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LOCAL IMMUNE RESPONSES IN WOMEN WITH CERVICAL INTRAEPITHELIAL NEOPLASIA

Yin Ling Woo3, Isabelle Damay1, Jane Sterling1, Sjoerd van der Burg2, Nicholas Coleman1, Robin Crawford3, Margaret Stanley1
1University of Cambridge, Cambridge, United Kingdom, 2Leiden University Medical Centre, Leiden, Netherlands, 3Addenbrooke's Hospital, Cambridge, United Kingdom

Introduction 
Immunological competence and persistent infection with oncogenic human papillomavirus influence the progression of cervical intraepithelial neoplasia (CIN) to invasive cancer. It was our aim to define the role of tissue infiltrating immune cells in a cross-sectional cohort of different grades of CIN and also in a longitudinal cohort of regressing, persistent and progressing low-grade (LG)-CIN.

Method
A cohort of 125 patients was recruited of which 64/125 (51%) women with LG-CIN were followed prospectively for one year.  Paraffin-embedded entry and exit cervical biopsies were used for immunohistochemistry analysis (CD4, CD8, CD56, FOXP3, CD1a and Granzyme B).

Results 
At recruitment, 74/125 (59%), 39/125 (31%) and 12/125 (10%) of patients had histologically proven LG-CIN, high-grade (HG) and normal biopsies respectively. 17/64 (24.6%) of LG-CIN progressed to HG-CIN within one year. In both LG-CIN and HG-CIN, the predominant intraepithelial cell population were cytotoxic T-cells while CD4+ and FOXP3+ T-cells predominated the stromal compartment. Those LG-CIN patients who later on regressed displayed a significantly higher number of cytotoxic (granzyme B+) cells in their entry samples. In their lesions, the ratio between CD8+ cells and granzyme B+ cells was close to 1, suggesting that all infiltrating CD8+ T-cells were highly active. In contrast, this ratio was three fold lower in patients of which the lesions persisted or progressed.

Conclusion 
This data support the notion that infiltration of highly cytotoxic effector cells in LG-CIN not only associated with prevention of progression but also regression of CIN
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STAGE 1A2 CERVICAL CARCINOMA: HOW MUCH TREATMENT IS ENOUGH?

Linda Rogers1, David Luesley2
1Pan-Birmingham Gynaecological Oncology Centre, Birmingham, United Kingdom, 2University of Birmingham, Birmingham, United Kingdom

Introduction

Current guidance for the surgical management of women with stage 1a2 cervical cancer states that whatever the primary surgical intervention, a pelvic lymphadenectomy should be included. If pelvic lymphadenectomy were to have clinical utility in the care of women with stage 1a2 cervical cancer, then there would need to be an incidence of node positivity, the detection of which would justify the morbidity of the procedure in the whole group.

A review of the available literature on this topic has raised significant doubts that the frequency of positive pelvic lymph nodes in stage 1a2 cervical cancer is as high as was previously believed (7.3%).

Methods

We performed a Pubmed search using the words “stage 1a2 cervical carcinoma”, and divided the papers into two groups: those that adhere to the FIGO definition of a stage 1a2 tumour, and those that do not.

Results

Studies that adhere to the FIGO definition showed a 0.5% incidence of lymph node metastases in stage 1a2 cervical cancers.

Conclusion

The very low rate of confirmed positive lymph nodes in correctly staged 1a2 cases cannot justify the inclusion of lymphadenectomy as part of standardised care for these patients.
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PREGNANCY OUTCOME FOLLOWING TREATMENT OF CERVICAL INTRAEPITHELIAL NEOPLASIA: A NATIONAL COHORT STUDY OF 149,518 SCOTTISH WOMEN

Smruta Shanbhag1, Heather Clark2, Harrild Kirsten2, Siladitya Bhattacharya2, Margaret Cruickshank2
1South Tees Hospitals NHS Trust, Stockton on Tees, United Kingdom, 2University of Aberdeen, Aberdeen, United Kingdom

Introduction

Large Loop Excision of the Transformation Zone (LLETZ) for the treatment of Cervical Intra-epithelial Neoplasia (CIN) has been associated with pre-term delivery (PTD) and premature rupture of membranes (PROM). The aim of this study was to determine the association between CIN3 and LLETZ and PTD and PROM in a population based cohort of Scottish women.

Methods

Linkage between the Scottish Cancer Registry and Scottish Maternity Records was used to define women with (exposed cohort) and without (unexposed cohort) previous CIN3, whose ongoing singleton first pregnancies ended between 1997 and 2005. Information was collected on demographics, treatment for CIN and pregnancy outcomes. Multiple logistic regression was used to explore the asociation between CIN and obstetric outcomes, adjusting for age, birth weight, deprivation level, year of delivery, smoking history, malpresentation and PTD or PROM.

Results

Women with previous CIN3 (n = 3,299) were at higher risk of spontaneous PTD (adj. OR 1.72; 95% CI 1.49, 2.00) and PROM (adj. OR 1.22; 95% CI 1.08, 1.39) than the unexposed cohort (n = 146, 219). The likelihoods of spontaneous PTD (adj. OR 1.10, 95% CI 0.62, 1.96) and PROM (adj. OR 0.80;  95% CI 0.51, 1.26) were comparable following excisional (n = 1,154) and ablative treatment (n = 301). A detailed update of the analysis will be available at the time of presentation.

Conclusions

Women with CIN3 have higher rates of PTD and PROM. LLETZ does not appear to increase these risks when compared with ablative treatment.
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HOW MANY ATSM TRAINEES DO WE NEED IN THE WEST MIDLANDS?

Manjeet Shehmar1, Esther Moss2, Catherine Finn3, Charles Redman2
1University Hospital Coventry and Warwick, Coventry, United Kingdom, 2University Hospital North Staffordshire, Stoke on Trent, United Kingdom, 3Good Hope Hospital, Heart of England NHS Trust, Birmingham, United Kingdom

Introduction

The RCOG Advanced Training Skills Module is designed for trainees who wish to practise colposcopy and should be completed in 12 months.

As a preliminary step in setting up the training programme in the West Midlands we have conducted a service demand study in order to determine how many trainees are needed to maintain the current service.

Methodology

West Midlands Cervical Screening QA Centre database lists all certified colposcopists in the region. By telephone survey all lead colposcopists were contacted to confirm the details and in addition to estimate date of retirement, and replacement plans where known.  Trainee colposcopists and registered colposcopists who were still gynaecological trainees were excluded from this analysis.

Results

There are currently 22 colposcopy teams (some serving more than one clinic) with 98 permanent practitioners, 18 of whom are nurses and the remainder doctors (75 being gynaecologists).  Over the next 5 years, 23 gynaecologists will be retiring but in only 10 cases is it estimated that their colposcopy workload will be taken up by a new gynaecologist (in the remainder the work will be taken up by current incumbents or a appointment of a nurse colposcopist).  Similarly over a ten year period there will be a demand for 26 gynaecologists with an ATSM in colposcopy.

Conclusion
Given that the demand for colposcopy is likely to fall rather than rise it seems reasonable to assume that the West Midlands needs no more than 5 colposcopy ATSM trainees per year
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CERVICAL CANCER REVIEW: AN AUDIT OF THE PROCESS

Indhu Chandrasekaran, Esther Moss, Geraint Owen, Gill Douce, Joanne Parkes, Richard Todd, Charles Redman

University Hospital of North Staffordshire, Stoke-on-Trent, United Kingdom

The NHSCSP recommends that there should be a systematic screening-history review of all cervical cancers diagnosed and that the results of this review should be shared with patients. Our service has undertaken such reviews for some time.

Using a retrospective case note review, we have audited the performance of this process for all cervical cancers diagnosed between April 2003 and March 2007.

Ninety-nine cases of invasive cervical cancer were diagnosed in the 4 year study period and a review has been completed in 98. Standards concerning documentation and the communication of results with members of the screening team (responsible gynaecologist, the pathology department and the hospital coordinator) were met.

In thirty-seven (38%) cases it was not considered appropriate to invite the patient for a review consultation (usually non/poor compliance). Of the sixty women invited to a review consultation, only 24 (40%) attended.  Only 9 (38%) respondents were seen within six weeks following completion of the review.

These results illustrate the need to ensure that all cases are reviewed and that results shared in a timely fashion.  There should be clear local operational guidelines for the handling of review results. Reasons for non-disclosure need to be clearly recorded.
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PSYCHOSOCIAL IMPACT OF ALTERNATIVE MANAGEMENT POLICIES FOR WOMEN WITH LOW-GRADE ABNORMAL CERVICAL SMEARS: 3-YEAR FOLLOW-UP RESULTS FROM TOMBOLA (TRIAL OF MANAGEMENT OF BORDERLINE AND OTHER LOW-GRADE ABNORMAL SMEARS)
Linda Sharp, On behalf of the TOMBOLA Group

1National Cancer Registry, Cork, Ireland, 2University of Aberdeen and NHS Grampian, Aberdeen, United Kingdom, 3University of Nottingham and Nottingham NHS, Nottingham, United Kingdom, 4University of Dundee and NHS Tayside, Dundee, United Kingdom, 5Bangor University, Bangor, United Kingdom, 6University of Hull, Hull, United Kingdom, 7University of Ottawa, Ottawa, Canada

Introduction
The adverse psychosocial effects on women of abnormal cervical smear results are well documented. Less is known about the psychosocial impact of different management policies, especially in the longer-term and among women with low-grade smears. TOMBOLA investigated psychosocial effects of alternative management policies over three years in women with low-grade smears.

Methods
4439 women aged 20-59 with a low-grade smear were randomised to cytological surveillance in primary care or colposcopy.  At colposcopy, women with a visible abnormality were randomised to immediate LLETZ or biopsy with recall for treatment if necessary.  Women completed the Hospital Anxiety and Depression Scale (HADS), at recruitment, six weeks post-procedure (smear/colposcopy/biopsy/LLETZ), and 12, 18, 24 and 30 months post-recruitment. Proportions with clinically significant anxiety (≥11) and depression (≥8), and adjusted odds ratios (OR), were calculated at each time-point.

Results
Anxiety declined substantially between recruitment (surveillance: 23%; colposcopy: 24%) and first HADS administration, more so in the colposcopy (7.9%) than surveillance arm (13.4%; p(between-arm difference)<0.001) . At 12, 18, 24 and 30 months, the proportions with anxiety or depression were similar in the surveillance and colposcopy arms; the ORs did not differ significantly from unity. There were no significant differences in anxiety or depression between the biopsy and recall and immediate LLETZ arms at any time point.

Conclusion

Initial colposcopy resulted in lower short-term anxiety than cytological surveillance. However, over three years there was little difference in anxiety or depression. Similarly, there was no difference in the psychosocial impact of alternative management policies at colposcopy.
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INTERPRETATION AND MODELING OF THE AW EFFECT ENABLES THE IN VIVO ASSESSMENT FUNCTIONAL AND STRUCTURAL CHARACTERISTICS OF THE ABNORMAL CERVICAL EPITHELIUM IN DySIS COLPOSCOPY

C Balas1, G Papoutsoglou1, WP Soutter2
1Department of Electronic & Computer Engineering, Technical University of Crete, Chania, Greece, 2Department of Gynaecological Oncology, Hammersmith Hospital, London, United Kingdom

Objectives

To understand the biophysical basis of the Aceto-Whitening (AW) phenomenon and exploit its optical characteristics for assessing, in vivo, functional and structural characteristics of the abnormal cervical epithelium.

Methods

DySIS is an advanced colposcope, enabling the quantitative assessment of the AW optical effect. We modeled the epithelial transport pathways of Acetic Acid (AA) solution by assuming two compartments per neoplastic epithelial layer. The first compartment is the extracellular space where pH is lower in neoplasia. Due to this fact, unionized AA penetrates the cell membrane entering to the second compartment: the intracellular space. Here, AA is disassociated due to its neutral pH. The hydrogen ions provoke a reversible nuclear protein denaturation and cross-linking, which generates the transient whitening effect. AA ions are then extruded from the cells to the next epithelial layer and finally the tissue restores its original color after their drainance to stroma. The model- predicted AW dynamic characteristics have been compared with experimental data, obtained in the context of a clinical trial where DySIS demonstrated a gain in sensitivity of 62,8% over regular colposcopy.

Results

Model predictions for various neoplasia grades have been compared with the corresponding experimental data confirming the validity of the model and of the aforementioned interpretations.

Conclusions

The dynamic optical characteristics of the AW effect are strongly correlated with functional (extracellular acidity) and structural (extracelular space and abnormal layer number). DySIS provides a means to assess both of them in-vivo thus improving the accuracy of AA-based tests in both colposcopy and VIA-screening.
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ARTISTIC:  A RANDOMISED TRIAL OF HPV TESTING IN PRIMARY CERVICAL SCREENING: FINAL RESULTS

Henry Kitchener1, Maribel Almonte2, Robin Dowie3, Boyka Stoykova3, Alexandra Sargent1, Chris Roberts1, Mina Desai4, Julian Peto2
1University of Manchester, Manchester, United Kingdom, 2London School of Hygiene and Tropical Medicine, London, United Kingdom, 3Brunel University, Uxbridge, United Kingdom, 4Central Manchester and Manchester Children’s University Hospitals, Manchester, United Kingdom

Objectives
Human papillomavirus (HPV) testing could add sensitivity to the detection of CIN3+ either as an adjunct to cytology or as a first test with cytology reserved for women who are HPV +ve.

Design
RCT of cervical cytology versus cervical cytology plus HPV testing, over two screening rounds, 3 years apart.  Round 1 would detect prevalent disease and round 2 a combination of incident and undetected disease from round 1.

Setting
Women undergoing routine NHS cervical screening were recruited in general practices and family planning clinics.

Participants
In total 24,510 women aged 20-64 were enrolled between July 2001 and September 2003.

Intervention
HPV testing was performed on LBC samples obtained at screening.  Women were randomised in a ratio of 3:1 either to have the HPV test result revealed and acted upon if persistently +ve in cytology –ve cases, or concealed from the woman, her GP and the investigators.

Main Outcome Measure
The primary outcome was CIN3+ in round 2.

Results
In round 1 there were a total of 313 CIN3+ lesions representing a prevalence in the revealed and concealed arms of 1.27% and 1.31% respectively (p = 0.81).  Round 2 involved 14,230 women (58.1%) of those screened in round 1.  In round 2 only 31 CIN3+ were detected and although the CIN3 rate was lower in the revealed arm (0.18% revealed vs. 0.34% concealed; p = 0.08), this was not statistically significant due to small numbers.  A less restrictive definition of round 2 increased the CIN3+ numbers in round 2 from 31 to 45, with rates in the revealed and concealed arms of 0.24% and 0.44% (p = 0.045) respectively.  There was no difference in CIN3+ between the arms when round 1 and 2 were combined.  Among 2,226 women who screened cytology –ve and HPV +ve in round 1, 32 CIN2+ lesions were detected among the 1,657 women in the revealed arm.  This resulted in a lower CIN2+ rate in the revealed arm in round 2 (2.16% vs. 4.47%; p = 0.036).

Conclusion
Adjunctive HPV testing did not add significantly to the effectiveness or cost effectiveness of LBC in this study.
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FIRST UK RESULTS ON THE ACCEPTABILITY  OF HPV VACCINATION OF ADOLESCENT SCHOOL GIRLS: UPTAKE OF THE FIRST DOSE OF CERVARIX

Loretta Brabin1, Stephen Roberts1, Rebecca Stretch1, David Baxter2, Gloria Chambers3, Henry Kitchener1, Rosemary McCann4
1University of Manchester, Manchester, United Kingdom, 2Stockport Primary Care Trust, Manchester, United Kingdom, 3Bury Primary Care Trust, Greater Manchester, United Kingdom, 4Health Protection Unit, Manchester, United Kingdom

Introduction
In the UK HPV vaccination will be offered to 12 year old girls from September 2008. This study aimed to assess the feasibility of delivering a three dose vaccine in schools and its acceptability to parents and girls. We report initial data on uptake of the first dose of Cervarix in two Primary Care Trusts (PCTs) in Greater Manchester.

Methods
Implementation was the responsibility of PCTs, and each approved a Patient Group Directive for delivering Cervarix at 0,1 and 6 months. In Sept 2007, they sent information and vaccine consent forms to parents of Year 8 girls in all 39 secondary schools. Consent was sought to allow the University to contact parents for follow-up questionnaires from acceptors and refusers. It was emphasised that parents might prefer to wait for the National Programme in 2008. School nurses conducted parent’s evenings and a short film was shown to girls. Nurses recorded the vaccination dates and catch-ups for later transfer to the electronic Child Health System.

Results
Based on results from 32 schools and 2622 girls, an uptake of 69.2% was achieved which was significantly higher in one PCT after controlling for ethnicity and social deprivation. Excluding small schools, uptake ranged from 33.6% to 92.2%. These results will be updated when outstanding catch-up data are added to the databases.

Conclusions
These results for the first dose are very encouraging providing that a similar uptake is maintained for three doses.

GlaxoSmithKline funded the study but played no role in its conduct or monitoring.
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PREDICTIVE VALUE OF GLANDULAR NEOPLASIA REPORTED ON CERVICAL CYTOLOGY: A RETROSPECTIVE ANALYSIS
Joseph Arumainayagam1, Samin Panda1, Laura Reed2, Arundati Mulay1, Chandrika Balachandar1, Jonathan Pepper1, Anthony Head1, Margaret Unitt1
1Walsall Manor Hospital, Walsall, United Kingdom, 2Birmingham Medical School, Birmingham, United Kingdom

Introduction
Observational studies have shown that high grade cervical intraepithelial neoplasia (CIN), high grade glandular intraepithelial neoplasia (CGIN), cervical adenocarcinoma and endometrial carcinoma are frequently diagnosed in women with abnormal glandular cytology. Guidelines recommend cylindrical excision for management, with selective use of endometrial biopsy. We determined the prevalence of abnormalities, treatment and follow-up data in women referred with? glandular neoplasia on cervical cytology.

Method
A case notes review of 50 consecutive women referred from January 2001 was performed. Demographical features including age, parity, smoking status, contraceptive use, findings at colposcopy, treatment, histology and follow-up data were obtained.

Results
48% of the women were above 50 years of age and 62% were non-smokers. Conservative excision was performed in 39 (78%), examination under anaesthesia with hysteroscopy and biopsy in 4 and knife cone biopsy in 3 patients.  Endometrial sampling was performed in 32 (64%) women.  Twelve (24%) women had cancer: 8 had endometrial cancer, 2 had adenocarcinoma of the cervix and one each had adenosquamous and squamous cell cancer of the cervix respectively. CGIN alone was found in 6 women, CIN alone in 17 (34%) and both CIN and CGIN in 6 women.

Conclusions
This review has shown a higher incidence of CIN and similar detection rates for malignancy and CGIN, compared to a previous report. Selective conservative excision was found to be an effective management while endometrial sampling is mandatory in all women of perimenopausal age and above. Further data, including findings at colposcopy and follow-up cytology will be presented.
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THE IMPACT OF MICROINVASIVE CANCER OF THE CERVIX ON WOMEN DURING FOLLOW-UP
Mary Cairns1, Nicola Gray1, Margaret Cruickshank2
1Aberdeen Royal Infirmary, Aberdeen, United Kingdom, 2University of Aberdeen, Aberdeen, United Kingdom

Introduction

The psychological and psychosexual sequelae of  cervical screening and disease are well recognised but most research has focused on  women with cervical intra-epithelial neoplasia (CIN) or women with early (Stage1B) to advanced cervical cancer. There has been little work looking at women with microinvasive cancer as a unique clinical identity. Many of these women have a similar diagnostic, treatment  and follow-up pathway to those with high grade CIN. This could result in unrecognised and ongoing health concerns. We report on a questionnaire based case-control study comparing the concerns of women with microinvasive cervical cancer with those of women with high grade CIN.

Methods
Women with micro-invasive cancer and controls with CIN2/3 diagnosed between 2000 and 2006, from a geographically defined population, were recruited and invited to complete a postal questionnaire consisting of the Hospital Anxiety and Depression Scale  (HADS) and the  Process Outcome Specific Measure (POSM).

Results
Twenty eight women diagnosed with microinvasive cancer were identified and 18 participated (response rate 64%). Fifty eight controls were matched by age and year of treatment with 26 responding (45%). 18% of women with microinvasive cancer had a HADS depression score of 8 or more, compared to 12% of those with CIN (p= NS). The HADS anxiety score of 8 or more occurred in 35% of each groups. There were no significant difference in terms of POSM results for sexual activity, fertility and developing cervical cancer in the future between cases and controls.

Conclusions
We did not find a difference between women with a previous diagnosis of microinvasive cancer and those with high grade CIN, in terms of ongoing concerns during their follow-up. We did not identify any additional concerns for women with microinvasive cancer in the care provided in the colposcopy service.
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SHOULD GYNAECOLOGISTS TAKE SMEARS?

Julie Robertson, Beryl Wilson, Geraint Owen, Paula Hadden, Phyllis Dunn, Charles Redman

University Hospital of North Staffordshire, Stoke-on-Trent, United Kingdom

Successful cervical screening is a complex process that involves not only sampling adequacy but satisfactory handling and reporting of results.

A retrospective case note audit was performed to assess how cytological adequacy and reporting of results were influenced by where the smear was taken.  Three sites were evaluated: gynaecological outpatients (n=49); a dedicated smear clinic (n=78) performed by nurse practitioners, all of whom were certified smear takers; and theatre (n=29). Smears in the gynaecological clinic and theatre were taken my gynaecologists, predominately junior medical staff, none of whom were certified smear takers.

The inadequacy rate for smears performed in outpatients and theatre (24%) were significantly higher than for those performed in the smear clinic (1%). In addition, whereas 100% of Smear Clinic results were communicated with patients and GPs, there was no evidence of this having occurred in 25% of smears taken in theatre and outpatients.

These results indicate that screening smears should only be performed in dedicated cervical screening settings by trained smear takers unless there are exceptional circumstances.
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AUDIT OF DNA RATE FOR THE YEAR 2006-2007
Vera Jane, Olabisi Folayan, Zamblera Dante, Jolaoso Adeboye, Labeja Accellam
Lewisham Hospital, London, United Kingdom

Introduction
This study was designed to gain insight into why women do not attend their Colposcopy appointment and to ascertain whether changes to practice or environment were required

Methods
A postal survey was conducted for patients who DNA between April and July 2006. 115 questionnaires were sent out. Only 15 completed questionnaires were returned,

As the response was poor 72 women who had a previously DNA their Colposcopy appointments were given a follow up questionnaire between 1st May 2007 to 31st August 2007

Results
DNA rate April 2005- March 2006 15%, DNA rate April 2006- March 2007 14%

Cancelled appointments by patients 2005-2006 [11%] 2006-2007 [10%]
Cancelled appointments by hospital 2005-2006 [14.5%] 2006-2007 [18.7%]

QA standard – default rate should be less than 15%

20% forgot appointment,

5.7% could not get time off work,

4.5% appointment not suitable,

6.8% not ready for procedure,

12.6% having period,

11.4% never received the appointment

9.1% on holiday. 28.7% other reasons [too scared, unwell, pregnant, had it done privately and family bereavement]
Conclusion

Following reminders, most women will eventually be seen within one year of their non-attendance. Strategies to improve patterns of attendance should be employed
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COLPOSCOPY OUTCOMES IN WOMEN AGED 50 AND OVER

Miranda Cowen, Deirdre Lyons, Julie McCarthy

Imperial College Healthcare NHS Trust. St Mary's Hospital, London, United Kingdom

Introduction
CIN in women over 50 can be difficult to manage, both in terms of assessment and treatment.  The SCJ is often high in the canal, resulting in unsatisfactory colposcopic examinations and diagnostic treatments. A 5 year retrospective audit assessing histology, complete excision rates and follow up of women with abnormal cervical cytology was performed.

Methods
Between January 2002 to 2007, data was collected on referral cytology, colposcopically obtained samples, treatment histology, margins and follow up.

Results
143 women were included. Mean age was 59 (range 50-75). Referral cytology was low grade in 90 (63%) and high grade in 53 (37%). 116 (81%) had an excisional treatment. Cone histology was negative in 12 (10%), low grade in 67 (58%) and high grade in 37 (32%). 5 (4%) of high grades were microinvasive. Treatment margins in 93 (80%) were clear. Those with positive margins, 14 (12%) were to the ectocervix and 9 (8%) to the endocervix. 20 (14%) were retreated, 2 (18%) remained positive at endocervical margins.

Conclusion
Women over fifty with CIN are more likely to be treated than younger women and have a higher percentage of positive endocervical margins. Those with positive endocervical margins are significantly more likely to have abnormal follow up at six months. However, having clear margins does not guarantee a negative follow up. Women with clear margins at treatment may benefit from HPV testing to assist in predicting reoccurrence; those with positive endocervical margins should be considered for early hysterectomy.
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AUDIT OF COLPOSCOPY OF HIV +VE WOMEN IN A UNIVERSITY HOSPITAL: A 6-YEAR EXPERIENCE
Sarah Watson, Salem El-Shawarby, Olabisi Folayan, Dhiraj Uchil, Eric Accellam, Adeboye Jolaoso, Dan Zamblera

University Hospital Lewisham, London, United Kingdom

Introduction
BSCCP guidelines recommend that women newly diagnosed with HIV should undergo cervical cytology, with additional colposcopy if local resources are available. Subsequent colposcopy should be performed in accordance with the normal national guidelines.

Methods
This study identified 34 women who had HIV between 2001 and 2007, and looked at their cytological, colposcopy and histological results.

Results
Overall 1 (3%) has normal smear; 0 (0%) inadequate; 6 (18%) borderline; 15 (44%) mild dyskaryosis; 6 (18%) moderate dyskaryosis; 3 (9%) severe dyskaryosis; and 3 (9%) with no smear.

Of the15 women on antiretrovirals: 3 (9%) borderline; 8 (24%) mild dyskaryosis; and 4 (12%) moderate dyskaryosis. None had severe dyskaryosis. Of the 19 women not on antiretroviral therapy: 1 (3%) normal; 3 (9%) borderline; 7 (21%) mild dyskaryosis; 2 (6%) moderate dyskaryosis; 3 (9%) severe dyskaryosis; and 3 (9%) with no smear.

Generally the smear results correlated well with the colposcopic findings and histology results. But the study revealed 3 (9%) cases of rapid progression from borderline or low-grade CIN, to high grade. Initially, low-grade changes were seen, but within 6 months had progressed to high-grade changes leading to biopsy and the discovery of CIN II/III.

Conclusion
The majority of patients with HIV had cervical changes, irrespective of antiretrovirals. The results of the study confirm that there can be more rapid progression of severity of disease in these immuno-compromised patients in comparison to the general population. This confirms the need for regular smears and timely colposcopic assessment when indicated.
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ANAESTHETIC CHOICE IN THE COLPOSCOPY CLINIC

Dawn Swancutt1, David Luesley2, Joanne Eastaugh1, Sue Wilson1
1University of Birmingham, Birmingham, United Kingdom, 2Pan Birmingham Gynaecological Cancer Centre, Birmingham, United Kingdom

Introduction
Current Cervical Screening Programme guidelines recommend that less than 20% of treatments in colposcopy clinics should be under general anaesthetic.  The aim of this study was to increase the evidence base for guidelines by establishing the proportion of women receiving general anaesthesia for treatment, determining the predictors of, and reasons recorded for, general anaesthetic use.

Methods
Retrospective analysis of routinely collected data from a NHS Trust in the West Midlands.  Inclusion criteria: colposcopy clinic appointments January 2003-March 2005.  A Logistic regression of factors associated with general anaesthetic choice was conducted.

Results
5.4% (204/3777) of new appointments for colposcopy received treatment under general anaesthetic.  Of patients requiring treatment, 20% (204/1003) received general anaesthetic.  General anaesthetic was more likely to be used when the patient required loop excision (OR=3.63 (95% CI 2.11-6.24)), and less likely when directed biopsy was performed (OR = 0.11 (95% CI 0.01-0.80)), when the patient appointment date was after introduction of new guidelines  (OR = 0.37 (95% CI 0.24-0.56)), or when the assessment visit was with a non-consultant status doctor rather than nurse or consultant (OR = 0.70 (95% CI 0.50-0.97)).  General anaesthetic use varied between colposcopists ranging from 0% to 16.5% of new patients seen.  Patient choice was the most commonly specified reason for the use of general anaesthetic.

Conclusions
The proportion of colposcopy patients treated under general anaesthetic is 20%, within guideline limits.  Substantial variation in general anaesthetic rates between colposcopists was observed and further investigation is required to discover the reason for this.
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CHANGES IN CERVICAL SCREENING AND THEIR EFFECT IN COLPOSCOPY CLINIC REFERRALS

Nikolaos Burbos, Magdi ElSawy, Simon Crocker, Joe Nieto

Norfolk and Norwich University Hospital, Norwich, United Kingdom

Introduction

To evaluate the significant reduction in the number of referrals to our colposcopy clinic in 2006 and 2005 compared to figures of the year 2003, following implementation of new guidelines for referral.
New guideline implemented in September 2004 about the change in screening age for the first smear test. The first test is performed now at the age of 25 instead of 20.

Methods

We reviewed the indications for referral in the colposcopy clinic in women under the age of 25 in 2003, 2005 and 2006, and compared the results. As the year 2004 was transitional period, subjects seen in the clinic that year were not included in our analysis.

Results

There was 35% and 33% reduction in the total number of patients seen in colposcopy clinic in 2005 and 2006 respectively, compared to the year 2003. There was reduction of 30% in referrals for high-grade abnormalities in 2005 and 2006. In 2003, 24% (257) of patients seen in the clinic were under the age of 25. 45% of them had low-grade abnormalities and 55% high-grade. In 2006, only 10% (81) of patients seen were under the age of 25. 33% of them had high-grade abnormalities.

Conclusion

Our colposcopy clinic figures show a reduction by a third in the number of referrals for colposcopy for patients with abnormal cytology in 2005 and 2006, although this pattern is not reproduced in other units in our region. We believe that the change in screening age is likely to be the most important factor.
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AN EVALUATION OF CERVICAL CANCER TRENDS IN A TERTIARY REFERRAL UNIT

Tom Darcy, Noreen Gleeson, Katherine Astbury, Andrea Duignan

Gynaecology Oncology Service, St. James's Hospital, Dublin, Ireland;  Coombe Women's Hospital, Dublin, Ireland; Trinity College, Dublin, Ireland

Introduction

This research focuses on cervical cancer trends at a tertiary referral unit over a 6-year period, 2001 to 2007, during which time the incidence of cervical cancer doubled.
Aim

This report aims to provide a comprehensive evaluation of cervical cancer occurrence and the service offered by the Gynaecology Oncology multidisciplinary team to their patients at our Tertiary referral unit.

Method

Retrospective analysis of 320 patients with invasive cancer of the cervix, (January 1st 2001-December 31st 2007).

Results

Age range of patients diagnosed was 23 to 86 years with a median age of 45. 69% of cancers were Squamous Cell carcinoma followed by 23% adenocarcinoma. 52% of patients smoked or had a history of smoking. 44% had a family history of cancer. 54% of patients were diagnosed with stage 2 or greater and required radiotherapy as part of their treatment.

Conclusion

This evaluation shows that patients presented with cervical cancer at a later median age, and with a later stage of disease progression than their UK counterparts. This could be linked to the lack of an organised cervical cancer screening service. A study of survival rates between 2002 and 2006 indicate a 91% survival rate at one year, 83% at 3 years and 66% at 5 years.
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A TEAM WITHIN A TEAM

Amanda Sutton, Hilary Jefferies, Maureen Frost

Birmingham Women's Hospital, Birmingham, United Kingdom
The Direct Referral policy was introduced at the Birmingham Womens Hospital on 7th May 2007 as part of a wider pan-Birmingham initiative to streamline the process whereby women who have an abnormal cervical smear are seen sooner and treated more quickly than previously, while increasing communication and creating stronger links with all the healthcare providers involved in her care.

The woman receives the appropriate information and professional contact details at each stage of her journey, and is assured, via a robust fail safe mechanism, that she will be treated and informed of her results and future care plan at the earliest opportunity. This has not involved any additional costs, but has benefited the women themselves, as noted in a recent patient satisfaction survey, which recorded quantitative and qualitative data, and also the health care professionals involved. Since the implementation of the Direct Referral policy, the GPs and primary care teams have stronger links with the Cytology and Colposcopy departments within the Birmingham Womens Hospital through their professional working and it has led to greater job satisfaction within the Hospital environs. The title of our abstract ‘A team within a team’ reflects our sense of achievement.
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LESSONS LEARNT FROM AN AUDIT OF INVASIVE CERVICAL CANCERS

Esther Moss, Gill Douce, Geraint Owen, Joanne Parkes, Richard Todd, V Menon, Charles Redman

University Hospital of North Staffordshire, Stoke on Trent, United Kingdom

An audit of 88 cervical cancers diagnosed in the triennium 2003-2006 was undertaken.  The review included screening history, cytology, histology and gynaecological management.

The median age of the study group was 45 (range 24-91) with 58 (66%) of the cancers being Stage 1B1 or less at presentation. Sixty-eight women (77%) had had at least one smear in the past; in 41 cases (47%) one or more smears had not been reported as normal and 12 patients (14%) had previously been referred for colposcopy.

Cases were categorised using NHSCSP (2006) criteria as follows:

1. Screen detected

22 (25%)

2. Interval cancers

11 (12%)

3. Lapsed attendees

26 (30%)

4. Never invited
  

8     (9%)

5. Never attended

12 (13%)

6. Lost to follow up
  
9   (10%)

In the majority of cases (66%) at least one screening programme problem could be identified, the most common being patient compliance (45%).  The cytology review revealed an under-call in 23 cases (26%); in 14 this was a principle contributing factor. In five patients who had had colposcopy previously, a problem with the colposcopic management was identified.

Whilst this local exercise has encountered difficulties, including the challenges of co-operation with other units, the loss of slides precluding adequate cytology review and shortcomings with NHSCSP invasive audit categorisation, it has the potential of yielding invaluable information for improving programme effectiveness.

P-12

AN AUDIT OF THE IMPLICATION OF MICROBIOBSIES IN LIQUID BASES CYTOLOGY CERVICAL SMEARS
Lydia Karamura1, Rohini Gonsalves2, Christine Payne2
1Swindon & Malborough NHS Trust, Wiltshire, United Kingdom, 2Gwent Healthcare NHS Trust, Gwent - Newport, United Kingdom

Introduction
The aim of this audit was to determine whether presence of microbiopsies in cytology samples was associates with high grade colposcopy changes and dysplasia on biopsy, increased risk persistent dyskaryosis and association with cervical cancer.

Method
All women who had reports of microbiopsy were identified from the cytopathology records. Patient notes and cytopathology administration system were utilised to identify previous smear history and follow up of patients.

Results
Age at presentation varied from 20 – 65 with a peak in 31 – 35 age group. 36% had history of previous abnormal cytology or treatment of cervical lesions, 44% no history of previous abnormal cytology and in 7% this was index smear. 16% of smears had probability of glandular features, 6% probable invasion with 78% showing only squamous cellular features in the biopsy.

69% had negative cytology at follow up with 31% persistent dyskaryosis of whom 5/16(31%) had repeat LLETZ procedure, 7/16(44%) had hysterectomy both due to persistent CIN or associated menstrual dysfunction and 4/16(25%) had follow on negative smears though Low grade colposcopy cervical changes persistent.

Conclusion
Microbiopsies are associated with increased probability severe squamous dysplasia on biopsy though with no correlate to presence glandular neoplasia or invasive disease. There is increased risk of persistent disease with only 69% having negative cytology at initial follow up post LLETZ procedure. Though 68% of histology demonstrated deep crypt involvement, no demonstrable increase in glandular dysplasia.
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COLPOSCOPY -PATHOLOGY- MDT: AN AUDIT OF CLINICAL PRACTICE

Gunjan Gupta, Hisham Abdel- Rahman

Hinchingbrooke Hospital, Huntingdon, United Kingdom

Introduction
As per the NHSCSP guidelines colposcopy clinics must have established protocols for liaison with multidisciplinary services and audit being an integral part of the service. This retrospective audit was conducted to study our adherence to local guidelines for referral criteria and outcome measures of MDT meetings.

Methods
41 patients discussed at MDT meetings from January 2007, to December 2007, were taken up retrospectively for the audit.

Results
6% (41/694) of all new colposcopy referrals were discussed in the colposcopy MDT. There was discrepancy between cytology, colposcopy or histology in 28 cases (68%). In total 39 %( 12/31) of the cytology and 62% (10/16) of the histology grading were reassigned. 83% of the cytology & 50% of the histological grading were downgraded. As a result of cytology and histology reassignment, 58% of the cytology group patients and 70% of histology group were offered conservative management. In all 41 cases MDT discussions and action taken were documented in the patient notes.

Discussion
The MDT is a very effective forum enabling effective communication between the colposcopy, the cytology and histopathology teams. The recent introduction of the LBC service last year explains the high percentage of cytology downgrading in our unit. The MDT offered conservative management to a significant number of patients. The MDT is a good resource for the training and education of all the staff involved.
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DO LLETZ BIOPSIES SHRINK BETWEEN COLLECTION AND PATHOLOGICAL ANALYSIS THUS MAKING THE RECORDED EXCISION DEPTH UNRELIABLE

Victoria Flanagan, Jim Kennedy, David Millan

Glasgow Royal Infirmary, Glasgow, United Kingdom

Introduction

The revised minimum dataset of the British Society for Colposcopy and Cervical Pathology (BSCCP) highlighted the importance of excision quality of LLETZ cervical biopsies.  The minimum excision depth should be greater than 7mm and recorded by the colposcopist as such.  At present measurements are defined by the pathologist after the tissue has been immersed in formaldehyde-saline solution.  With regards to excision of vulval skin lesions it has already been reported that significant differences exist between fresh samples and those post- fixation.

Such differences have been attributed to the shrinkage effect that formaldehyde-saline solution exerts on such tissues.  Our aim was to establish if a similar phenomenon occurs in LLETZ biopsies.

Methods

Excision biopsy data from 100 women was gathered over one year by the same colposcopist.  Width and depth were recorded at collection.  The tissue was then sent to the laboratory where the pathologist measured the tissue sample once again and compiled the final report. The two sets of measurements for each sample were analysed using paired t-tests.  All analyses were performed using SPSS with a significance level of 5%.

Results

There was a significant difference in the recorded width of the tissue but this was not consistent with tissue shrinkage.  There was no significant difference in tissue depth pre and post-fixation.  95% of biopsies were >7mm both pre and post-fixation.

Conclusion

Cervical tissue is not subject to significant shrinkage and hence pathology measurement data can be considered as a reliable means of assessing excision quality.
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NATIONAL COLPOSCOPY CLINICAL INFORMATION AND AUDIT SYSTEM (NCCIAS) DATA ENTRY SURVEY IN NHS FORTH VALLEY

Shahzadi Munaza, Klara Ekevall
Stirling Royal Infirmary, Stirling, United Kingdom

Introduction
NCCIAS- national colposcopy information & audit system- was introduced in 2006 to standardise data collection across Scotland, to facilitate audit and to allow benchmarking of individual hospitals and colposcopists. Colposcopists have to be reaccredited every 3 years and have to provide some data to support this. This system will allow us to obtain the required information and will also give us other useful information for audit once we are sure that the data entry is complete and accurate.

Standard
No national standards for data entry identified. For the purpose of study it was taken as data entry of more than 95 %.

Objective
To look at the practice of data entry on NCCIAS.

Methods
Data was collected retrospectively from May 2007 till July 2007 by logging on NCCIAS and comparing its data to colposcopy sheet from case notes.

Results

In total 40-clinic appointment both from SRI and FDRI were looked at and 1154 data observations made.  Entry not applicable (n=222) was excluded from total statistics.  For SRI total observations was taken as 470 and 462 for FDRI.

	Hospitals
	Complete
	Incomplete
	Not entered
	Entry not applicable

	SRI
	397 (84.5%)
	23 (4.9%)
	50 (10.6%)
	92 

	FDRI
	403 (89%)
	1 (0.02%)
	58 (12.8%)
	130 

	Combined
	800 (85.8%)
	24 (2.6%)
	108 (11.6%)
	222 


Discussion
85.8% data entry was complete for both hospitals. 2.6% data was incomplete, mostly for colposcopy findings, which is the most important part of data, and should be entered completely. No wrong data entry from case notes into NCCIAS was noted.
Recommendations
More staff training sessions recommended for all colposcopy secretarial staff.
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POSTCOITAL BLEEDING: THE INCONSISTENT MANAGEMENT JUSTIFIES THE NEED FOR EVIDENCE-BASED GUIDELINES
Fadi Alfhaily1, Ayman Ewies2
1Colchester General Hospital, Colchester, United Kingdom, 2The Ipswich Hospital NHS Trust, Ipswich, United Kingdom

Introduction
Despite the reported association between postcoital bleeding (PCB) and significant cervical pathology, the management of these women is inconsistent all over the country.

Method
A questionnaire was sent to 1018 consultant gynaecologists in The UK, using the data base of the RCOG, enquiring about their opinions and the details of practice.

Results
Four hundred and forty five (44.2%) replies received, 20 of them were excluded for incomplete information. 61% of consultants agree that PCB is a significant clinical issue which requires developing national guidelines for management, and 81% reported that their departments lack local guidelines. More than half of the consultants see women in outpatient gynaecology clinic, and only 16% see them in colposcopy clinic. 66% do not think that PCB is an indication for referral to colposcopy. 59% agree with The Department of Health guidelines that recommends urgent referral for women aged > 35 years with PCB for >4 weeks. Approximately half of the responders repeat the cervical smear even for those with negative smear history who are still within the national screening interval; 20% repeat it only if it was done >12 months before the episode of PCB, 18% repeat if it was done >6 months, and 10% repeat it if it was done >3 months. Only 28% perform colposcopy. 54%, 43% and 41% do high vaginal swabs, endocervical swabs and chlamydia swabs, respectively.

Conclusion
Given the strong evidence of its association with significant cervical pathology, it may prudent to standardise the management in the UK.
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ARE WE OVERTREATING THE PATIENTS WITH MODERATE DYSKARYOSIS

Nosheen Aslam, Srirupa Chakravorty, Catherine Finn

Heart of England NHS Foundation Trust, Birmingham, United Kingdom

Aim
To evaluate management of patients with smears reported as moderate dyskaryosis against NHSCSP guidelines and to detect any over treatment particularly in young nulliparous patients.

Materials and Methods

Retrospective case notes analysis over12 months period January 2006 -   December 2006.

Results

98 patients were identified with referral smear of moderate dyskaryosis. 93 notes studied (5 notes missing).100% women offered appointments within 4 weeks of referral (standard 90%).Default rate was less than 7%. (standard<15%).All colposcopic examinations were satisfactory except 1.The predictive value of a colposcopic diagnosis of a high grade lesion (CIN 2 or more) was 65% (Target 65%). Biopsy was taken in >95% of women with high grade abnormalities.50/93  had LLETZ as select & treat policy,36/93 had punch biopsy,7/93 had smears only followed by LLETZ in 4 patients. Those patients having LLETZ at their first appointment 41 had HG CIN (1 CA CX), 3 had LG CIN,4 HPV,2 No CIN. Proportion of cases with histologically proven CIN were 44 out of 50(88%)-Target >90%. Poor correlation between cytology,colposcopy and histology in 12 out of 36. 9 women had cold coagulation. No major discrepancies between cytology and histology. Proportion of treated women with no dyskaryosis at 6 months was >90%.Overtreatment identified in 14 out of 93(15%), 1 nulliparous, most had 1 child.

Conclusion

Select and treat policy needs to be re-evaluated in terms of Moderate Dyskaryosis
If smear is HG, but colposcpic impression is HPV or LG, it is better to do biopsy first and discuss in MDT meeting before planning treatment.
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TELEPHONE ENQUIRIES ARE USEFUL IN COLPOSCOPY SERVICE QUALITY ASSURANCE.

Phyllis Dunn, Charles Redman

University Hospital of North Staffordshire, Stoke-on-Trent, United Kingdom

Introduction

Quality assurance (QA) of a clinical service includes reviewing medico-legal cases, complaints, both formal and informal, as well as approaches to PALS. Such data is relatively uncommon and can lack sensitivity in detecting client concerns.

Methodology

In order to evaluate the usefulness of informal patient enquiry, a retrospective survey of all telephone queries to the Colposcopy Clinic Help Line for the period October 2006 to Dec 31st 2007 was performed to assess the potential as a QA indicator.

Results

In all, there were 395 calls (enquiries regarding appointment changes were not included).  Ninety seven (25%) patients contacted the service wanting more information on the HPV vaccine; 165 (41%) were anxious about histology waiting times , 116 (29%) were anxious regarding the impending first colposcopy visit while the remainder voiced concerns about pregnancy, vaginal discharge, contraception and the rationale for attending the colposcopy unit

Conclusions

These data provide contextual information on both unit-specific and general issues; on the one had there was soft clinical governance data on issues such as the delay in the processing of histology results whilst the information reflects a more widespread concern about HPV.

From a practical point of view these patient-generated data were used to reinforce concerns about deficiencies in service provision (i.e. histology waiting times) and to indicate the need for provision of adequate information on HPV and vaccination.
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HPV VACCINE: DOES THE AVERAGE CONSUMER GET GOOD QUALITY INFORMATION ON THE INTERNET?

Sandra Wong
Huddersfield Royal Infirmary, Huddersfield, United Kingdom

Introduction
HPV vaccination will be introduced into the national immunisation programme in September 2008, for girls aged 12-13 across the UK.  Girls eligible and their parents would be in an age group who are likely to access information via internet on a regular basis.  This audit aimed to assess the information available on the internet for the public about HPV vaccine.

Methods
In January 2008, the first 10 websites located with seven search engines using the keyword “cervical cancer vaccine” were assessed on the quality and readability (Flesch reading ease) of their information about the vaccine.

Results
Among the 70 websites identified, 34 webpages were located in 24 independent websites (2 broadcast station sites, 2 general knowledge sites, 3 general health sites, 4 newspapers sites, 2 government sites, 4 charity sites, 6 private clinics sites and 1 commercial site) excluding repetition.  Date of production was not stated in 19% of webpages and 38% has no link available.  Nine webpages contained general information, 14 contained news update, 7 with commercial intent, 2 contained debates and 2 have no relevant information.  All webpage with general information and news update contained accurate information about the vaccine.  Four webpages were very difficult (0-30) to read, 19 were difficult (31-50) and 5 were fairly difficult (51-60).

Conclusion
Information on HPV vaccine is accessible to the public via the internet but the quality is variable and is difficult to read for the average reader.  Website with creditable information but easy to read is urgently needed.
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AUDIT OF LLETZ PERFORMED UNDER GENERAL ANAESTHESIA

Asha Bhalwas, C Evans, S Johnson, N Das, K.S. Metcalfe

Princess Anne Hospital, Southampton, United Kingdom

Objective
The annual evaluation report of  our colposcopy unit, suggested that the number of loop biopsies being performed under a general anaesthetic (GA) was showing an increasing trend over the last two years and , for the year 06-07 did not meet the required NHSCSP standard for loop biopsies performed under GA (less than 20%). An audit was performed to identify any factors, which could have contributed to the above increase.

Materials and Methods

A retrospective audit over the last year (April 06-March 07) was performed. Patients were identified and their details collated from the colposcopy database and clinical notes. Statistical analysis using SPSS was performed to identify any trends/contributing factors

Results

Total number of 433 loop excisions was performed during the year. Eighty-seven (20.1%) of the LLETZ were done under a general anaesthetic. The mean age of the women undergoing the procedure was 33.8(Range 21-61).44% of the women were nulliprous, 41% were smokers and11% had previous loops under local anaesthesia

The indications for GA were documented as follows: large lesion:33%, patient request/anxious pt: 30%, patient discomfort: 20%, poor access:13%, other GA procedure: 12.5%, ?invasion:7%,vaginal extension: 4%. 82%of decisions involved an accredited colposcopist while trainees listed 18% of the women. The sex of the colposcopist did not correlate with the indication for the procedure being performed under GA. Colposcopists performing larger number of loops (>100) were less likely to list women for the LLETZ to be performed under GA (p<0.05).

Conclusions

Large lesion and patient request /discomfort appeared to be the commonest indication for the procedure being performed under a GA.  Colposcopists performing a high volume of loops were more likely to perform the procedure under a local anaesthetic
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AUDIT OF COLPOSCOPY SERVICES IN SCOTLAND: ARE NHS CSP STANDARDS BEING MET?

Geraldine Anthony, Amanda Lee, Margaret Cruickshank

Aberdeen University, Aberdeen, United Kingdom

Introduction
NHS CSP standards document No20 recommends that >80% of women should be treated under local anaesthetic. The circumstances under which colposcopy is undertaken will affect the acceptability of the procedure. Key features of the facility that form a minimum standard are: a permanent couch and colposcope; clinical staff familiar with the procedure; safety guidelines for electrical equipment; emergency guidelines; resuscitation equipment and TV monitoring   facilities

Methods
A self completed questionnaire was sent to 88 identified practicing colposcopists in Scotland.

Results
There were 58 (66%) responders. 91% had a permanent room for clinics with a permanent couch and colposcope. The majority (91%) had regular nursing staff to assist with their clinics and 7% said they sometimes had regular staff. In terms of safety guidelines for laser or diathermy equipment, 57% had guidelines available in their clinics, 22% did not and 21% didn’t know. Similarly emergency guidelines were available in 41% of clinics, 41% did not have these and 16% did not know. TV monitors were available for 72% of colposcopists. Resuscitation equipment was available for 81%, 12.1% did not and 6.9% did not know. Finally counselling was available for 55.2% of colposcopists, although only 39.7% had dedicated trained counselling staff in their clinics.

Conclusion
In general, Colposocopy clinics in Scotland met most current guidelines. This audit highlights the need for Colposocopy staff to be familiar with their local guidelines for treatment equipment being used and for emergencies.
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FOLLOW UP OF PATIENTS WITH INCOMPLETE EXCISION OF CIN AFTER LLETZ

Bhairavi Matani, Bee Chen, Shamim Amis
Sherwood Forest Hospitals, Kingsmill Hospital, Sutton in Ashfield, United Kingdom

Objectives
To review the follow up of patients with incomplete excision margins after LLETZ for all grades of CIN

To correlate post LLETZ smear and biopsy results for detection of persistent disease.
Method
A retrospective analysis from database and case notes was done during the period of Jan 2000 to Dec 2006.

Results
397 patients of incomplete excision following LLETZ were identified out of a total of 1417 patients. 36% of patients had incomplete excision at ectocervical and endocervical margin each, while 1.3% had incomplete excision at both margins. 88% of patients with incomplete excision had subsequent normal smear. 13% of patients had high grade lesion on colposcopy while 2.5% had persistent high grade abnormality on biopsy. No cases of microinvasion or invasion were seen at subsequent follow up.

Conclusion
Despite positive margins only small number of patients had persistent disease at first follow up. Most of the patients with incomplete excision had normal smears and no microinvasive or invasive disease was detected at first follow up visit. We recommend that patients following incomplete excision after LLETZ may have smear follow up with GP’s.
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LLETZ FOR HIGH GRADE CERVICAL INTRAEPITHELIAL NEOPLASIA- 5 YEAR -FOLLOW-UP OUTCOMES

Emma Jackson, Kay Welton, Yin Ling Woo, Joyce Eletu-Odibo, Robin Crawford

Addenbrookes Hospital, Cambridge, United Kingdom

Introduction

Several studies have looked at outcomes of excised high Grade CIN in relation to excision margins. Many of these, however, had limited sample size and follow up intervals. In the recent metanalysis by Ghaen-Al-Maghani et al., the largest study group had default rates at first and second cytology of 23 and 40%.In our study we aim to report the data set complete to five years on a large cohort of women

Methods

1123 women with histologically proven high grade CIN (2/3) were identified from our colposcopy database.  Referral cytology, patient age at treatment, and details of excision margins were recorded. Follow up cytology and histology was obtained for a 5 year period. Exclusions were made for histologically proven CGIN, previous treated high grade disease, hysterectomy performed soon after initial treatment, women treated out of unit and those with incomplete follow up data.

Results

Data so far has predicted approx 10 % histological recurrence within 5 years. Margin specific rates of recurrence will be reported.

Discussion

Our large cohort of treated women relates to other similar studies. We report the relationship of the completeness and site of incomplete excision margins to the recurrence risk of disease and compare this to other available literature We also report on age as an independent factor for recurrence risk
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ATYPICAL GLANDULAR CELLS ON SMEAR – AGE RELATED IMPLICATIONS AND MANAGEMENT

Saswati Maitra, Linda Tan, Shahla Ahmed, Deirdre Lyons

Imperial College Healthcare NHS Trust, St Mary's Hospital, London, United Kingdom

Atypical glandular cells (AGC) constitute 0.05-0.1% of all cervical smears and present a diagnostic dilemma. We assessed the impact of age on disease distribution and management.

Women with AGC on smear from 2000- 2007 were studied. Histopathological outcomes were analysed with reference to age: <36y and >36y. The analysis attempted to ascertain whether other investigations as well as Colposcopy was required.

Results
8054 women were referred with abnormal cervical smears. 113(1.4%) were referred with AGC. 63 were >36y and 42 were <36y. The site of origin of cells on the referral smear was defined in 78%.

All women > 36y had disease confined to the cervix. The incidence of high grade dysplasia was 26/42(62%). The incidence of cervical cancer was 6/42(14%) Women >36y exhibited both cervical (54%) and extracervical (46%) pathology. 33/63 (52%) women >36y had a diagnosis of genital tract malignancy. Endometrial cancer was the commonest diagnosis 18/63 (29%). Cervical malignancy was present in 10/63 (16%).
The overall incidence of malignancy was 36%.

Conclusions
Cervical and endometrial carcinoma were commoner in women>36y. There is a high incidence of high grade/invasive disease in all women presenting with AGC on smear. We recommend ultrasound and hysteroscopy in all women >36y because of high incidence of extracervical disease (especially endometrial), whereas all disease in women < 36 y was cervical.
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GLANDULAR DYSKARYOSIS: 11 YEARS EXPERIENCE

Ashfaq M. Khan, Suzanna Morton, Theresa Freeman-Wang, Narendra Pisal, Albert Singer
Whittington Hospital, London, United Kingdom
Introduction
Cervical screening programme is not designed to detect glandular neoplasia. Smears showing glandular neoplasia are very uncommon but it has significant impact on our colposcopy service.  The objective of this study was to review the outcome of women referred with cytology reporting glandular neoplasia.

Method
This was a retrospective study of women referred to our unit with smear test results showing glandular dyskaryosis between January1997 to December 2007.Information on patient history, colposcopy, treatment and follow-ups were collected from our computerised colposcopy database.

Results
One hundred and twenty nine women with glandular neoplasia were identified. Three patients did not attend our clinic and information on further 12 cases was not available for analysis. The mean age of study population was 42.6 years (24y.-90y.). 15/21(71%) smokers had either pre-cancer or invasive cancers.  Significant pathology was found in 101(88%) patients.  31.4% had invasive cancers (20 cervical cancers of different types, 14 endometrial cancers and 1 extra uterine cancer) and further 46% had high grade cervical pre-cancers. Colposcopic impressions were normal in 14% of invasive cancers. Twenty three percent from the ‘Normal’ and the ‘low grade abnormal’ sub group of colposcopic diagnosis had malignancy or pre malignancy. Average age of endometrial cancer was 64.3 (45-90).

Conclusion
Cytology with signs of glandular neoplasia is associated with significant number of both malignant and premalignant diseases. Colposcopic evaluation is essential but not a reliable tool.  We recommend excisional biopsy and trans-vaginal scan in every patient of this group and endometrial sampling for all patients over the age of 40.
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A PROSPECTIVE STUDY OF THE INCIDENCE OF CERVICAL INTRAEPITHELIAL NEOPLASIA AMONG PATIENTS WITH POSTCOITAL BLEEDING AND NORMAL SMEARS

Olga Diaz-Morales, Klara Ekevall, Wendy McMullen

Falkirk & District Royal Infirmary, Falkirk, United Kingdom
Introduction

The aim of the present study was to investigate the incidence of cervical intraepithelial neoplasia and cervical cancer in patients with postcoital bleeding and normal smears.

Methods

A prospective study was set up in the Paracolposcopy clinic of Falkirk District Royal Infirmary. Data was collected using a form designed to record all the relevant information from patients presenting with postcoital bleeding (a recognized symptom of cervical cancer).

Results

A total of 288 patients were seen at the clinic between October 2005 to September 2006. Of these 160 (56%) patients had symptoms of postcoital bleeding. Patients in this group ranged in age from 17 to 59, the largest group being between 30-40 years followed by those aged 20-30 years. Colposcopy was carried out in160, and one hundred and twenty-one cervical biopsies were taken and sent for histological examination. One (0.62%) patient was found to have cervical cancer and twenty-two (14%) had cervical intraepithelial neoplasia.

Conclusion

This study concluded that the incidence of cervical cancer is low in patients with postcoital bleeding and normal smears but that a diagnosis of cervical intraepithelial neoplasia  is fairly common.
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A PILOT OF HPV TESTING FOR TRIAGE OF LOW-GRADE CYTOLOGY AND MANAGEMENT OF DISCORDANCE IN A COLPOSCOPY CLINIC SETTING

Eva Lysova1, Anshu2, Tamara Kubba3, Ruhi Jawad1, Hilda Dunsmore2, Amanda Herbert2, Gillian Holdsworth1, Aggie Jokhan2, Michael Kidd2, Ali Kubba2
1Southwark Primary Care Trust, London, United Kingdom, 2Guy's & St Thomas' NHS Foundation Trust, London, United Kingdom, 3University College, London, United Kingdom

Aims
To use hybrid 2 (HC2) for HPV triage in colposcopy (i) to allow more women with low-grade cytology to be returned to cytological surveillance and (ii) to improve the management of women with non-concordant cytology/colposcopy.

Methods
HC2 testing was carried out on residual material in ThinPrep vials after obtaining consent for the tests to be carried out. New referrals with-low grade cytological abnormalities 
and cases in which high-grade cytology was not confirmed.

Results
Results are currently available on 374 women referred with mild dyskaryosis (most were referred on second occurrence) and 131 with borderline change.  Of 505 women, HC2 was negative in 38.2%.  In women with negative HC2, management was altered by the test result in 29% (67 of 231 women) who were returned to cytological surveillance.

In the non-concordance group, CIN2 or worse was not confirmed in 81 women originally referred for investigation of high-grade cytology.  Of these, 46.9% were HC2 negative.  HC2 was more likely to negative in women referred for moderate or ungraded dyskaryosis (34.6%) compared with severe dyskaryosis or worse (12.4%).  HC2 results provided a useful parameter in these cases alongside slide review at multdisciplinary meetings.

Conclusion
Repeat colposcopy could be avoided in women with low-grade cytology if their HPV status is known.  HC2 added a useful parameter to the management of women with high-grade cytology when not confirmed at colposcopy.
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MANAGING WOMEN WITH POST COITAL BLEEDING (PCB): A PROSPECTIVE OBSERVATIONAL STUDY
Ayman Ewies2, Fadi Alfhaily1
1Colchester General Hospital, Colchester, United Kingdom, 2The Ipswich Hospital NHS Trust, Ipswich, United Kingdom

Background
There is no clear consensus as regards managing women with PCB, and the strong evidence for best management plan is yet to be available.

Methods
A prospective observational study over one year period. The details of management of 120 women referred to The Ipswich Hospital were documented in a special proforma.

Results
The median age was 39 years. 61.7% women aged more than 35 years. 87.5% women had PCB for more than four weeks at the time of presentation. 15% women only were seen early or urgently. 84.2% of women were seen in gynaecologic outpatient clinic, whereas 6.7%, 5% and 4.1% were seen in colposcopy, GUM and postmenopausal clinics, respectively. 77.5%, 73.3% and 61.7% women had HVS, chlamydial swabs and endocervical swabs, respectively. Cervical smear was performed for 66.7% women regardless of the result of the last one or the duration since it was taken, while 10.8% were offered colposcopy. According to the associated symptoms, 47.5%, 26.7% and 15.8% women had ultrasound scan, pipelle sample and hysteroscopy, respectively. 21.7% women were found to have significant pathology including; 0.8% with cervical cancer, 8.3% with CIN, and 12.5% with chlamydia cervicitis and/or bacterial vaginosis. Out of these 26 women, 53.8% were less than 35 years of age, 88.5% had PCB for more than 4 weeks, whereas 19.2% suffered severe episodes.

Conclusion
The duration of PCB, but not the age or severity, could be an indicator of significant pathology. Given the high rate of pathology, it may be warranted that women with PCB for more than four weeks to be referred urgently regardless of their age.
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FACTORS ASSOCIATED WITH VARIABILITY IN NHS UTILISATION OF VAGINAL VAULT CYTOLOGY TESTS IN WOMEN POST HYSTERECTOMY:  EARLY RESULTS FROM A DATA LINKAGE STUDY (A WORK IN PROGRESS)

Helen Stokes-Lampard1, Sue Wilson1, John Macleod2
1University of Birmingham, Birmingham, United Kingdom, 2University of Bristol, Bristol, United Kingdom

Introduction
Up to 20% of UK women have a hysterectomy but knowledge of factors associated with variability in indications for surgery and rationale for follow-up post-operatively is limited.  Guidelines exist but are not based on robust evidence; the extent to which current practice reflects guidelines is unclear.

Methods
Women in the West Midlands who had a hysterectomy (01/04/2002-30/03/2003) had their inpatient data extracted from the Hospital Episodes Statistics (HES) database.  These data were linked to women's cervical screening records and will subsequently be linked with histopathology laboratory records.
Objectives
To describe indications for and histology at hysterectomy, any subsequent follow-up with vault cytology and variation between groups based on histology.

Data will be categorised according to cytology screening history prior to surgery and variations in outcomes according to: Age, deprivation, operative histology and ethnicity.
Results
Preliminary findings reveal that 6,164 women underwent a hysterectomy in 30 hospitals, full cervical screening histories were obtained on 6,078 (99%).  Mean age 51 (range 18-94yrs), ethnicity recorded on 69% with White and Afro-Caribbean women over-represented compared to regional ethnic proportions (p<0.001).  6.0% were for malignancy, 18% for benign tumours.  Women averaged 6 smear tests each (range 0-30).

Conclusions
West Midlands is an excellent proxy for England & Wales, having 10% of the total population and good ethnic diversity.  This large sample will yield valuable current data concerning variability in indications for hysterectomy, hospital stay and an exploration of those factors affecting subsequent follow-up.

The study will strengthen the evidence base for future guidelines.
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A COMPARISON OF PREDICTORS FOR HIGH GRADE CIN IN THE TRIAGE OF WOMEN WITH ABNORMAL SMEARS

Anne Szarewski1, Laurence Ambroisine1, Louise Cadman1, Janet Austin1, Linda Ho1, George Terry1, Stuart Liddle2, Pat Soutter3, Deirdre Lyons4, Jack Cuzick1
1Wolfson Institute of Preventive Medicine, London, United Kingdom, 2The Doctors Laboratory, London, United Kingdom, 3Hammersmith Hospital, London, United Kingdom, 4St Mary’s Hospital, London, United Kingdom
Introduction
It is well established that certain types of the human papillomavirus (HPV) are the primary risk factor for cervical cancer.  Studies have shown that HPV DNA testing is substantially more sensitive than cytology for the detection of high grade cervical lesions, but lacks specificity.  If HPV testing is to be used in cervical screening, improving the specificity is highly desirable.  In this study we compared sensitivity, specificity and positive predictive value (PPV) of several adjunctive tests for the detection of high-grade disease (CIN2+ and CIN3+).

Methods
953 eligible women aged 18 to 72 referred for colposcopy following one or more abnormal cervical smears participated in the study after having given written informed consent.  Repeat cytology and up to six DNA or mRNA tests were carried out on a liquid PreservCyt® sample using commercially available kits or prototypes: Hybrid Capture II (Digene), Amplicor (Roche), HPV-Proofer (Norchip), APTIMA HPV assay (Gen-Probe), Linear Array (Roche), Clinical-Arrays (Genomica). p16INK4a immunocytochemistry was also performed.  Sensitivity, specificity and PPV were based on the worst histology at baseline.

Results
700 women (73.4%) had an abnormal repeat smear result (borderline or worse) including 541 (56.8%) with a mild dyskaryosis smear result or worse.  Overall, 273 women (28.6%) had high grade disease (CIN2+) on worst reviewed histology, of which 193 (20.2%) had a CIN3+ result.  Repeat cytology with borderline or worse considered positive had a sensitivity of 97.4%, specificity of 36.2% and PPV of 38.0% for CIN2+.  For CIN3+ lesions, repeat cytology had a sensitivity of 97.9%, specificity of 32.8% and PPV of 27.0%. The performance of the different HPV tests and p16INK4a will be presented at the meeting.
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OUTCOME OF BORDERLINE SMEARS- A FIVE YEAR FOLLOW UP STUDY

Asima Mukhopadhyay, MA Alloub, Sagarika Basu, Beverley Crossley

Doncaster & Bassetlaw NHS Foundation Trust, Doncaster & Bassetlaw, United Kingdom

Objectives
To study the long-term cytological and histological outcome of women with borderline smears and evaluate adequacy of present follow up strategies.

Methods
Retrospective cohort study. Women with borderline smears in 2001 were identified from cytopathology database. Previous smear/histology results were noted from hospital database and women were followed through till June 2007. Progression rates to low grade and high grade disease as well as discharge rates to normal recall were noted. Women not completing recommended follow -up were regarded as loss to follow up.

Results
Of 1444 women, 24.9% had previous low grade (LG) histology or smear (mild/ borderline) abnormality and 7.3% had previous high grade (HG) disease. 749 women (51.8%) were discharged to normal recall. Loss to follow- up rate was 29.7%. 209 women (14.4%) had colposcopic directed biopsies showing normal histology/ hpv changes. Out of 88 women (6%) progressing to HG disease including 2 cases of adenocarcinoma in situ, 65/88 (75%) were diagnosed within 2 years (40/53 women with CIN 2 and 25/35women with CIN 3). Of 53 women progressing to CIN 2, 21 had prior LG smears, 5 had HG disease and 27(50%) had no prior disease/ abnormal smears. 21/35 (60%) women progressing to CIN 3 had no prior smear abnormalities. Overall, out of 600 women with no prior smear abnormalities and completing follow up, 48(8%) progressed to HG disease.

Conclusion
Regular cytological surveillance till 2 years is justified in women with borderline smears as majority of HG disease will be detected within this interval.
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POOR CORRELATION BETWEEN HISTOLOGICAL REGRESSION OF LOW-GRADE CERVICAL INTRAEPITHELIAL NEOPLASIA AND HUMAN PAPILLOMAVIRUS CLEARANCE

Yin Ling Woo1, Jane Sterling2, Sjoerd van der Burg3, Robin Crawford1, Margaret Stanley2
1Addenbrooke's Hospital, Cambridge, United Kingdom, 2University of Cambridge, Cambridge, United Kingdom, 3Leiden University Medical Centre, Leiden, Netherlands

Introduction
It is now generally accepted that persistent infection with high-risk human papillomaviruses (HR-HPV) initiates and together with other factors, contributes to the progression to overt cervical carcinoma.  A better understanding into the natural history of human papillomavirus infections and CIN is central in the development of potential therapies. To date, there have been limited numbers of studies correlating regression and progression of CIN to HPV status in a prospective manner.

Methods
116 women with low-grade abnormal smears were recruited and those with histologically proven low-grade (LG)-CIN were followed-up prospectively for one year. The entry and exit diagnoses were defined histologically while the HPV status was defined using Linear Array (Roche, UK). The relationships between LG-CIN regression and progression were correlated to the detection of HPV DNA.

Results
Among the 116 women referred with borderline and mild cytological abnormalities, 32 (27.6%) had high grade CIN while 12 (10.3%) had normal histology. Of the 72 (62%) with LG-CIN, only 64 completed the one year follow-up. 15/64 (23.4%) of LG-CIN progressed to HG-CIN, 37/64 (57.8%) persisted while 10/64 (15.6%) of LG-CIN regressed to normal.  Using Linear Array, HPV DNA was detected in 60/64 (93.7%) patients at recruitment. At 6 months, 58/64 (90%) remained HPV positive while at one year, 49/64 (76.5%) remained HPV positive.

Conclusion
This study demonstrates that the regression rates as defined by histology are significantly different from that defined by virus status. This has significant implications as many observational and interventional studies use virological status as surrogate markers for disease.
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THE CLINICAL RELEVANCE OF HUMAN PAPILLOMAVIRUS (HPV) DETECTION AND TYPING IN CERVICAL INTRAEPITHELIAL NEOPLASIA

Yin Ling Woo1, Jane Sterling2, Nicholas Coleman2, Sjoerd van der Burg3, Robin Crawford1, Margaret Stanley2
1Addenbrookes Hospital, Cambridge, United Kingdom, 2University of Cambridge, Cambridge, United Kingdom, 3Leiden University Medical Centre, Leiden, Netherlands

Introduction
HPV testing is currently used as a surrogate marker in natural history and interventional studies. However, the choice of detection method and the interpretation of the results can be highly variable and may have significant impact on the clinical implications made based on the techniques used.

Methods
Two commonly used PCR based methods of HPV detection and typing, namely :- 1) PCR amplification with consensus primers GP5+/6+ and MY09/11 followed by sequencing (PCR/SEQ) and, 2) Roche© Linear Array HPV genotyping test on different histological grades of squamous intraepithelial neoplasia. In total, there were 109 cases of low-grade CIN, 50 cases of high-grade CIN and 18 normal cervical specimens.

Results
The level of agreement between the two methods were poor (κ-value=0.2) particularly in cases where PCR/SEQ did not detect HPV DNA.  In the cohort with normal cervical histology, Linear Array was able to detect HPV in 78% of cases when PCR/SEQ could only do so in 28%. Furthermore, Linear Array was able to detect infection with multiple HPV types.

Conclusion
The choice of HPV detection can directly influence the clinical management of patients. As newer methods of increasing sensitivity become available for the detection of HPV in clinical samples, the clinical and biological relevance of the results acquired using these methods must be further defined.
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FTIR MICROSPECTROSCOPY: AN OBJECTIVE AND POTENTIALLY AUTOMATED DISCRIMINATOR OF EXFOLIATIVE CERVICAL CYTOLOGY
Maria Kyrgiou1, Michael J Walsh2, Maneesh N Singh2, Helen Stringfellow1, Evangelos Paraskevaidis3, Pierre Martin-Hirsch1, Francis L Martin2
1Lancashire Teaching Hospitals, Preston, United Kingdom, 2Lancaster University, Lancaster, United Kingdom, 3University of Ioannina, Ioannina, Greece

Introduction
Infrared (IR) absorbance of cellular biomolecules generates a vibrational spectrum, which can be exploited as a “biochemical fingerprint” of a particular cell type. Biomolecules absorb in the mid-IR (2-20 μm) and Fourier-transform infrared (FTIR) microspectroscopy applied to discriminate different cell types is evaluated.

Methods
Exfoliative cervical cytology collected into LBC was examined. This consisted of cervical cytology free of atypia (i.e., normal; n=60), specimens categorised as containing low-grade changes (i.e., CIN1 or LSIL; n=60) and a further cohort designated as high-grade (i.e., CIN2/3 or HSIL; n=60). IR spectral analysis was coupled with principal component analysis (PCA), with or without subsequent linear discriminant analysis (LDA), to determine if normal versus low-grade versus high-grade exfoliative cytology could be segregated.

Results
With increasing severity of atypia, decreases in spectral absorbance intensity were observable throughout the 1500 cm-1 to 1100 cm-1 spectral region; these absorbance regions were associated with proteins (1460 cm-1), glycoproteins (1380 cm-1), amide III (1260 cm-1), νasPO2 (1225 cm-1) and carbohydrates (1155 cm-1).  In contrast, νsPO2 (1080 cm-1) appeared to have an elevated intensity in high-grade cytology.  Inter-category variance was associated with protein and DNA conformational changes whereas glycogen status strongly influenced intra-category.
Conclusions
The computational segregation of IR spectra generated using FTIR microspectroscopy has the potential to be an objective and automated approach to discriminate between normal and different grades of cervical cytology.
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CERVICAL LESION SIZE DISTRIBUTION ANALYSIS AND IMPLICATIONS IN BIOPSY SAMPLING ACCURACY

Pat Soutter3, E Diakomanolis2, Deidre Lyons1, D Haidopoulos2, S Soliman1, K Perryman3, V Hird3, A Georgrakilas4, Y Skiadas4, E Papagiannakis4, C Balas5
1Department of Obstetrics & Gynaecology, St Mary’s Hospital, London, United Kingdom, 2Department of Gynaecology, First University Clinic, Alexandra Hospital, Athens, Greece, 3Department of Gynaecological Oncology, Hammersmith Hospital, London, United Kingdom, 4Forth-Photonics, Athens, Greece, 5Department of Electronic & Computer Engineering, Technical University of Crete, Chania, Greece

Objectives

To quantitatively assess the size of high-grade lesions and the associated risk for biopsy sampling errors.

Methods

DySIS is an improved colposcope providing quantitative assessment of the Aceto-Whitening (AW) phenomenon. Its output is a digital Pseudo-Colour Map (PCM) with different colours representing different AW characteristics. The performance of DySIS in detecting high-grade cervical neoplasia has been compared with both cytology and colposcopy, in the context of a multi-site clinical trial. DySIS demonstrated a 62% and a 48% incremental improvement in sensitivity respectively, at a comparable specificity. These results indicate that the AW-PCM can be used for the quantitative mapping of true positive lesions and for guiding biopsy sampling and treatment. To assess the risk for biopsy sampling error the size of 74 clusters, found in 45 women with high-grade lesions, were calculated from the PCM and compared to the size of the front area of the punch-biopsy forceps (~3-5mm2). The risk for biopsy sampling error was considered high in cluster sizes smaller than the latter.

Results

Of the 74 high-grade clusters studied, 48 had a size in the range 0.3-1.5 mm2 (i.e. smaller than 3mm2), indicating that in >60% of the cases the risk for sampling error is high. These lesions may remain undetected by either colposcopy or histology and progress to invasive lesion.

Conclusions

Small, focal high-grade lesions are very common, which may explain why conventional colposcopy is sampling error prone. By offering guidance through the PCM, DySIS carries the potential to reduce biopsy sampling error rates.
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HIGH RISK HPV GENOTYPING IN THE FOLLOW-UP OF WOMEN WITH MICROINVASIVE CERVICAL CANCER

Mary Cairns1, Kate Cushieri2, Margaret Cruickshank1
1Aberdeen Royal Infirmary, Aberdeen, United Kingdom, 2Specialist Virology Centre, Edinburgh, United Kingdom

Introduction

In the past treatment  of micro-invasive cervical cancer was by hysterectomy, but the desire to conserve fertility and minimise morbidity has led to conservative management with large loop excision of the transformation zone (LLETZ) or cone biopsy.  Follow up is therefore vital and human papilloma virus (HPV) testing may be of use in determining follow-up and  in delinating those cases which warrant further intervention and treatment.

Methods

Paraffin-embedded cervical biopsies in the pathology archives were identified from women with an initial LLETZ or cone specimen diagnostic of micro invasive disease since 1991. New sections were cut for nucleic acid extraction and HPV genotyping assays.
Results

We identified 45 women with a diagnosis of microinvasive cervical cancer . HPV was detected in 90% of the initial diagnostic specimens. Of these, 47% were HPV16 positive and 24% HPV 18%. In four cases multiple high risk HPV types were identified and in ten women (22%)  high risk HPV was detected but types 16 and 18 were not present. Thirty-nine women had another treatment after diagnosis (ie repeat LLETZ, cone biopsy or hysterectomy): 23 had residual disease and 13 had no residual disease. Within this group HPV status of initial biopsy showed a negative predictive value of 88% for residual disease with a sensitivity of 85%. The positive predcitive value was 58% with a specificity of 65%.

During subsequent follow-up, seventeen women had subsequent biopsies: six (13%) women had recurrent disease (CIN or invasive disease) and 11 women had no evidence of recurrence on biopsy.  HPV testing of these biopsies showed a negative predictive value of 100% for recurrent disease with a sensitivity of 100%. The positive predcitive value was 43% with a specificity of 27%.

Conclusions

HPV testing had a 100% negative predictive value for recurrent disease and therefore could be used in addition to cytology to avoid unneccesary treament during  the follow-up of women with microinvasive cervical cancer.
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FEELINGS OF PSYCHOSOCIAL STIGMA ASSOCIATED WITH HPV TESTING IN A CERVICAL SMEAR SCREENING PROGRAMME: DATA FROM THE ARTISTIC TRIAL

Vijayshree Sodagam1, Ian Fletcher2, Peter Maguire2, Henry Kitchener3
1University Department of Obstetrics and Gynaecology, St Mary's Hospital, Manchester, United Kingdom, 2Division of Clinical Psychology, University of Liverpool, Liverpool, United Kingdom, 3Academic Unit of Obstetrics and Gynaecology, University of Manchester, Manchester, United Kingdom

Introduction

Randomised trials of HPV testing in primary screening were conducted to demonstrate effectiveness and cost effectiveness. The purpose of this qualitative study was to examine the feelings of social stigma associated with HPV testing and their results in women attending for cervical screening.

Methods

Women aged 20-64 who attended routine cervical screening within the Health Authorities of Greater Manchester were consented for HPV testing and entered into the trial. They were subsequently randomised, 3:1 to the HPV test being revealed or concealed. Psychological questionnaires were posted to them to report any feelings of stigma due to negative attitudes associated with smear/HPV test results.

Results

Only 190 out of 2920 women responded to the Stigma questionnaire revealing that there was some short term anxiety associated with attending for routine smear testing, whereas positive results evoked sexual and cancer related concerns which differed according to the study arm (revealed or concealed HPV result). The results indicate that stigma was not a widespread problem in this population although it may have a high impact for small numbers who may benefit from counselling and information about the risk of progression to cancer.

Conclusion

The overwhelming majority of the women who responded to the questionnaire were not affected by any feelings of stigma. This finding is reassuring in terms of the use of HPV testing in cervical screening.
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HPV INFECTION, TESTING AND VACCINATION: KNOWLEDGE, ATTITUDES AND PRACTICES AMONG GPS
Judith Murphy, Linda Sharp, Anne-Elie Carsin, On behalf of the Irish Cervical Screening Research Consortium (CERVIVA)

National Cancer Registry, Cork, Ireland

Introduction
With the availability of HPV tests and vaccines, cervical cancer prevention programmes in the future are likely to be quite different to current programmes. No matter how these are organised, the support of GPs will be important. GPs also have a key role to play in advising women about all aspects of HPV, including prevention of infection. We aimed to determine GPs' knowledge of HPV infection, and their HPV testing and HPV vaccination attitudes and practices.

Methods
A questionnaire, which included 13 factual questions on HPV infection, and questions on HPV testing and vaccination attitudes and practices, was mailed to a random sample of 1995 GPs in Ireland during March-July 2007 (response rate=44%).

Results
16% of GPs answered 11 or more of 13 HPV infection questions correctly; 56% answered 8-10; 23% answered 5-7 and 4% answered 4 or less correctly. 42% favoured HPV tests being used routinely as an adjunct to smears. Almost 70% felt "positive" or "very positive" about HPV vaccination. One-third thought vaccination would give lifelong cervical cancer protection. 10% knew vaccination could provide protection against other cancers. More GPs would be willing to vaccinate sexually active (72%), than sexually naïve (62%) girls under 16. More than half would vaccinate sexually active women over 26. Few GPs (5-7%) had administered HPV tests or vaccinations. Infection knowledge was related to willingness to administer vaccines.

Conclusion
Although support for HPV vaccination is high, this study highlights gaps in GPs' knowledge about vaccine efficacy, vaccine-appropriate groups, and HPV infection.
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IMPLEMENTATION OF HIGH RISK HPV TESTING IN TRIAGE – DATA FROM THE ARTISTIC TRIAL

Alexandra Sargent1, Andrew Bailey1, Andrew Turner1, Maribel Almonte2, Julian Peto2, Claire Thomson3, Mina Desai4, Jean Mather4, Henry Kitchener on behalf of the ARTISTIC Study Group3
1Department of Virology, Manchester Royal Infirmary, United Kingdom, 2Institute of Cancer Research, Surrey, United Kingdom, 3University of Manchester, Manchester, United Kingdom, 4Department of Cytology, Manchester Royal Infirmary, United Kingdom

Introduction
Triage using high-risk (HR) HPV testing of low-grade (borderline or mild) cytological abnormalities has previously been successfully piloted in the NHS cervical screening programme. A sentinel sites implementation project for HPV triage has recently been introduced involving approximately 300,000 screened women in six centres in England. Data will be presented from the ARTISTIC trial on the effect of varying cut-off values on the clinical utility of the widely used Digene Hybrid Capture 2 (HC2) assay within a triage setting.

Methods
A total of 24,510 women aged 20-64 were recruited into the ARTISTIC trial, 2667 (10.9%) of whom had low-grade cytological abnormalities. After processing for cytology, LBC samples were tested for HR-HPV using the HC2 assay (positive result defined as RLU/Co ≥1) following manufacturer’s instructions. Women were followed up according to the ARTISTIC trial protocol and referred to colposcopy if necessary.

Results
The prevalence of HPV using the recommended cut-off value was 43.9% (1170 /2667). Amongst these HPV positive women there were 198 cases of CIN2+ (86 CIN3). Increasing the HC2 cut-off to RLU/Co ≥2 or ≥4 reduced the HPV positivity rate to 40.8% (1087 /2667) and 38.9% (1038 /2667) respectively. Changing the cut-off to RLU/Co ≥2 or ≥4, would have resulted in 87 (9.4%) and 143 (12.2%) fewer colposcopy procedures with the loss of only 6/198 CIN2+ (2 CIN3) and 10/198 CIN2+ (3 CIN3) respectively.

Conclusion
Increasing the HC2 cut-off to RLU/Co ≥2 would increase the specificity whilst only slightly reducing the sensitivity resulting in a reduction of referrals to colposcopy. We would recommend a cut-off of RLU/Co ≥2 for triage based on these data.
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ABNORMAL CERVICAL CYTOLOGY IN WOMEN SEEKING IVF
Suku George1, Usha Rao2, Simon Wood2
1Liverpool Womens Hospital, Liverpool, United Kingdom, 2Countess of Chester Hospital, Chester, United Kingdom

Introduction

HPV is a necessary precursor for the development of cervical intraepithelial neoplasia. Chlamydia trachomatis is more prevalent in sub fertile women than in the general population and is the leading cause of tubal factor infertility. As C. trachomatis infections are sexually transmitted, it can be expected that infections with human papilloma virus (HPV) are also more prevalent in this group of women.
Methods

Retrospective analysis of all cervical smears from 221 women who underwent IVF treatment over a two year period retrieved from an electronic database. These results were compared to nationally collated figures for abnormal cervical smears for the same time period.

Results

The cases (n = 221) showed significantly more abnormal cervical smears compared

to the general population (15% and 6.9%, respectively, P < 0.001). The prevalence of high grade abnormalities was also higher in women seeking IVF when compared to that of the general population. (7.2% vs. 1.3%). Though tubal disease was present in over a third of patients (72/221), only 12.5 % had an abnormal cervical smear. Smear abnormalities were present in similar frequency among women who achieved a pregnancy and those who did not (16.6% vs14.7%, P 0.71).

Conclusions

The probability of cervical smear abnormalities among sub fertile women eligible for IVF are twice as high compared to women in the general population. Targeted smear taking in these cohorts of women is recommended.
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ATTITUTE OF WOMEN ATTENDING COLPOSCOPY CLINICS TOWARD HPV VACCINE

Nisrin Marcus, Mike Savvas
Kings College Hospital, London, United Kingdom
Introduction

A Human papillomavirus (HPV) immunisation program will be introduced in England to routinely vaccinate girls 12-13 years of age, starting from September 2008. Parental acceptance of these vaccines will be critical for the success of the programme. The aim of this study was to assess awareness of the HPV vaccine amongst women attending a colposcopy clinic, its availability, its efficacy and whether they will recommend the vaccine to a close member of the family/friend.

Method

Fifty patients attended the coloposcopy clinic during the period (December 07 - January 2008). Mean age 38.4 years, range 23-70 yrs. almost half of the patients were nulliparous and the remainder were multiparous. Twenty three patients were first attenders and the rest were follow ups.

Results

58% of patients had not heard about the HPV vaccine; however 74% were aware of a cervical cancer vaccine, the only source for this information was the media. 60% of the patients in the study were aware about the vaccinations program and 42% were aware of the age the vaccine is given. However, 90% of patients did not know how effective the vaccine is.  80% of the patients would recommend the vaccine to be given to a close member of their family or a friend. The main reason for rejecting the vaccine was lack of knowledge of the vaccine and moral issues.

Conclusion

The findings suggest that the knowledge of HPV vaccine amongst patients attending colposcopy clinic is inadequate, though the vaccinations is viewed positively by  women, it is important to raise general awareness of the role of the vaccine in preventing cervical cancer.
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SHOULD COLPOSCOPY BE AN INTEGRAL PART OF THE UNDERGRADUATE TEACHING?

Anhar Yassin
University of Edinburgh, Edinburgh, United Kingdom

Introduction

The introduction of the cervical screening programme had a major impact in the reduction of invasive cervical cancer. Colposcopy played an integral part in the screening programme.

Method

An electronic questionnaire was launched where 150 medical students from 4th and 5th year were surveyed on the level of education received in Colposcopy clinics.

Results

During an 8-week attachment in Obstetrics and Gynaecology, 50% of the students had the opportunity to attend one colposcopy session.  46% felt that their colposcopy teaching was inadequate.  53% of students were asked to leave during a colposcopy examination session, while 30% were asked to leave during a colposcopy history taking session.  Despite the perceived shortfalls in the teaching; 70% of the students graded their Colposcopy knowledge to be average.

Conclusions

· Vast majority of training doctors will become future GP’s. They will be the corner stone in providing/supporting the service. In order to maintain high standards of care, we need to carefully assess and support the teaching offered at an undergraduate level.

· Students asked for more academic Colposcopy sessions. They supported the idea of an introductory tutorial into Colposcopy to maximise the benefits of the practical sessions.

· A video-link camera facility was also suggested in an attempt to reduce the patient’s refusal of the student’s presence at the session.

· Students believed that introducing them as colleagues or trainees; who are also bound by the patient’s confidentiality; will result in fewer rejections. The patients are likely to accept their presence and acknowledge their need for training.
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EFFECT OF SINGLE LARGE LOOP EXCISION OF TRANSFORMATION ZONE ON OBSTETRIC OUTCOME

G Botros, N Haddad, S Brigham

Countess of Chester Hospital, Chester, United Kingdom

Study design
This is a retrospective controlled study assessing the effect of single LLETZ on obstetric outcome. The study period is from January 2001 to December 2005.570 women had LLETZ during the study period. 148 women got pregnant after the LLETZ procedure. 47 excluded from the study. The 101 women included in the study matched with 224 low risk women for smoking status and parity. Both cases and controls attended the Colposcopy clinic.

Results
12/101(5/12 before 34 weeks) cases had preterm labour vs. 12/224(4/12 before 34 weeks) in controls 11.8% vs. 5.35% with odds ratio of 2.38, 95% CI (1.0308 to 5.5043) and P = 0.042. PPROM incidence in cases was 9.9 % vs. 2.23% in controls, odds ratio 4.81, 95% CI (1.60-14.47) and P < 0.004.

The mean depth of biopsy in preterm cases was 12.7 mm with SD +/- 3.4mm vs. 10.7 mm in term cases with SD +/- 3.6mm. The mean loop size in preterm cases was higher than term cases (17.50 mm With SD +/- 4.07mm vs. 14.40 mm with SD +/- 3.24 mm). There was no rise in caesarean section rate due to LLETZ. Low birth weight < 2500 grams was higher in cases than controls, odds ratio 2.2, 95% CI (1.038-4.84). Also, multiple fragments biopsies (e.g. top hat LLETZ) were associated with increased incidence of preterm labour

Conclusion
Single LLETZ increases the incidence of preterm labour, preterm premature rupture of membranes, low birth weight and directly proportionate to the biopsy depth and mean size.
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THE OBSTETRIC OUTCOME AFTER TREATMENT OF CIN: EXPERIENCE FROM A PORTUGUESE TEACHING HOSPITAL

Carla Francisco Rodrigues1, Ana Lima1, Catarina Júlio1, Jorge Borrego1, Narendra Pisal2
1Dr. Alfredo da Costa Maternity, Lisbon, Portugal, 2The Whittington Hospital, London, United Kingdom

Introduction
Conservative methods to treat Cervical Intraepithelial Neoplasia and Microinvasive Cervical Cancer are commonly used in young women. Laser conisation and large loop excision of the transformation zone (LLETZ) are the most commonly used. Recent evidence has suggested adverse pregnancy outcomes after this treatment.

Objective
The purpose of this study was to assess the effect of cervical conisation on subsequent pregnancy and delivery outcomes.

Methods
A retrospective study was performed in patients who underwent conisation from 2000 to 2005 and had a subsequent delivery. Two controls were matched for each case studied. The study was conducted in a large Teaching Hospital in Portugal.

Results
The obstetric outcomes of twenty-nine patients who reached beyond twenty weeks of gestation after conisation (group A), were compared to the control group (group B). Overall, the mean gestation at delivery (37.97 vs. 39 weeks; p=0,003), mean birth weight (3035g vs. 3279g; p=0.018), prevalence of preterm birth (20.7% vs. 5.2%; p=0.025) and low birth weight (20.7% vs. 1.7%; p=0.02) were statistically different among the cases and controls. There was no significant difference in the caesarean section rate (34.5% vs. 31%; p>0.05) and the Apgar score at 5 minutes (9.79 vs. 9.91; p>0.05) between the two groups.

In the study group, LLETZ was used in 62% of the cases and laser in 38%. There was no significant difference in the medium depth of the excised tissue, the prevalence of preterm birth, low birth weight and the caesarean section rate among the two methods.

Conclusion
Despite the small number of cases, this study indicates that excision of the transformation zone is associated with an increased risk of overall preterm delivery and LBW infants in subsequent pregnancies. No significant difference was found between the two methods.
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PHASE II TRIALS OF IMIQUIMOD / PDT OR IMIQUIMOD / HPV VACCINE FOR HIGH GRADE VULVAL INTRAEPITHELIAL NEOPLASIA

Sai Daayana1, Ursula Winters1, Peter Stern2, Henry Kitchener1
1Department of Gynaecological Oncology, University of Manchester, St Mary’s Hospital, Manchester, United Kingdom, 2CRUK Immunology Group, Paterson Institute for Cancer Research, Manchester, United Kingdom

Introduction

Human papillomavirus (HPV) associated vulval intraepithelial Neoplasia (VIN) is a difficult condition to treat. Small studies of imiquimod and photodynamic therapy (PDT) as monotherapy have shown some efficacy functioning at least partly through stimulation of local immunity. PDT causes lesion destruction by oxidative stress and also through activation of T-cell immunity. Imiquimod stimulates an inflammatory response favouring development of cytotoxic T-cell responses.

We conducted 2 clinical trials – imiquimod + PDT and imiquimod + therapeutic HPV vaccine (TA-CIN). The rationale was that initial imiquimod usage would induce more favourable local environment characterised by increased T-cell infiltration for subsequent PDT or vaccine stimulated HPV specific T-cells.

Methods

20 women in each trial self-administered imiquimod for 8 weeks followed by either 2xPDT treatments or 3x monthly injections of TA-CIN.

Clinical/histological/HPV-DNA responses and lymphocyte proliferation responses to HPV were determined, as well as VIN infiltrating lymphocytes including T-regulatory cells.

Results & Conclusion

Imiquimod/PDT: Overall response rate of 55% by intention to treat and 64% per-protocol was noted. Longer-term follow-up shows (mean 50weeks after 52week primary outcome endpoint) 10 complete, 5 partial and 4 non-responders. Non-responders showed higher levels of T-regulatory cells in the post-treatment biopsies consistent with their negative prognostic value in some cancers. A correlation between pre-existing HPV response and clinical response was noted. It will be interesting to see whether vaccination following imiquimod will further increase the response rates.

Imiquimod/TA-CIN: 11/20 women have thus far completed the trial endpoint, with 5 complete and 6 partial responders. Immunological analyses are in progress.
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CLINICAL EVALUATION OF CYTOLOGY WITH BORDERLINE NUCLEAR CHANGES IN GLANDULAR CELLS

Ashfaq M Khan, Sharief Saleh, Suzanna Morton, Theressa Freeman-Wang, Narendra Pisal, Albert Singer
Whittington Hospital, London, United Kingdom
Introduction
NHSCSP recommends referral for colposcopic assessment after a single smear with borderline nuclear changes in glandular cells.  The aim of this study was to review this management approach.

Method
This was a retrospective study of 236 women referred to our unit with smear test results reported as Borderline Glandular abnormalities between January1997 to December 2007. Information on patient history, colposcopy, treatment and follow-ups were collected from our computerised colposcopy database.

Results
We have so far analysed 100 cases with a Borderline glandular abnormality. The average age of study population was 42.4 years. There were no clinical symptoms in 86%of women. Most women were seen in the colposcopy clinic within 8 weeks of referral. Colposcopic assessment was normal in 51% of women. A low grade abnormality was seen in 42%, and high grade changes noted in 7% of women. Punch biopsies were obtained in 45% cases. Twenty five women had excisional treatment with LLETZ or Laser. CGIN was found in 3%, CIN3 in 10%, CIN1 in 3% and no abnormality in 9% biopsies. In untreated (75) women, 4 (5.4 %) had negative smear results in 6 months and 3 (4%) in 12 months time. Collection of data on further 136 cases is going on.

Conclusion
To date, the incidence of HGCIN and CGIN in women referred with Borderline Glandular changes is similar to that reported with BNA squamous lesions. Our study suggests it would be appropriate to manage BNA glandular smears in the same way as BNA squamous abnormalities.
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PERI-NATAL MORTALITY AND OTHER SEVERE ADVERSE PREGNANCY OUTCOMES ASSOCIATED WITH TREATMENT OF CERVICAL INTRAEPITHELIAL NEOPLASIA: A META-ANALYSIS
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Background
Commonly used treatment modalities may be associated with increased risk of preterm birth; however it remains unclear whether this translates into serious adverse obstetric morbidity. The aim of this review was to assess these risks after treatment for CIN.

Methods
Studies were suitable if they provided data on severe pregnancy outcomes for women with and without a history of treatment for CIN. The outcomes evaluated included: perinatal mortality(PM), severe preterm delivery(PD) at <32/34w, extreme PD(<28/30w), low birth weight(LBW) < 2000g, <1500g and <1000g. Excisional and ablative treatment procedures were analysed separately. The relative risks(RR) were pooled and alternative models were applied.

Results
A significantly increased risk of PM was observed after treatment by cold knife conisation(CKC) (RR=2.08;95%CI:1.04-4.13). Moreover, CKC was associated with a significantly higher risk of severe PD (RR=2.78;95% CI:1.72-4.51), extreme PD (RR=3.54;95%CI:1.49-8.40) and LBW<2000g (RR=2.86;95%CI:1.37-5.97). Laser conisation (LC) was also related to a significantly increased chance of LBW<2000g and <1500g. The RR of serious adverse pregnancy outcomes after LLETZ was not significantly increased. Ablative treatment with cryotherapy or laser ablation (LA) was not significantly associated with severe obstetric outcomes. However, radical diathermy resulted in a significantly increased frequency of PM, severe and extreme PD and LBW< 2000g or 1500g.
Conclusion
In contrast to CKC, serious adverse outcomes have not been demonstrated after LLETZ. However, even the milder sequelae after LLETZ such as preterm delivery may result in perinatal morbidity, increased socio-economic burden and parental anxiety.  The severity of these events should be balanced against the patients’ clinical characteristics and the need for treatment.
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A RE-EVALUATION OF THE COST EFFECTIVENESS OF TREATING COLPOSCOPICALLY DIAGNOSED LOW-GRADE CIN WITHOUT HISTOLOGY
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Objective
This study was designed to re-evaluate the cost effectiveness as well as the safety of omitting histology in the treatment of low-grade smear abnormalities.

Methods
First, the colposcopic accuracy for the diagnosis of high-grade disease, in patients referred with low-grade smears was calculated over a period of three years (2000-2002 inclusive). The false negative rate of high-grade disease in women with low-grade smears was also calculated.

Second, the risk of missing cancer if histology were to be omitted in treating colposcopically diagnosed low-grade disease was quantified over the study period of three years.

Third, the cost effectiveness of a no histology policy in the treatment of colposcopically diagnosed low-grade disease was calculated.

Results
First, the colposcopic accuracy for the diagnosis of high-grade disease in low-grade smears over a period of three years was 81%. Unfortunately, the false negative rate for high-grade disease in those low-grade smears was high (81%).
Second, two cases of cancer would have been missed over the study period of three years if histology was excluded from the treatment of colposcopically diagnosed low-grade disease.

Third, omitting histology in such cases would save our unit £11,000 per year which would not compensate for the cost of missing cancer.

Conclusion
We re-evaluated the updated data from a previous report and looked at the clinical problem from a different perspective with emphasis on the cost effectiveness. This study has shown that it is neither safe nor cost effective to offer treatment of colposcopically diagnosed low-grade without histological confirmation.

