (“where are the un-
screened patients, what can [ do to build a screening
program?”), that is to add epidemiological needs to cytol-
ogy daily workload. Pathologists have not been trained in
that direction. They have to learn, working together with
Health authorities. They also have to undertake a more
efficient use of health resources.

Cytology is thus slowly moving to less morphological
programs in which pathologists and cytopathologists are not
the only ones to be involved.

3. Associate Human Papillomavirus
detection

Cervical carcinoma is now admitted to be an HPV-in-
duced tumor, as HPV infection is a sexually transmitted dis-
case. From 25% to 40% are young people. Usually, the
infection is considered more as a label of sexual activity
than as a real disease and its natural evolution tends towards
recovery. But some viruses are oncogenic ones and some
events are supposed to act as associated factors: smoking,
traumas, immunity troubles (AIDS?). Setting up a strategy
for HPV screening and evaluation, several European Insti-
tutes for women health were created recently (Paris, Lon-
don, Dublin, Brussels, Rome, Berlin), the aim of which is
women’s information [9, 10].

Then, HPV detection should be added to the conven-
tional Pap test: if not conclusive (i.e. neither positive nor
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negative), the viral test would enable an ASCUS triage. In
France, the HPV test was recommended by the National
Agency for Health Accreditation and Evaluation [10] and is
partly reimbursed since February 2004 in cases of ASC-US
and ASC-H.

Vaccination is thoroughly expected to be possible in
the near future. It should be available within 3-5 years. It
would save 500,000 new worldwide cases every year, cut-
ting out at least 70% of the cases of cervical carcinoma.

4. Recommendations

The screening recommendations are mentioned in the
so-called EUROPEAN CODE AGAINST CANCER [3], in
which the 9™ item (out of the 10) mentions that every
woman should have regular screening tests. The arising
question is the following: what can be done?

— For all state members, cervical smear should be the refer-
ring method for screening for women aged from 30 to 60,
once every 3—5 years and programs have to be organized.

— For European Community, a common histocytology ter-
minology has to be adopted and Quality Control has to be
settled on the national level.

Of course, new methods have to be evaluated so as to
reduce overscreening and reach disadvantaged people.
Quality control and follow-up must be set up with epidemio-
logical indicators monitoring. New methods have to be eval-
uated (++HPV/DNA), screening focused on 30—-60s when
resources are limited and cost/efficiency measured.

Conclusion

Screening for cytological abnormalities in gyneco-
logical smears is probably moving towards less morpholog-
ical criteria and it is difficult to imagine what it will look like
within a few years. Nevertheless, all European countries
will have to associate their efforts for evident economical
and public health reasons.

However, the following items may summarize our
comments:

— Non-organized screening is better than nothing.

— Efficiency of organized programs is demonstrated.

— One cervical smear every 3 years prevents 90% of cervi-
cal cancers when all women join the program.

— Benefit is only obtained if population coverage is high.

— Risk factors have to be evaluated.

And, prevention can change the historical course of
the disease.
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