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The partners activities of the Cervical Cancer Screening Network are grouped in 3 parts:

· Part 1: Quality Assurance and Quality Control (including the Guidelines)

· Part 2: Monitoring, Epidemiology and Evaluation of Cervical Screening,

· Part 3: New Technologies in Cervical Screening

The 1st version of the "European Guidelines for Cervical Cancer Screening" will be produced, and the WEB FORUM will be used for the dissemination of the obtained project results..

PART 1:

Quality Assurance and Quality Control
Leader: 
Prof. Ulrich Schenck

GERMANY: Cytological Institute of the Bavarian Cancer Society

The planned work has three main objectives:

i) to improve the Quality Assurance and Control Practices (i.e. methods, techniques, tools, training), and to evaluate their impact on cervical cancer screening in German laboratories  with respect to efficiency and costs.

ii) to improve and release the German version of the "European Guidelines for Quality Assurance in Cervical Cancer Screening"

iii) to continue to investigate the "Continuous grading of intraepithelial lesions" and the study on DNA content of cases of intraepithelial lesions of mild and moderate dysplasia related to cytological / histological follow up (regression, persistence, progression)

PLANNED WORK

During this project (December 2002 - December 2003) the Quality Assurance and Control Practices (i.e. methods, techniques, tools, training) will be improved and their impact with respect to their efficiency and costs will be evaluated:

i) the developed practices will be experimentally used for the screening work (until June 2003)

ii) their impact on the quality of cervical cancer screening process will be evaluated with respect to their efficiency and costs. (in June 2003)

iii) the improved Quality Assurance and Control Practices (i.e. methods, techniques, tools, training) will be documented and disseminated via the WEB FORUM to the project partners (in November 2003)

The improvement of the German version of  the "European Guidelines for Quality Assurance in Cervical Cancer Screening" is the second working area in this project, and is structured as follows:

i) The first German contribution to the "Updated European Guidelines for Quality Assurance in Cervical Cancer Screening" will be revised (starting in December 2002).

ii) Improved German and English versions of the Guidelines contributions will be released  (March 2003) on the WEB FORUM and the opinions of the international experts working in this field will be incorporated (until May 2003).

iii) This improved version of the Guidelines will be revised and released in November 2003 to the European Commission.

The study of "Continuous grading of intraepithelial lesions" is the third working area in this project, and will be continued as follows

i) 2nd Study (200 cases) concerning the reproducibility of continuous grading (release in March 2003)

ii) 2nd Study (400 cases) on the follow up of cases with mild or moderate dysplasia (release in June 2003)

iii) 2nd Study related to the question: Do low risk HPV statistically protect against the risk of high risk HPV? (release in August 2003)

iv) 2nd Study on DNA content of cases of intraepithelial lesions of mild and moderate dysplasia related to cytological / histological follow up (regression, persistence, progression). This study will be released in October 2003.

v) Comparison of the obtained studies results obtained in November 2002 (1st Study) and the 2nd study finished in October 2003 (planned in November 2003).

Information Dissemination.

· Work will be performed for improving the "European Guidelines for Cervical Cancer Screening", and for producing the first version of the Guidelines.

· The WEB FORUM will be used for dissemination of the obtained project results.

· The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Germany will be discussed

AUSTRIA: University of Vienna, Department of Pathology

This new partner of the network will perform following activities:

· An experimental study of the new quality assurance and control practices of the Network will be carried out with the aim of ensuring high standards of cervical cancer screening in Austrian cytological and histological laboratories.

· An advanced quality management system will be developed for the laboratory, with the aim of introducing a certification audit, which should be held by a professional institution and has to be repeated every three years. 

· The Austrian practice in Cervical Cancer Screening will presented, and the applicability of the new methods and techniques elaborated by the Network will be investigated.

· In long terms the consensus with the improved European Guidelines for Cervical Cancer Screening will be reached, and the Guidelines' recommendations will be implemented.

· The presentation of the performed work on the WEB FORUM will facilitate the discussion with external experts and the dissemination of the obtained results world-wide via the Internet.

· The results obtained in the Network (from December 2002 to December 2003) will be presented, and their impact on cervical cancer screening in Austria will be discussed

BELGIUM: Scientific Institute of Public Health – Louis Pasteur

The activities within the Network for improving the European Guidelines for Cervical Cancer Screening will be continued. The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Belgium will be discussed.

RESEARCH WORK:

a. Continuation of ongoing randomised trial comparing liquid based cytology (LBC)+ HPV screening versus LBC and HPV for triage of borderline/low-grade lesions. Randomisation of 2 x 1500 women in group A & B. All women in group A will receive liquid based cytology and Hybrid Capture II HPV testing; women in group B will receive LBC (all) and HC II only in case of ASCUS or LSIL is found in the thin layer smear. Follow-up, diagnosis and treatment is carried out according to earlier described protocols. 

b. Follow-up of 100 women treated for HSIL with repeat cytology, HPV testing with HC II and PCR, colposcopy and biopsy if necessary at months 1, 3, 6 and 12 after treatment. Outcome: prediction of recurrent disease. Timing: recruitment of HSIL cases over 12 months.  End follow-up and reporting over the next 12 months.

c. Triage of 400 cases if ASCUS/LSIL with concomitant repeat cytology and HPV testing (HC II and PCR using consensus primers for the L1 gene).  Patients will be randomised into 2 groups.  In group A: management will be oriented according to cytology and HPV.  In group B: management will be decided according to cytology (HPV test results will be blinded). Timing: recruitment of HSIL cases over 12 months.  End follow-up and reporting over the next 12 months.

ADDITIONAL WORK:

1. Development of a cervical cancer screening programme for the whole of Belgium. Creation of a steering group. Constitution of a steering group: first two months; elaboration of a Belgian programme in collaboration with the Communities and the Region of Brussels: months 3-12. 

2. Statistical analyses of and reporting on the Belgian cervical screening data. Data collected in the framework of screening registration in the previous years. Statistical analysis and reporting during first 6 months.

3. Advanced statistical analyses of incidence and mortality trends concerning cervical and other uterine cancers: study of temporal and spatial variation in relation with influencing factors (age-period-cohort effects, spatial co-variates) for Belgium and other EU countries. Statistical analysis performed in collaboration with the Biostatistical Centre of the University of Limburg (Prof. G. Molenbergs); Leuven (Prof. E. Lesaffre) and the University of Aberdeen (Prof. A. Lawson). Activity will be spread over the 12 months of the year.

4. Cost-effectiveness modelling of alternative screening strategies: target age groups, screening frequency of screening, inclusion of new screening methods with MISCAN and Data Triage micro-simulation models.  Estimation of cost-effectiveness of the application of new screening techniques.

5. Surveys: (1) among gynaecologists and GP’s concerning current knowledge, attitudes and practice concerning HPV testing and result communication, (2) among women concerning psychological aspects of HPV testing, need for information and communication. First: 3 months: development of questionnaires; month 4-5: pilot testing of questionnaires; month 6: elaboration of definitive questionnaires; month 9-10: sending of questionnaires to gynaecologists and interview of women; month 11 data entry and statistical analysis; month 12: reporting.

6. Collect data from structural databases available at sickness funds (health insurance agencies) containing detailed information on smear taking and smear reading for all assured individual members and compare this information with estimates of  screening coverage derived from surveys such as the national Health Interview Surveys (HIS). Collection of health insurance data (1st 5 months).  Data analysis (month 6-7).  Comparison with coverage estimates from HIS-surveys (month 8-9).  Reporting of ‘validated’ screening coverage ventilated over demographic, socio-economic and geographical determinants (months 10-12).

7. Work will be performed for improving the "European Guidelines for Cervical Cancer Screening", and for producing the Finish version of the Guidelines.

8. The WEB FORUM will be used for dissemination of the obtained project results.

9. The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Belgium will be discussed

FRANCE:  Association EVE, Strasbourg

The aims of the EVE Association during the current application in the European cervical cancer screening network are the following :

1. To finish the study started in December 2000 on evaluation of the thin layer technique used as a common practice within the framework of the campaign for cervical cancer screening in the Bas-Rhin region (project SI2.318240 (2001CVG2-002), running from 16. December 2000 to 15. December 2001). 

2. To evaluate the diagnostic parameters of this technique we have already done a historical comparison of cytological results observed in the two laboratories one year before introduction of monolayers (August 1997-July 1998) and one year after (1999). A comparison for the same period with a control group where conventional Pap was still used is also achieved (intermediate report –period : 16. Dec. 2000 to 31. May 2001)

3. The diagnostic parameters (sensitivity, specificity, positive predictive value and negative predictive value) for conventional smears will be known, with a complete 3 year follow-up at the end of 2002 but the same data will need 6 months more for monolayers as the end point is 31 December 2002.

4. The multivariate analysis will only be achieved at the end of this project, that is on 15 December 2003.

5. To continue the long term survey of ASCUS, AGUS and immature metaplasia in an organised regional screening program that is going to begin in December 2001.

Background: in 1997, ASCUS an AGUS were not very well known by physicians. On subjective reasons some of them will have been very aggressive, others will have considered these lesions as trivial. We’ll try to provide objective facts for a better management of this smears.

Results schedule from 15 December 2002 to 15 December 2003 :

Review of smears and determination of proportion of misclassified smears should already be achieved.

In this phase of the project we will particularly focus on long term outcome at 5 years (end point is 31 December 2002).

A special study on follow-up patterns will be made. Gynaecologists will be asked about all exams and treatment carried out after the smears (e.g. colposcopy, histological exams and their results). This retrospective study on cases from 1997 will need consistent extra work from the gynaecologists and their association so we find it essential to remunerate them.

All these items on follow-up patterns together with age of women and precise type of initial cytological abnormalities will be included in the multivariate analysis which will be achieved at the end of the project (15 December 2003).

· The EVE Association will participate with all the other members of the screening network in the improvement of the European Guidelines for Quality Assurance in Cervical Cancer Screening.

· We will also contribute to the project of creating a uniform reporting scheme for cytological results in the European community in order to make evaluation data comparable in EC countries. The results obtained in the Network (from December 2000 to December 2003) will be presented, and their impact on cervical cancer screening in France will be discussed

· Finally the EVE Association will participate in the project on evaluation of the effects of screening on cervical cancer incidence and mortality in Europe run by the European cervical cancer screening network. We will transmit our monitoring data concerning the Alsace region and national data when available.

GREECE: Hellenic Foundation of Oncology, Athens

Work will be carried out in co-operation with the University of Athens with the aim of improving the European Guidelines on Cervical Cancer Screening. For the project we will incorporate the data that is created from the clinical trials the University of Athens performed in collaboration with the Hellenic Cytology Society.

The Clinical trials include:

1. The investigation of clinical utility of the Thin Prep System for specimen collection and processing. For these purposes we have developed two main projects. One concerning a split study and the other a direct to vial study. In the latter, a correlation amongst the results found in cytology, colposcopy, micro-colposcopy and biopsy is performed.

2. The evaluation of HPV Testing and Typing in the screening program for cervical cancer. In this project we compare the data from three different techniques for HPV detection, i.e. Hybrid Capture, Home PCR and PCR ELISA.

3. We currently develop a database that incorporates the processing of the clinical data and the cytological report for each case involved in our screening program. We will incorporate a Pan European method – standard for acquiring and reporting cytological information and enhance our knowledge base to cover a more complete investigation system.

4. The results obtained  in the Network (from December 2000 to December 2003) will be presented, and their impact on cervical cancer screening in Greece will be discussed

GREECE (Ormylia-Chalkidike): Our Lady Who Loves Mankind

Work will be carried out with the aim of improving the quality assurance and control practices in Greek laboratories, and a Greek version of the European Guidelines on Cervical Cancer Screening will be released. 

The research activities are as follows:

· To continue the study utilising IR. spectrometry as a cervical cancer diagnostic tool.   This will involve a random sample of a smears that have already been diagnosed utilising conventional cytology practices and AIC quality control being analysed by the IR. spectrometer of our lab (duration of 6 months).

· To continue the study to determine the prevalence of HPV infection in a sub sample of the screened population (month 3, 6, and 9).

· To continue to update the program’s data base of the target population by collecting population data in co-operation with civil, social, medical and religious authorities and leaders and then cross checking them.  This will be done in order to better target persons who have not been screened, especially in the more rural and remote villages (every 3 months). 

· Closely follow up of the women tested positive and regularly update their screening files with all the available data on further assessment and treatment (months 4, 8, and 12).

· Continue the reliability study of the slide test reading by selecting a stratified random sample, (10%) of smear tests previously read by the cytology laboratory.  All standard available information, age, date of last menstruation and history of any previous treatments, will be available, but code numbers or any other identifiers will be removed.  The slides will be read blindly by the Alexandra’s Hospital cytology lab and by the Centre of Our Lady’s lab, in conjunction with other routine slides and they will be classified using standard classification headings. A random selection of smears will also be analysed by the Centre AIC system. A special record form will be prepared and all data will be analysed by means of the kappa statistic which provides us with an estimate of agreement between the different readings other than the expected to occur by chance, (every 3 months).

· Continue the operation of routine Pap smear clinics, (3 times a week), with the presence of a gynaecologist, in addition to our large scale cancer prevention weeks campaigns (every 3 months).

· Continue our screening public education initiatives and out reach efforts to recruit women through regularly broadcast video spots on the need for cervical cancer screening, as well as live televised talk shows and radio broadcasts.  The Centre will continue to organise regular educational campaigns, lectures and group discussions using multimedia resources, for the villages with lower participation rates, lower social economic conditions, and lower educational levels, (0-3, 6, 9, 12 months, twice per month).

· The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Greece will be discussed.

UNITED KINGDOM:  Birmingham Women's Hospital

The aims of this project  activities are:

i) To evaluate the quality of colposcopy training programmes in the 14 member states of the European Federation for Colposcopy (EFC), together with the National Colposcopy Societies of Poland, Hungary, Slovakia, Czech Republic, and Israel.

ii) To agree on common standards of the training (Quality Assurance Standards) necessary for colposcopists to be competent to see, assess and, if necessary, treat women with pre-cancerous conditions of the cervix, vagina and anus.

iii) To agree ongoing standards of treatment (Quality Assurance Standards) thereby maximising the quality of treatment offered to women with pre-cancerous conditions of the lower genital tract.  This will include audit of treatment.

iv) To work out the recommendations  for the Guidelines for Cervical Cancer Screening

PLANNED WORK
1. The European Federation for Colposcopy (EFC) has set up a Working Party under the auspices of the British Society for Colposcopy and Cervical Pathology to assess the status of colposcopy training throughout member states of the European Community, Poland, Hungary, Slovakia, Czech Republic, Israel, Romania, Yugoslavia, Croatia and Lithuania.  This working party is chaired by Dr. J. A. Jordan and consists of representatives from the UK, France, Italy, Spain, Germany, Greece and the Netherlands.

2. The Working Party presented its preliminary findings to the First European Congress for Colposcopy in Greece on the 4 – 6 October 2001.  At this meeting it was agreed that all member Societies will work towards the introduction of agreed standards of training for all colposcopists.

3. An Executive Board will meet on an ongoing basis during the period of the grant and will monitor the effective use of the grant in meeting the objectives. The Executive Board will call a Regional Conference to monitor the progress made by each member Society, and to encourage each Society to introduce a system of accreditation of training. The Executive Board will also encourage each member Society to evaluate ways in which the outcome of the treatment of cervical pre-malignant disease can be monitored.

4. The EFC meets every 3rd year.  The Second European Congress for Colposcopy will be held.  At this meeting member Societies will be expected to report on progress towards the introduction of agreed standards of training for all colposcopists.

5. Societies will also be asked to report on progress towards the introduction of a programme to assess the outcome of treatment of women with cervical pre-malignant disease. In liaison with WHO training courses will be held in Eastern European countries

6. Information collected during the period of study will be communicated to all member Societies by direct communication and via a website currently operated by the British Society for Colposcopy and Cervical Pathology.

7. To work out the recommendations  for the Guidelines for Cervical Cancer Screening. 

8. The impact of the project work on the improvement of the Colposcopy practices in the UK will presented, and the WEB FORUM will be used for dissemination of the obtained project results..

9. The results obtained  in the Network (from December 2001 to December 2003) will be presented, and their impact on cervical cancer screening will be discussed

PART 2: 

Monitoring, Epidemiology and Evaluation of Cervical Screening

Leader: 
Dr. Ahti Anttila

BELGIUM: Scientific Institute of Public Health – Louis Pasteur

The aims of this project are:

· Advanced statistical analyses of incidence and mortality trend 

· Statistical analyses and reporting of data from the Belgian Cervical Screening Registers. 

Planned Work
1. Statistical analyses and reporting of he Belgian cervical screening data.

Data collected in the framework of screening registration in the previous years.

Statistical analysis and reporting during first 6 months.

2. Advanced statistical analyses of incidence and mortality trends concerning cervical and other uterine cancers: study of temporal and spatial variation in relation with influencing factors (age-period-cohort effects, spatial co-variates) for Belgium and other Member States.

Statistical analysis performed in collaboration with the Biostatistical Centre of the University of Limburg (Prof. G. Molenbergs); Leuven (Prof. E. Lesaffre) and the University of Aberdeen (Prof. A. Lawson). Scheduled: month 1 to 12

3. Cost-effectiveness modelling of alternative screening strategies: target age groups, screening frequency of screening, inclusion of new screening methods with MISCAN and Data Triage micro-simulation models.  Estimation of cost-effectiveness of the application of new screening techniques. Collaboration with Erasmus University of Rotterdam and with European Organisation for Research and Treatment of Cancer (Brussels).

Scheduled: month 6 to 12

4. Surveys will be performed as follows:

(1) among gynaecologists and GPs concerning current knowledge, attitudes and practice concerning HPV testing and result communication, 

(2) among women concerning psychological aspects of HPV testing, need for information and communication. 

· month 1 to 3:
development of questionnaires; 

· month 4 to 5:
pilot testing of questionnaires; 

· month 6: elaboration of definitive questionnaires; 

· month 9 to 10: 
sending of questionnaires to gynaecologists and interview of women;

· month 11 
data entry and statistical analysis; and

· month 12: 
reporting.

5. Collect data from structural databases available at sickness funds (health insurance agencies) containing detailed information on smear taking and smear reading for all assured individual members and compare this information with estimates of  screening coverage derived from surveys such as the national Health Interview Surveys (HIS).

· month 1 to 5:
Collection of health insurance data 

· month 6 to 7:
Data analysis

· month 8 to 9:
Comparison with coverage estimates from HIS-surveys 

· month 10 to 12:
Reporting of ‘validated’ screening coverage ventilated over 
demographic, socio-economic and geographical determinants 

The results obtained in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Belgium will be discussed.

FINLAND: Finnish Cancer Registry, Helsinki

We plan to start a completely new and comprehensive quality assurance and feed-back system for the cervical cancer screening programme. It will include follow-up of screening coverage based on individual screening invitations and visits records maintained at the mass screening registry of the Finnish cancer registry, as well as of screening attendance and detection rates based on the individual screening visit data. The screening data can be linked with the nation-wide population and cancer registries, since we have access to a systematic data collection and registration infrastructure within the cervical cancer screening programme in Finland

We have demonstrated the recent developments and the overall impact of screening in the European Union as an entity, as well as for various nation-wide modalities that are in action in Europe and potential sources of heterogeneity between different programmes and settings in contributing screening effectiveness. 

PLANNED WORK

We plan to start organising and assessing, utilising this infrastructure, a completely new and comprehensive quality assurance and feed-back system for the cervical cancer screening programme. The scope of the activity will be to systematically survey cervical cancer and any CIN3+ cases by screening invitational status - to be able to monitor and also give feed-back if needed e.g. by municipality area, if significant numbers of target age groups are left uninvited by a group of municipalities or if there was a low participation rate among invited - and also by screen-detected findings. In case of new cases diagnosed, either in screening or otherwise, a systematic re-review of the programme smears will be done with an automation-assisted cytological screening tool, Papnet, along with disease-free neighbouring slides serving as a negative control; in collaboration and involvement of the primary screening cytology laboratories in the final re-diagnosis. We'll also consider reviewing a sample of false positive primary screening smears. Then we expect to give significant feed-back information related to diagnostic criteria and screening practice. 

Ethical aspects: 

The study will be performed according to the stipulations of legislature and ethical principles on health care in our country. Statements from ethical committees and permissions from the authorities on cancer registration and sample collection are needed. The process includes also acceptance from authority on personal data secrecy and protection. 

Study materials:

There are annually about 260,000 invitations and some 190,000 smears taken within the programme. Women aged 30 to 60 years are invited with a five-year interval (if with normal results; we use a shorter interval for women with any suspicious results). The age-specific coverage in 1996 was about 90% and attendance rate 72%. In some age groups such as 30 and 35 year old women the invitational coverage varied between 70%-90% and attendance rate was only 60%-65% among those invited; among the best-screened ages (40, 45, 50 years) we had 100% coverage and attendance varying around 75% to 80%. 

On an estimate, the overall pap smear screening activity may prevent some 600 cervix cancer cases per year in the Finnish female population, but about 170 new cases are diagnosed each year; 100 cases are among screening ages (30-64 years old women). Most of these cancer cases occur among those women who were invited in the programme, but who did not attend. There appears still to be some space for marginal improvements in screening effectiveness also with an improved cytological quality. We have estimated, based on preliminary linkages between mass screening and cancer registry files, that there would be some 100 cases of CIN3+ diagnosed during the year 2000 (likely to be the most recent available year in the cancer registry during the activity period) in the re-reviewing process, and additionally 200 controls. Additionally some 700 smears will be included in a sample of false positive smears. 

Work will be performed for improving the "European Guidelines for Cervical Cancer Screening", and for producing the Finnish version of the Guidelines.

The WEB FORUM will be used for dissemination of the obtained project results.

The results obtained in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Finland will be discussed.

FRANCE: WHO- International Agency for Research on Cancer, Lyon

Planned Work
The International Agency for Research on Cancer (IARC) is an international cancer research organisation located in Lyon, France. It is part of the World Health Organisation (WHO), but with a separate administration and budget, supported by 16 participating countries (Australia, Belgium, Canada, Denmark, Finland, France, Germany, Italy, Japan, Netherlands, Norway, Russian Federation [membership suspended], Sweden, Switzerland, United Kingdom and the United States of America). 

In addition to 135 staff employed on the regular budget, the Agency has visiting scientists, fellows and graduate students. The Agency currently employs around 270 staff from 39 countries.

The Unit of Field and Intervention Studies of the IARC is a new partner, and will participate in the "European Cervical Cancer Screening Network", in the following way:

1. developing comparable data for incidence, mortality and survival for cervical cancer sites in the applicant European countries. 

2. compiling data on HIV infection prevalence and time trends and cervical screening practices in the participating European countries. 

3. analyse the information above, relating cervical cancer incidence, mortality, and survival, with information on cervical cancer screening practices and HIV infection in the participating European countries. 
4. work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

5. the WEB FORUM will be used for dissemination of the obtained project results.

GERMANY: SWS Tumorcentre Zwickau

The aims of these project activities are to continue the work on statistical analyses and reporting of data from the Saxony Cancer Register concerning cervical and other types of uterine cancers and to participate to the network activities for improving the "European Guidelines for cervical Cancer Screening Network".

Planned Work
Our work will be continued in monitoring as follows:

1. continuation of the statistical analyses and reporting of data from the Saxony Cancer Register concerning cervical and other types of uterine cancers

2. developing appropriate procedures for supporting juridical advice concerning the development of data-collection and call-recall systems with respect to the new regulations on privacy protection in Germany, and

3. analyse the information above, relating cervical cancer incidence, mortality, and survival, with information on cervical cancer screening practices and HIV infection in the Saxony region.
4. work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

5. the WEB FORUM will be used for dissemination of the obtained project results

6. The results obtained in the Network (from December 2001 to December 2003) will be presented, and their impact on cervical cancer screening in Savony will be discussed

ITALY: Unit of Cancer Epidemiology, Turin

The objective of this project is to continue to monitor the value of process indicators for cervical cancer screening in different screening programmes in Italy. 

The final aim of this study is evaluating if HPV testing alone can be used for primary cervical cancer screening at intervals longer than the 3 years currently adopted in many EU countries, with an equal or better protection. The short term objective is comparing the sensitivity of HPV testing and conventional cytology, used as primary screening tests, in identifying women with histologically confirmed high-grade cervical intraepithelial lesions (CIN+) and estimating the costs of these technologies in terms of tests to be repeated, referral rate and positive predictive value (PPV). On a longer term the purpose is evaluating if HPV testing results in a strong reduction of histologically confirmed high-grade CIN at the subsequent screening round, three years after.

PLANNED WORK
This project is part of a larger Italian trial on HPV testing, with recruitment over 2 years, which is promoted by the  Italian Ministry of Health. Following work will be performed in this project:

1. Some 20.000 women coming for cervical screening in organised programmes in Italy will be randomised to a two arm (“conventional” and “experimental”) controlled trial. An equal number of women will be randomised to each arm (10.000 to each). In addition to Torino, collaborating centres will be: Firenze,  Padova and of the Region Emilia Romagna.

2. Women in the “conventional” arm will have conventional cytology. They will be managed according to current protocols. Women in the “experimental” arm will have HPV testing. We will use Hybrid Capture 2. Only probe B (for intermediate-high risk types) will be applied. 

· If  HPV test is negative, then the woman will be invited for a new screening round after 3 years. If HPV test is positive and the woman is at least 35 years old, then she will be referred for colposcopy. If HPV test is positive and age is <35 then the woman will be tested for cytology and referred for colposcopy if cytology is ASCUS or more severe. 

· Otherwise both cytology and HPV test will be repeated after one year. If at such a control cytology is ASCUS or more severe or HPV is still positive, the woman will be referred for colposcopy. Otherwise she will be advised for a new test after 3 years.  

· The number of histologically confirmed lesions positive in each arm will be computed, in order to estimate the relative sensitivity. Also PPV, the referral rate and the proportion of tests to be repeated will be computed in each arm. 

3. These activities will allow studying the detection rate of histologically confirmed intraepithelial lesions at the next screening round, three years after (after the end of the present project). A strong reduction in the experimental arm will show that excess lesions found by HPV are not regressive and that using longer screening intervals is safe. 

4. The Italian centre will collaborate to the preparation of new "European Guidelines for Cervical Cancer Screening".

5. The obtained results will be disseminated on the Internet via the WEB FORUM.

6. The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in the Piemonte region of Italy will be discussed.

SPAIN:  Health and Social Welfare Council, Junta de Castilla y León, Valladolid

The region of Castilla y León is located in the middle of Spain. It has an area of 94.147 sq. km and has 2.5 million inhabitants distributed in nine provinces. The Regional Government of Castilla and León (Junta de Castilla y León) has eight departments, one of them is the Department of Health and Social Welfare (Consejería de Sanidad y Bienestar Social). The Head Office of Public Health of this Department is responsible for the programme, carrying out, controlling and evaluating activities related to improving, protecting and restoring the population's health. 

The Service of Health Promotion is committed to the elaboration, control and evaluation of health programmes aimed at improving the population's health and protecting it from hazards. Regional health policies are reflected in Castilla and León's 2nd Health Plan, a plan officially sanctioned as decree number 212198 and including health goals for the year 2007. The Plan proposes a number of actions against cancer. The Programme for the Prevention of Gynaecological Cancers and Infections has to be seen in the context of the Plan's headlines. 

The functions of planning, co-ordination and management at a regional level are carried out in the Department of Health and Social Welfare of Castilla and León, the coordination at a provincial level by the Territorial Services of each of the nine provinces and the carrying out of the Programme in the Basic Healthcare Zones and public hospital services when needed

PLANNED WORK

The Programme for the Prevention of Gynaecological Cancers and Infections of Castilla and León (the most extensive region in the EU) forms part of the European Network for the Screening of Cervical Cancer. The planned work of the Programme is centred primarily on:

1. Improving the quality of the Cytological Analysis Centre in the University of Valladolid. 

2. Improve co-ordination with hospital and primary healthcare services, so that abnormal cases detected by the programme may be followed up. 

3. Consolidating a Registry of Gynaecological Cancer of the region, so that the changes in cancer incidence and efficacy of the programme could be evaluated. 

4. Implement a regional health survey, including questions related to the use of cytology, to estimate the coverage of cervical screening, inside and outside the programme. 

5. Adaptation of the computer software controlling the parameters based on the European Conditions in such a way that the results will be presented identically to other programmes. 

7. Work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

6. The obtained results will be disseminated on the Internet via the WEB FORUM.

7. The results obtained in the Network (from December 2000 to December 2003) will be presented, and their impact on cervical cancer screening in the region of Castilla y León of Spain will be discussed.

SWEDEN: Lund University at Malmö

The main aims of this project are to:

· Establish a nation-wide individually identifiable cervical mass screening register in Sweden.

· Identify causes of cervical cancer in Sweden that may be attributable to deficits in the cervical screening strategies. 

· Quantify the relative importance of such deficits in terms of relative risk and number of cervical cancer cases attributable to these deficits. 

· Inform the regional screening organisations of the results of their screening programmes and suggest possible improvements. 

· Explore the feasibility of starting a cervical treatment registry, to enable follow-up of the modes of treatment that are used and what their effectiveness is. 

· Explore the possibility of establishing a sentinel system within the organised cervical screening programme for measuring population-based trends over time of the major cervical cancer risk factors in Sweden. 

· Explore the possibility to implement primary HPV screening as a randomised health care policy in Sweden.

PLANNED WORK

Establishment of a cervical cancer mass screening register in Sweden: Evaluation of cervical screening efficacy

Background: Organised cervical cancer screening was implemented in Sweden in the mid-1960s. A marked decline in cervical cancer incidence could be attributed to the time-point of start of screening. Squamous cell carcinoma has declined by 60%, whereas adenocarcinoma has increased. About 950 000 papanicolaou (Pap) smears are taken annually. Only 31% of the smears are taken in the organised screening programme. As of 1998, the screening guidelines are 3-yearly tests between 23 and 50 years of age and 5-yearly tests between 50 and 60 years of age. However, health care in Sweden is organised by autonomous counties and there are about 30 different regional autonomous cervical cancer screening programs in Sweden. There is no regular follow-up regarding whether the different regions actually implement screening, whether the guidelines are followed, what the population coverage and smear usage is and what the reasons are for the continued existence of cervical cancer in Sweden in spite of organised screening. For a review of how cervical screening is organised in Sweden, please see Dillner, J.: Cervical cancer screening in Sweden, European Journal of Cancer, 36, 2255-2259 (2000). 

For about 80% of Sweden, computerised files of organised and spontaneous Pap smear usage by each individual are collected, but these files are not fused to generate nation-wide data on screening usage and are not used for linkage with cancer registries to determine whether the screening has the desired effects for the reduction in incidence and mortality of cervical cancer.

1. PREPARATORY TASKS ALREADY PERFORMED:

The applicants constituted a working group for the establishment of a cervical cancer Mass Screening Registry in Sweden. A planning grant has been awarded from the Swedish National Board of Health and Welfare. The regional screening organisations have been asked to link regional screening files with the cancer registry to determine causes of cervical cancer related to smear usage. To date data from 16 regional organisations have been obtained, indicating that files are in sufficiently good shape to allow linkage and that there is in general willingness to collaborate on this issue in Sweden. Dr. Dillner also co-ordinates nation-wide efforts to modernize cervical screening in Sweden using Human Papilloma Virus testing within organised screening programs. Evaluation of the implementation of new screening technologies is not possible without a registry to monitor usage and effects.

2. MASS SCREENING REGISTRY.  I) Finalization of a document with the policies, statutes and administrative structures of the new mass screening registry. The managers of regional screening programs in Sweden as well as the National Board of Health and Welfare will be asked to comment on this document before it is finalised. II) Decision on which data items that are necessary to be kept in the Mass Screening Register and the format for supplying files. III) Obtaining of permissions form the Ethical Committees and the Data Inspection Board. IV) Collection of regional files into a national register. V) Linkage with the cancer register and conducting statistical analyses. VI.) Feed-back with results to the regional screening organisations.

3. EXPLORATORY TASKS.  I) For optimal monitoring of cervical screening programs, it would be preferable to know whether there has been treatment and which form of treatment has been given following detection of a cervical abnormality. Such data is not registered at all today, but the applicant group will explore the feasibility to start registering also the treatment. II) For evaluation/prediction of effects in absence of screening, it would be preferable to know whether there are trends over time in the exposure to major cervical cancer risk factors such as papilloma virus (HPV) infection. The possibility to use a part of the screening program to monitor HPV prevalence by HPV testing will be explored. III) Randomised trials of HPV screening are ongoing and have so far shown promising results. The next step will be evaluations of the effect of screening when applied as a real-life public health policy. The most reliable evaluation of a health care policy is by randomised implementation. The new mass screening registry will explore the possibilities to introduce HPV screening in Sweden in a nation-wide, randomised fashion. 

EXPECTED RESULTS

1. Finalization of a document with the policies, statutes and administrative structures of the new mass screening registry. The managers of regional screening programs in Sweden as well as the National Board of Health and Welfare will be asked to comment on this document before it is finalised. (month 1 to 3).

2. Decision on which data items are necessary to be kept in the Mass Screening Register and the format for supplying files (month 1 to 3).

3. Permissions from the Ethical Committees and the Data Inspection Board. (Month 3 to 6).

4. Collection of regional files into a national register (month 6 to 9).

5. Linkage with the cancer register and statistical analyses(month 7 to 11).

6. Feed-back with results to the regional screening organisations(month 12).

7. Explore the feasibility to start registering also the treatment (month 6). If positive, start registering at selected sites The possibility to use a part of the screening program to monitor development of population-based HPV prevalence over time by HPV testing will be explored. If positive, collection of samples for HPV testing will be performed (month 7 to12). 

8. All regional health care organisers will be asked if they are willing to introduce HPV screening. If so, they will be randomised either to addition of HPV screening or to conventional screening only (month 12). The HPV screening policy will exactly follow the procedures used in the ongoing, soon completed Swedish randomised trial (For details see: Dillner, J.: Primary screening for Human Papillomavirus infection. Ballière's Best Practice & Research in Clinical Obstetrics & Gynaecology, 15, 743-758 (2001)). The proportion of the country that will be willing to participate will be crucial for the power of the evaluation and for further planning of whether this approach is feasible.

9. Improving the "European Guidelines for Cervical Cancer Screening".

10. The obtained results will be disseminated on the Internet via WEB FORUM.

11. The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Sweden will be discussed.

PART 3:

New Technologies In Cervical Screening
Leader: 
Dr. Marc Arbyn

BELGIUM: Scientific Institute of Public Health – Louis Pasteur

The main aims are:

· To continue the randomised trials comparing liquid based cytology (LBC)+ HPV screening versus LBC and HPV for triage of borderline/low-grade lesions.

· Follow-up of 100 women treated for HSIL with repeat cytology, HPV testing with HC II and PCR, colposcopy and biopsy if necessary.

· Triage of 400 cases if ASCUS/LSIL with concomitant repeat cytology and HPV testing (HC II and PCR using consensus primers for the L1 gene.

· Development of a cervical cancer screening programme for the whole of Belgium.

· Statistical analyses and reporting of he Belgian cervical screening data.

· Cost-effectiveness modelling of alternative screening strategies.

· Collect data from structural databases available at sickness funds (health insurance agencies) containing detailed information on smear taking and smear reading .

PLANNED WORK

1. Continuation of ongoing randomised trial comparing liquid based cytology (LBC)+ HPV screening versus LBC and HPV for triage of borderline/low-grade lesions. (Project in collaboration with Free University of Brussels). 

2. Randomisation of 2 x 1500 women in group A & B.  All women in group A will receive liquid based cytology and Hybrid Capture II HPV testing; women in group B will receive LBC (all) and HC II only in case of ASCUS or LSIL is found in the thin layer smear. Follow-up, diagnosis and treatment is carried out according to earlier described protocols 

3. Women recruited since 2000 will undergo further follow-up. Work to be carried out in co-operation with the Free University of Brussels. Timing: recruitment of new women (first six months; follow-up and reporting: months 6-12).

4. Follow-up of 100 women treated for HSIL with repeat cytology, HPV testing with HC II and PCR, colposcopy and biopsy if necessary at months 1, 3, 6 and 12 after treatment. Outcome: prediction of recurrent disease. Work to be carried out in co-operation with the University of Liège (Laboratory of Prof. P. Delvenne). Timing: recruitment of HSIL cases over 12 months.  End follow-up and reporting over the next 12 months.

5. Triage of 400 cases if ASCUS/LSIL with concomitant repeat cytology and HPV testing (HC II and PCR using consensus primers for the L1 gene).  Patients will be randomised into 2 groups. In group A management will be oriented according to cytology and HPV.  In group B management will be decided according to cytology (HPV test results will be blinded). Work to be carried out in co-operation with the University of Liège (Laboratory of Prof. P. Delvenne). Timing: recruitment of HSIL cases over 12 months. End follow-up and reporting over the next 12 months.

6. Development of a cervical cancer screening programme for the whole of Belgium. Creation of a steering group. Constitution of a steering group: first two months; elaboration of a Belgian programme in collaboration with the Communities and the Region of Brussels: months 3-12. 

7. Statistical analyses and reporting of he Belgian cervical screening data. Data collected in the framework of screening registration in the previous years. Statistical analysis and reporting during first 6 months. 

8. Advanced statistical analyses of incidence and mortality trends concerning cervical and other uterine cancers: study of temporal and spatial variation in relation with influencing factors (age-period-cohort effects, spatial co-variates) for Belgium and other EU countries. Statistical analysis performed in co-operation with the Biostatistical Centre of the University of Limburg (Prof. G. Molenbergs); Leuven (Prof. E. Lesaffre) and the University of Aberdeen (Prof. A. Lawson). Activity duration: from month 1 to 12. 

9. Cost-effectiveness modelling of alternative screening strategies: target age groups, screening frequency of screening, inclusion of new screening methods with MISCAN and Data Triage micro-simulation models.  Estimation of cost-effectiveness of the application of new screening techniques. Collaboration with Erasmus University of Rotterdam and with European Organisation for Research and Treatment of Cancer (Brussels). Timing: from months 6 to 12.

10. Surveys: (1) among gynaecologists and GP’s concerning current knowledge, attitudes and practice concerning HPV testing and result communication, (2) among women concerning psychological aspects of HPV testing, need for information and communication. First: 3 months: development of questionnaires; month 4-5: pilot testing of questionnaires; month 6: elaboration of definitive questionnaires; month 9-10: sending of questionnaires to gynaecologists and interview of women; month 11 data entry and statistical analysis; month 12: reporting.

11. Collect data from structural databases available at sickness funds (health insurance agencies) containing detailed information on smear taking and smear reading for all assured individual members and compare this information with estimates of  screening coverage derived from surveys such as the national Health Interview Surveys (HIS). Collection of health insurance data (1st 5 months).  Data analysis (month 6-7).  Comparison with coverage estimates from HIS-surveys (month 8-9).  Reporting of ‘validated’ screening coverage ventilated over demographic, socio-economic and geographical determinants (months 10-12).

12. Work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

13. The obtained results will be disseminated on the Internet via the WEB FORUM.

14. The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Belgium will be discussed.

FINLAND: Finnish Cancer Registry, Helsinki

We plan to start a completely new and comprehensive quality assurance and feed-back system for the cervical cancer screening programme. It will include follow-up of screening coverage based on individual screening invitations and visits records maintained at the mass screening registry of the Finnish cancer registry, as well as records of screening attendance and detection rates based on the individual screening visit data.

We will perform a large-scale public-health study on evaluating new technologies in cervical cancer screening. The aim is to provide evidence on the effectiveness of the proposed new technologies in preventing cervical cancer, and test thus for future routine screening technologies for programme screening.

PLANNED WORK

· We will perform a large-scale public-health study on evaluating new technologies in cervical cancer screening, which will implement a randomised multi-arm design on the various feasible technologies. 

· For the planned activity period, from December 16, 2002 to December 15, 2003, we will recruit about 40,000 women to automation-assisted pap smear screening, and 5,000 women to the HPV-DNA screening design within the Finnish cervical cancer screening programme. 

· Women with manual pap smear screening practice will serve as the reference. 

· The randomisation is performed in the invitation process. 

· Data on the screening invitations and visits, including histologically confirmed findings, are collected via mass screening registry and cancer registry files. 

· We will evaluate the screening process parameters such as coverage, compliance and detection parameters for screening using the new technologies. 

· The ultimate aim of the randomised design is to provide evidence on the effectiveness of the proposed new technologies in preventing cervical cancer, and test thus for future routine screening technologies for programme screening. The follow-up of women invited will be continued after the recently-planned inclusion period, to be done in later years. If the qualitative difference in detecting CIN3+ (severe dysplasia or a more severe finding) lesions appear to similar to the pilots, we have good statistical power for comparing the performance of the new methods with the traditional screening (power 80%, alpha 0.05, two-sided). 

· Work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

· The obtained results will be disseminated on the Internet via the WEB FORUM.

· The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Finland will be discussed.

GREECE (Ormylia/Chalkidike): Our Lady Who Loves Mankind

Work will be continued in order to determine the prevalence of HPV infection in a sub sample of the screened population. The results obtained by a preliminary study in December 2002 will be compared with the obtained results of this project.

PLANNED WORK

We intend to perform following project activities:

i) To continue the study work in order to determine the prevalence of HPV infection in a sub sample of the screened population.

ii) We plan to conduct a detailed study utilising IR spectrometry as a cervical cancer diagnostic tool.  This will involve a random sample of 30 pap smears that have already been diagnosed utilising conventional cytology practices and AIC quality control being analysed by the IR. spectrometer of our lab.  This will occur in co-ordination with leading centres in the USA who have pioneered this methodology and have demonstrated to some degree its accuracy and usefulness. 

iii) The results of the preliminary study  (obtained in December 2002) will be compared with the results of the "Detailed Study" (obtained in October 2003).

iv) Apply the new technology in creating a communications link with European Centres of Excellence in the UK, Germany and other European Centres via the Internet. 

v) The obtained results will be disseminated on the Internet via the WEB FORUM.

vi) The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Greece will be discussed.

HOLLAND: University of Nijmegen
The project aims are:

· To determine the diagnostic value (detection rate ratio, gain in sensitivity, specificity, positive predictive value, ROC-curves) of the ThinPrep method as compared to conventional screening.

· To determine the cost-effectiveness of the ThinPrep method as compared to conventional screening. 

· To determine the additional qualitative advantages of the ThinPrep Method as compared to conventional screening.

PLANNED WORK:

This prospective research project will be carried out in GP and gynaecology practices and at pathology departments in the Eindhoven and Nijmegen areas, the Netherlands. The research population will consist of a two year screening population in the adjoining regions of Eindhoven and Nijmegen (N=60,000 smears/women). This number is sufficient (power = 0.8, alpha = 0.05) to indicate an increase in sensitivity of 24% (ASCUS+) and 27% (HSIL+). In several studies an increase has been indicated of 10-25% (LSIL+) (Ferenczy, Sheets, Carpenter, Bolick). 

The GP practices are randomly distributed between ThinPrep- and conventional smears. All smears will be taken with the Cervex Brush by participating general practioners (GP’s). There will be a two year follow-up period.

Women are referred to the gynaecologists for colposcopy according to the national Dutch guidelines. All referred women will have a cervical biopsy taken for histopathological evaluation. In the removed material a routine histological classification will be determined. The reference test is a blinded review of all histological follow up material. This histological assessment will be done by an experienced pathologist who will be blinded as to the original used screening methods, screening results, routine histological diagnosis, and previous routine histopathological diagnosis. Discrepancies will be determined by a third pathologist. 

In case of ASCUS and LSIL with only normal follow-up smears in the follow-up period the follow-up will be considered negative. If follow-up smears are abnormal but histological follow is absent, the case will be disregarded.

The cross-sectional diagnostic value in terms of gain in sensitivity, specificity, and positive predictive values of the Thinprep technique relative to conventional cytology will be determined for the subgroups ASCUS+, LSIL+, and HSIL+ for different levels of histopathology (atypical squamous (metaplastic) mucosa, CIN1+, CIN2+). 

The costs of conventional screening and Thinprep will be evaluated considering among others costs of disposables, the adequacy of the smear, preparation time, screening-times for cytotechnologists and pathologists, transportation, stocking and disposing of rest materials. 

Short-term cost and effects in terms of incremental cost per additional abnormal case detected will be calculated. The long term consequences of implementation of Thinprep, provided differences in test performance, in the Dutch cervical screening programme will be simulated using the MISCAN-model. Both the health effects (invasive cancers prevented, life years gained), and cost-effectiveness will be assessed. Also other possible (dis-)advantages of Thinprep such as user satisfaction, possible use of additional techniques, such as immunocytochemistry, HPV and automated screening will be evaluated.

PLANNED TASKS

· Information of all relevant regional organizations (Regional cervical cancer screening organization; GP organizations and gynaecologists) about the project. Elaboration of draft protocol. Sample size calculations.
· Elaboration of definitive protocol.

· Stratification and randomization of all participating GP practices in two comparable groups.

· Design of questionnaire between the participating GP’s that will measure user satisfaction of current conventional screening method and Thin Prep method.

· Instruction of participating GP’s in the Thin Prep method.

· Design of registration sheet for the measurement of all relevant screener activities (Strict screening time, specimen preparation, registration etc).

· Definition of research database to include all test results, screener activities and follow-up data, final diagnosis and additional used qualitative advantages or disadvantages of the Thin Prep method. 

· Distribution, collection and analysis of initial GP questionnaires.

· Training of cytotechnologists and pathologists in the Thin Prep method.

· Inclusion of first 20.000 cervical samples: Registration of results, screener activities and all other relevant activities relating to the use of the both methods (use of additional techniques on Thin Prep preparations)

· The obtained results will be disseminated on the Internet via the WEB FORUM.

· The results obtained in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Holland will be discussed.

FUTURE ACTIVITIES

· Registration of follow-up data of first 20.000 samples.

· Inclusion of 30.000 new cervical samples: Registration of results, screener activities and all other relevant activities relating to the use of the both methods 

· Blinded review and registration of the results of all histological follow-up data. Setting final follow-up diagnosis.

· Distribution, collection and analysis of definitive GP questionnaires

· Evaluation of test results including calculation of diagnostic value parameters and measurement of cost-effectiveness using MISCAN model.

· Evaluation of the questionnaires. 

· Assessment of impact of sample taker effects on the diagnostic outcomes. 

EXPECTED RESULTS:

This study will be a methodological improvement of the existing published studies which showed a variety of methodological problems such as the absence of a good reference test, observer variability in histological grading, non-blinded evaluation of index- and reference tests.

The final report will be prepared containing the outcome of the project. The project will result in: 

1. Establishment of the diagnostic value of the ThinPrep method in primary screening as compared with the conventional screening method using a robust golden standard. 

2. Determination of the cost-effectiveness of the ThinPrep method as compared to conventional screening. 

3. Determination of the additional qualitative advantages of the ThinPrep Method as compared to conventional screening.

4. Design of a proposal for implementation of ThinPrep in the new guideline of the European Cervical Cancer Screening Network for European screening programs, taking into account the cost-effectiveness and other quality-parameters.

5. This secondary prevention project aims to combat cervical cancer in Europe by assessing a new screening instrument that may be more sensitive (without loss of specificity) and cost-effective. The results of the project will give evidence based support for the implementation of this technique in European countries. 

6. Conclusions of the study will orient the updating of the European Guidelines on Cervical Cancer Screening as far as the use of new technologies is concerned. 

ITALY: Unit of Cancer Epidemiology, Turin

in co-operation with the University of Ferrara

PLANNED WORK

Bio-molecular progression markers in HPV-related cervical tumorigenesis.

· study of biological intermediate progression markers in HPV-related cervical tumorigenesis

· patient management, to support early detection and prevention project, to depict a bio-pathological cancerogenetic pathway of cervical carcinoma

The cervical tumorigenesis begins by the initiating role of HPV oncogenic type and proceeds throughout multiple steps characterised by derangement of cell cycle control, immortalization and progression to invasive carcinoma. The manifest HPV productive infection has a well known morphology, which allows the assessment and management of infection itself; however, the morphology can identify clinically relevant lesions but cannot distinguish between Low or High Risk HPV type infection, at this moment of the natural history. HPV DNA testing is a useful test to differentiate HPV types responsible of the infection. However, the High Risk HPV type identify the risk to progression but cannot predict the outcome of each individual lesion. This goal may be achieved by the study of biological intermediate progression markers, while the appearance of H-SIL is the ultimate marker of progression. Moreover, this study may be useful to the appropriate patient management, to support early detection and prevention project, to depict a bio-pathological cancerogenetic pathway of cervical carcinoma.

Objective:  Aim of the study is to evaluate the biological intermediate markers predictive of progression in normal samples, in HPV related lesion, dysplasia and infiltrating carcinoma of uterine cervix. The study will be developed in two steps:

First step: analysis of the most informative progression marker(s) in archival histological samples.

Second step: application of the results to screening-collected cytological liquid phase cervical samples, showing evidence of HPV infection.

Methodology
The first step: Histological archival samples from formalin-fixed, paraffin embedded archival specimens, negative for precursors lesions and carcinoma, and with confirmed diagnosis of moderate dysplasia, severe dysplasia, in situ carcinoma, invasive squamous carcinoma, will be preselected.

Simultaneously, we will begin the recruitment of cytologic liquid phase cervical samples from patients submitted at the same time to surgical procedures. In these patients also previous smears will be evaluated. The tumour markers selected are:

· FHIT gene ( Fragile Histidine Triad, 3p14.2) LOH by Fluorescent in Situ Hybridization

· Genetic instability by microsatellite analysis (the panel will be defined)

· Expression of p53 and p16 gene products by monoclonal antibody immunohistochemistry

· High Risk HPV by in situ Hybridization.
The second step consists of
· Selection of the most informative panel to progression

· Application of the results to liquid phase samples in screening detected abnormalities.

· The obtained results will be disseminated on the Internet via the WEB FORUM. The results obtained in the Network (from December 2002 to December 2003) will be presented, and their impact on cervical cancer screening in Italy will be discussed.

PORTUGAL: Centro Regional de Oncologia Coimbra

The aim of this project is to continue the work of the previous project (16. December 2001 to 15. December 2002) on a combined study (Pap smear by ThinPrep Method and HPV testing) on women whose first cytological test was within the Cervical Cancer Screening Programme of the Central Zone of Portugal and whose smears result in the cytological diagnosis of ASCUS/ACFUS. The objective is to improve the criteria for the selection of patients to be referred for colposcopy, in order to establish a suitable follow-up, avoiding over-diagnosis and unnecessary treatment, thus making the process more cost-efficient. 

· This study will be conducted in 17 counties of the Central Zone that are remote from urban centres and whose health-care systems are not yet incorporated into the Cervical Screening Programme, meaning that screening is only done occasionally and on a small scale. 

· The target population are women aged between 20 and 64, those under 20 who have already had sexual intercourse, and those over 64 that have not had previous cytological tests. Excluded from the study are women who have had hysterectomies and those with previous diagnoses of intra-epithebal lesions or cervical carcinoma. 

· The smears are taken by GPs after a gynaecological examination, using the Cervex-Brush that is rinsed directly into PreservCyt vials and sent to the Cytopathology Laboratory of the Cancer Institute. The slides are prepared with the ThinPrep 2000 device, and screened and classified according to the Bethesda System. 

· All the smears classified as ASCUS or AGUS are reviewed by two cytopathologists, submitted to a HPV test with Hybrid Capture II (HCH) and referred for colposcopy. The colposcopies will be done by the same two Gynaecologists, experts in Colposcopy. The biopsies are also studied by two pathologists expert in cervical pathologies. 

SWEDEN: Lund University at Malmö

· To explore the possibility of establishing a sentinel system within the organised cervical screening programme for measuring population-based trends over time of the major cervical cancer risk factors in Sweden. 

· To explore the possibility to implement primary HPV screening as a randomised health care policy in Sweden.

PLANNED WORK

· All regional health care organisers will be asked if they are willing to introduce HPV screening. If so, they will be randomised either to addition of HPV screening or to conventional screening only. The HPV screening policy will exactly follow the procedures used in the ongoing, soon completed Swedish randomised trial (For details see: Dillner, J.: Primary screening for Human Papillomavirus infection. Ballière's Best Practice & Research in Clinical Obstetrics & Gynaecology, 15, 743-758 (2001)). The proportion of the country that will be willing to participate will be crucial for the power of the evaluation and for further planning of whether this approach is feasible.

· Work will be performed for improving the "European Guidelines for Cervical Cancer Screening".

· The obtained results will be disseminated on the Internet via the WEB FORUM.

· The results obtained  in the Network (from August 1999 to December 2003) will be presented, and their impact on cervical cancer screening in Sweden will be discussed.
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