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NCRI Gynaecological Cancer Clinical Studies Group

Introduction
The Group has made steady progress over the past 12 months with a number of flagship studies; ICON7, ICON6 and PORTEC3 getting underway.  The Group underwent a three year progress review in October 2007. The report was favourable and recommendations for further progress included achieving better accrual in low-accruing Networks, a more efficient process for phase II studies, getting more young academics involved and continuing to work towards a major phase III trial in cervical cancer were included in the report (see Appendix 1).  These are all core to the Group’s aspirations.

Membership and structure

This year has seen eight members stand down after two terms of serving on the Group.  These include Professor Gordon Rustin, Dr John Green, Professor Gordon Jayson and Dr Tim Perren (Medical Oncology); Dr Paul Symonds, Dr Nick Reed and Dr Jane Orton (Clinical Oncology); Professor Sean Kehoe (Gynaecological Oncology).  In addition, Dr Phil Burns resigned from the Group.  Four new members were appointed, Dr Pierre Martin-Hirsch (Gynaecological Oncology), Dr Susan Davidson (Clinical Oncology), Dr Geoff Hall (Medical Oncology), Professor Peter Sasieni (Biostatistics/Epidemiology) and Dr Chris Gallagher (Medical Oncology) was reappointed.  Ms Pamela Morton (consumer representative of Jo’s Trust has resigned for personal reasons but will I am sure continue to be a very effective advocate for cervical cancer care.  We will be replacing these members with a new intake in the summer 2008.  All of the time- served members have contributed enormously to the creativity and effective functioning of the Group and I wish to register my thanks and gratitude for their commitment and expertise.

Subgroups
These met on one or two occasions during 2007/8.  Professor Peter Sasieni replaced Dr Phil Burns as the Chair of the Screening and Prevention Subgroup. Mr Richard Edmondson will replace Professor Sean Kehoe as Chair of the Endometrial Subgroup and Professor Ian McNeish will replace Dr John Green as Chair of the Translational Subgroup. Professor Jonathan Ledermann will continue as Chair of the Ovarian Subgroup and Professor Henry Kitchener for the Cervix/Vulva Subgroup.

Project Officer
Ms Andrea Harkin will continue as a Portfolio Co-ordinator and will extend her commitment to focus on improved accrual in poorly accruing networks.  Andrea will be joined by a Project Officer, Ms Gemma Tait, specifically with a view to establishing a phase 2 network.
Portfolio and accrual 
A full list of trials in the Groups’ portfolio is listed below in Table 1.
Two trials closed during the reporting period. OVO7 (TARCEVA) closed to accrual in March 2008.  This is a randomised trial of erlotinib in primary ovarian cancer.  It is anticipated the final results will be available for ASCO 2009.  This is an Inter-Group trial led by the EORTC.

The second trial which closed, OVO5, should have accrued sufficient events to report final results at ASCO 2009.  This is a trial randomising women with rising CA125 following primary treatment to immediate second line treatment or delayed until onset of symptoms or clinical recurrence.

805 patients entered Gynaecological studies (5.3% of incidence cases) with 559 entering into RCTs and 246 into non- RCTs.
The open trials are grouped by disease site below:
Ovarian cancer:

ICON6 opened in November 2007.  This is a trial of an antiangiogenic drug AZ2171, for platinum sensitive recurrent ovarian cancer.  It will be accruing in two phases.  Phase I is confined to centres in the UK and Canada, and will confirm safety, based on 33 subjects.  Following this a full Inter-Group collaboration will begin.  This trial is led from the MRC CTU.
ICON7 opened in 2006 and is a three arm trial of the antiangiogenic drug, Avastin, given both during chemotherapy and as maintenance therapy.  This is a full Inter-Group trial led by the MRC CTU and is expected to accrue until mid 2009. 

SCOTROC. This trial of variable versus flat dosing of carboplatin for primary ovarian cancer continues to accrue steadily albeit a bit behind schedule.  This is another Inter-Group trial led by the Scottish Gynaecological Cancer Trials Group (SGCTG).
CHORUS was funded by CTAAC to continue to full accrual.  It is hoped this will be achieved by the end of 2009.  A similar trial of neoadjuvant chemotherapy in ovarian cancer is expected to report to ASCO in 2009.  CHORUS will be important confirmation or otherwise of the EORTC trial.

BIB,F a randomised phase II trial of maintenance targeted therapy for relapsed ovarian cancer, is nearing full accrual.
Endometrial Cancer 

The PORTEC3 trial was launched at a very successful meeting in May 2008.  It is an Inter-Group trial led by the PORTEC Group (Netherlands).  It is hoped that the UK will be the biggest recruiter to the trial.  The UK collaboration is led from the UCL CTU.  The trial has opened and it is hoped that the first UK patient will enter in July 2008.

Cervical Cancer 

Two phase II trials have continued to accrue very slowly and both will close this year.  The first, SCOTCERV, is led by the Scottish Group (SGCTG).  This involves gemcitabine and docetaxel for recurrent disease.  Data on extra-pelvic relapse were presented at ASCO 2007.  Accrual for pelvic only relapse continues.  The second trial, CxII, is a study of weekly neoadjuvant carboplatin and paclitaxel for advanced cervical cancer.  It is led from the UCL CTU.  Data on response rate and feasibility will inform the design of a phase III trial.

Vulval cancer

The GROINSS-V study has opened in the UK following funding by the Feasibility Studies Committee.  This is a non-randomised study of sentinel node surgery for vulval cancer, led by a Netherlands group.  Sentinel node positive women will not undergo full groin node clearance.  Following excision of the tumour in the vulva, chemoradiation will be given to the affected groin(s).

Translational research

This year saw the consolidation of the two major TRICC funded studies, the multiplatform study of platinum resistance in ovarian cancer based on tumour and ascites samples (SCOTROC4 Trans), and the study of angiogenesis related markers in ovarian cancer, based on expression studies in the tumours and proteomic analysis of peripheral blood markers (TRICC-ICON).  Two other studies of paraffin embedded material examining EGFR related markers (OVO7 trans) and p53 dysfunction and prediction (ICON3 trans) have commenced tissue collection.  Common problems have been identified in collection from recruiting centres and quality control of these samples and these will be addressed collectively with the gynaecological cancer centres over the next few months.

Translational research proposals are being developed for all clear cell cancers of the ovary based on CCC-1/JGOG 3017, which is expected to be a useful paradigm for rare cancers and endometrial cancer based on the ASTEC and PORTEC studies.  Preliminary data is being collated in selected centres with a view to developing proposals for trial based studies (ASTEC and PORTEC) in endometrial cancer.

Screening and prevention

POET – This is accruing very slowly and its continuation is threatened unless accrual increases significantly.  It randomises women genetically predisposed to endometrial cancer (HNPCC) to a progestogen intrauterine devise (Myrena) to prevent endometrial neoplasia.

MAVARIC – This is expected to complete accrual by early 2009 and report late in 2009.  It randomises cervical cytology samples to automated reading in addition to manual reading, in order to assess diagnostic performance and cost effectiveness.

UKCTOCS – Accrual is complete and final report will be available by 2012.  This randomised 200,000 women to ovarian screening to determine whether this can improve survival in ovarian cancer.

ARTISTIC – This has reported final results and a manuscript will be submitted very soon.  This randomised 25,000 women to HPV testing in addition to determine if this will improve cervical screening.

Table 1: Gynaecological Oncology CSG Portfolio

	Acronym
	Title
	PI(s)
	Status

	ARTISTIC
	A Randomised Trial In Screening To Improve Cytology
	Professor Henry C Kitchener
	Closed

	ASTEC
	A randomised trial of lymphadenectomy and of adjuvant external beam radiotherapy in the treatment of endometrial cancer
	Professor Henry C Kitchener
	Closed

	BIBF1120
	A randomised placebo-controlled phase II study of continuous maintenance treatment with BIBF 1120 following chemotherapy in patients with relapsed ovarian cancer
	Prof Jonathan Ledermann
	Open

	CA125 Doubling Time
	Use of changes in CA 125 doubling time to detect activity of cytostatic agents in women relapsing with ovarian carcinoma. Study 1 - tamoxifen
	Professor Gordon Rustin
	Open

	CHORUS (feasibility)
	A randomised feasibility trial to determine the impact of timing of surgery and chemotherapy in newly diagnosed patients with advanced epithelial ovarian, primary peritoneal, or fallopian tube carcinoma
	Professor Sean Kehoe
	Open

	CHORUS
	CHemotherapy OR Upfront Surgery A randomised feasibility trial to determine the impact of timing of surgery and chemotherapy in newly diagnosed patients with advanced epithelial ovarian, primary peritoneal, or fallopian tube carcinoma
	Professor Sean Kehoe
	Open

	CRISP-1
	(Cervical Randomised Intervention Study Protocol) An investigation into the effects of diindolylmethane (BioResponseDIM) supplementation in women with low-grade cervical cytological abnormalities.
	Professor Alison Fiander

Professor Peter Sasieni
	Open

	CTCR-CE 01
	Dynamic contrast enhanced MRI in combination with tumour molecular profiling as predictors of radiation response in cervix cancer
	Dr Li Tee Tan
	Open

	CTCR-OV01
	Expression profiling of advanced epithelial ovarian cancer to predict chemotherapy response study
	Dr James Brenton
	Closed

	Cxll
	Phase II study of weekly neoadjuvant chemotherapy followed by radical chemoradiation for locally advanced cervical cancer.
	Mary McCormack, Professor Jonathan Ledermann
	Open

	Decitabine and Carboplatin in Relapsed Ovarian Cancer
	A Cancer Research UK randomised phase II Trial of the DNA-hypomethylating agent,5-Aza-2'-deoxycytidine (Decitabine) given intravenously in combination with carboplatin, versus carboplatin alone given 4 weekly in Patients with progressive ovarian cancer.
	Professor Stanley Kaye
	Open

	DNA Methylation Study
	DNA methylation as a predictor for response and progression free survival in patients with ovarian cancer
	Dr Nadeem Siddiqui
	Open

	Early Relapsed Ovarian Cancer
	Phase II study of carboplatin and gemcitabine chemotherapy in patients with advanced ovarian cancer resistant or refractory to previous platinum chemotherapy
	Dr Mary McCormack

Professor  Jonathan Ledermann
	Closed

	EMBRACE
	Epidemiological study of BRCA1 and BRCA2 mutation carriers
	Professor Douglas Easton
	Open

	EORTC 55963
	Phase III randomized study of chemotherapy with or without secondary cytoreductive surgery in patients with recurrent ovarian epithelial cancer
	M.E.L. Van Der Burg, G. Favalli  
	Closed

	EORTC 55971
	Phase III randomized study of neoadjuvant chemotherapy followed by interval debulking surgery versus upfront cytoreductive surgery followed by chemotherapy with or without interval debulking surgery in patients with stage IIIC or IV ovarian epithelial, peritoneal, or fallopian tube cancer
	Dr Sergio Pecorelli, Professor Gordon Rustin,  Ignace Vergote
	Closed

	EORTC 55984
	Phase III randomized study of doxorubicin and cisplatin with or without paclitaxel in patients with locally advanced, metastatic, and/or relapsed endometrial cancer.
	Dr Nicholas Reed
	Closed

	EORTC 55985
	Phase II clinical trial on Taxol as single agent in locally advanced and/or metastatic or recurrent vulva cancer not amenable for surgery and/or radiotherapy - EORTC trial 55985
	Professor John Green
	Closed

	EORTC 55991
	Phase II randomised study of adjuvant radiation with or without chemo in high risk endometrial carcinoma
	Carlos Freire de Oliveira, Gunnar B Kristensen,  Dr Nicholas Reed
	Closed

	GEM/TREO
	A phase II trial of gemcitabine and treosulfan in patients with advanced carcinoma of the ovary.
	Professor Hilary Thomas
	Closed

	ICON4
	A randomised trial of paclitaxel (Taxol) in combination with platinum chemotherapy versus conventional platinum-based chemotherapy in the treatment of women with relapsed ovarian cancer
	Professor Jonathon Ledermann
	Closed

	ICON5
	An international, 5-arm randomised trial of paclitaxel and carboplatin v triplet or sequential doublet combinations in patients with epithelial ovarian or primary peritoneal carcinoma.
	Dr Peter Harper
	Closed

	ICON6
	A randomised trial of AZD2171 in combination with platinum-based chemotherapy in ovarian cancer relapsing more than 6 months following completion of first-line platinum-based treatment
	Dr Clair Amos
	Open

	ICON7
	A randomised, two-arm, multicentre gynaecologic cancer inter-group trial of adding bevacizumab to standard chemotherapy (carboplatin and paclitaxel) in patients with epithelial ovarian cancer
	Dr Timothy Perren
	Open

	MAVARIC
	Manual Assessment Versus Automated Reading In Cytology
	Professor Henry Kitchener
	Open

	MRC OV07/EORTC 55041
	A randomised, multicentre, phase III study of erlotinib versus observation in patients with no evidence of disease progression after first line platinum-based chemotherapy in high-risk stage I and stage II-IV epithelial ovarian, primary peritoneal and fallopian tube cancer.
	Dr Marcia Hall
	Closed

	NEO-ESCAPE
	A randomised feasibility study of extended chemotherapy with neoadjuvant carboplatin followed by adjuvant paclitaxel and gemcitabine vs. gemcitabine and carboplatin followed by paclitaxel alone, in patients with advanced epithelial ovarian
	Dr Christopher Poole
	Open

	NSECG
	National study of endometrial cancer genetics
	Professor Ian Tomlinson
	Open

	OV05
	A randomised trial in relapsed ovarian cancer: early treatment based on CA 125 levels alone versus delayed treatment based on conventional clinical indicators.
	Professor Gordon Rustin
	Closed

	PARP BRCA Trial
	A Cancer Research UK Phase II Proof of Principle Trial of the activity of the intravenous PARP-1 inhibitor, AG-014699, in known carriers of a BRCA 1 or BRCA 2 mutation with locally advanced or metastatic breast or advanced ovarian cancer
	Dr Ruth Plummer
	Open

	POET
	Prevention Of Endometrial Tumours
	Professor Shirley Hodgson
	Open

	PORTEC3
	Randomized Phase III Trial Comparing Concurrent Chemoradiation and Adjuvant Chemotherapy with Pelvic Radiation Alone in High Risk and Advanced Stage Endometrial Carcinoma: PORTEC-3
	Dr Melanie Powell
	In Set-up

	RAACS
	Rural Accessibility And Cancer Survival
	Dr Andy Jones
	Closed

	RT3VIN
	A Randomised Trial of Topical Treatment in Women with Vulval Intraepithelial Neoplasia
	Professor Alison Fiander
	In Set-up

	SCOTCERV
	A phase II study of docetaxel and gemcitabine as second line chemotherapy in cervical cancer
	Dr Paul Symonds
	Open

	SCOTROC 4
	A prospective multicentre randomised trial of carboplatin flat dosing vs intrapatient dose escalation in first line chemotherapy of ovarian, fallopian tube and primary peritoneal cancers.
	Professor Stanley Kaye
	Open

	SCOTROC 5
	A feasibility study of sequential carboplatin followed by paclitaxel / gemcitabine as first-line chemotherapy for stage IC-IV ovarian, fallopian tube and primary peritoneal carcinomas
	Professor Stanley Kaye
	Closed

	UKCTC -207
	A phase Ib/ II trial of CA4P (combretastin A-4 phosphate) in combination with carboplatin and paclitaxel chemotherapy in patients with advanced cancer and advanced ovarian carcinoma
	Professor Gordon Rustin
	Open

	UKCTOCS
	The UK collaborative trial of ovarian cancer screening
	Professor Ian Jacobs
	Closed

	UKFOCSS
	The UK Familial Ovarian Cancer Screening Study
	Dr James Mackay
	Open


Trials in development

The Group have a number of trials in development.

· A phase II trial of intraperitoneal (IP) chemotherapy is being planned in collaboration with the NCI Canada.  This will involve women who are given neoadjuvant chemotherapy and then undergo interval surgery after three cycles of chemotherapy.  Women in whom no residual disease is achieved will be randomised intraoperatively to either three cycles of IP chemotherapy (in which case an IP catheter is inserted) or continue with IV chemotherapy.  A proposal will be submitted later this year.

· A phase II trial of neoadjuvant chemotherapy in locally advanced cervical cancer based on a current phase II of weekly carboplatin/paclitaxel for six weeks prior to chemoradiation (CxII).  Collaboration with other international groups will be necessary.
· A Randomised Phase III Trial of Weekly Carboplatin and Paclitaxel versus Pegylated Liposomal Doxorubicin In Recurrent, Platinum Resistant, Epithelial Ovarian Cancer. This study is being led by SGCTG in collaboration with NCRI and an outline CTAAC proposal will be submitted in July 2008.
Other trials under consideration for collaboration include:

· A randomised trial of chemotherapy for positive nodes following radical hysterectomy for cervical cancer.  This is being led by the RTOG in the US.

· A randomised trial of chemoradiation for isolated pelvic relapse of endometrial cancer.  This is being led by GOG in the US.

Meetings
A meeting was held to promote the CHORUS and ICON7 trials, in London on 29th February 2008 and was attended by 60 investigators.  The purpose was to learn from investigators the difficulties experienced in accruing to these key trials.  

A meeting of 70 investigators was held in London on 15th May 2008, with the dual purpose of launching PORTEC3, our flagship study in endometrial cancer, and brainstorming ideas for a phase III cervix cancer trial.

Collaborations
The Gynaecological Cancer Inter-Group (GCIG) is a strong collaboration of 18 international cancer trials groups.  The NCRI Gynaecological CSG collaborates actively through this on a number of trials.  These include the following open studies:

· ICON6 – NCRI (lead), NCIC, Phase I.  Phase II will include other countries.
· ICON7 – NCRI (lead), GOG, AGO (Germany)

· PORTEC3 – PORTEC (Netherlands) (lead), NCRI, ANZGOG, MANGO (Italy), NCIC (Canada)

and the following recently closed OVO7 (TARCEVA) study.
We play an active role in GCIG with the following representatives:

· Dr Ann Marie Swart- (MRC CTU) Harmonisation/Statistics

· Dr  Wendy Quan or other- (MRC CTU) Harmonisation/Statistics

· Professor Henry Kitchener- GCIG Chair (2008-10)

· Professor Jonathan Ledermann- GCIG Executive and Ovary Group

· Professor Ian McNeish- Co Chair of GCIG Translational Group

· Dr Mary McCormack- Cervix and Endometrial Groups

We plan to ‘mentor’ the Irish Clinical Oncology Research Group (ICORG), which has just acquired observer status at GCIG, with a view to developing full membership status in part based on accrual to NCRI trials.  The NCRI CSG co-instigated a European Network of Gynaecological Oncology Trials (ENGOT) with the aim of improving European collaboration in trials, and overcoming the hurdles of the European Clinical Trials Directive for InterGroup trials.
Good collaboration has been established with the Scottish gynaecological cancer trials group, which has a track record in translational research, and a joint biological studies meeting is planned for 2008.  An international network of gynaecological cancer investigators is being established in an effort to establish samples sizes to develop adequately power translational studies.

3- year strategy

Our major efforts are being directed at the outcomes of the Progress Review.  We were successful in obtaining additional NCRN funding to increase our Portfolio Co-ordinator time.  As already stated Ms Gemma Tait will provide additional effort to develop a phase II network.  Our phase II studies are accruing too slowly and relying too heavily on one or two centres. Our wish is to develop a network of 8-10 centres, which will agree a consensus on phase II trials, develop these in a collaborative manner and have a collective responsibility to support them, thus achieving faster accrual and quicker outcomes. This has been discussed at a recent Investigator’s meeting and was well received. A major effort will be made this year to develop a cervix phase III trial. Ideas were discussed at a recent meeting of clinical oncologists for the PORTEC3 launch.  
Now that we have a strong portfolio of open trials we need to accrue strongly to them.  There is a general feeling from investigator’s meetings that resources for gynaecological trials are not prioritised in some networks, with the result that some networks contribute little to accrual.  Evidence for this comes from centres which have been through the whole process of R&D approval and yet do not recruit. 
 We also wish to develop links with the Primary Care CSG, which will be led by Professor Peter Sasieni, who is a member of both the Gynaecological Oncology CSG and the Primary Care CSG.

The Chair of the Gynaecological Oncology CSG will be standing down in 2009 after two terms and a successor will need to be appointed.  The current Chair has been appointed Chair of the Gynaecological Cancer Inter-Group (GCIG) and will serve for two years from November 2008.

Priorities for next year

Our priorities over the next twelve months will be to:
· Develop a phase II network for cervix and ovary trials in particular, as described above, 
· Develop a phase III cervical cancer trial,

· Move ICON6 from its first stage to the second stage with greater international   collaboration,
· Complete CHORUS and ICON7 by second half of 2009.

Professor Henry Kitchener, Chair
Appendix 1
Key strengths and issues from the Progress Review, August 2007

The key strengths of the Group identified at the review are:

· Enthusiastic energetic and committed members

· An enthusiastic and committed chair who has harnessed the enthusiasm, energy and commitment of members

· A good understanding of the infrastructure within which the CSG works

· A supportive, inclusive framework in which the subgroups work

· Well lead subgroups which have a clear understanding of their roles and reporting lines

· A broadened membership with an appropriate range of expertise

· Successful attempts to appoint younger researchers to the Group

· A clear mechanism for developing new studies and bringing them to the parent group at an appropriate stage of development

· The annual open Ovarian meeting and Endometrial Consensus meeting

· A wide range of studies in the portfolio, particularly the range of ovarian studies

· A number of new trials in development

· A good and improved rate of success at funding bodies

· A good international reputation 

· A clear understanding of the gaps in the portfolio and other issues which need to be addressed

The Group were considered to be successful and effective.

The Panel identified the following issues which the Gynae CSG needs to consider:

· How trainees and lecturers might become involved in the work of the Group

· Addressing poor accrual to trials

· Encouraging members to act as champions of the Group’s trials

· Redressing the imbalance in the portfolio(limited cervical and vulval studies)

· Developing a pipeline of studies to prevent gaps between major trials and the successors

· Developing a network of phase II centres

· Expanding contacts with Primary Care and USA GOG

The Panel agreed that there were no specific issues for the NCRN/I. 
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