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NCRI Bladder Clinical Studies Group 
Introduction

Bladder cancer is a common cancer in the UK, with 10,093 new cases in 2004.   Around 90% of bladder cancers are transitional cell carcinomas for which clinical management differentiates between non-muscle invasive bladder cancer (NMIBC) and muscle invasive bladder cancer (MIBC).   The delivery of health care for patients with bladder cancer is expensive; the UK total annual cost is £200 million of which 40% is allocated to treatment of NMIBC and 20% to investigation of haematuria and detection of disease.  

The Bladder Clinical Studies Group (Bladder CSG) has focused on developing a portfolio which spans the spectrum from NMIBC to muscle invasive disease.  This strategy is vitally important to engage both urologists and oncologists both within the CSG and the community.  To achieve this Bladder CSG portfolio has undergone a rapid development in the past year.  Three large trials (BOXIT, SELENIB and SPARE) have opened and five new trials have been successful in 2007/8 funding applications and are in late stage development.  The portfolio is now broadly balanced enabling the Group to explore and developed trials in new areas.  The formation of new subgroups and working parties has enabled development and the remit to stimulate research activity, identify research areas of unmet need, develop links with industry and develop cross cutting collaborations with other CSGs has enabled the Group to broaden the spectrum of trials within the portfolio.  As part of the future planning, early phase trials, testing novel agents will be important before considering phase III studies incorporating novel targeted therapies.  A new strategy will be to develop studies within a disease detection and prevention programme which will be brought together by a newly formed working party. The Group was reviewed in April 2008. The key strengths of the Group and issues it needs to address can be found in Appendix 1.
Membership and structure

There are 20 clinical research members, (seven urologists, ten clinical or medical oncologists, one radiologist, one cancer nurse specialist and one clinical trials unit statistician), two consumer representatives and five observers or funding body representatives on the Bladder CSG. Membership is structured to represent the multidisciplinary nature of NMIBC and MIBC.
The Group are indebted to Mr Peter Whelan who is due to retire from clinical activity and relinquished the Chair in December 2007. Mr John Kelly was appointed Chair and will serve until 2010. Mr Whelan was very successful in the role, and presided over crucial changes which were necessary and highlighted in the interim review. He will remain a member of the Group until retirement in 2008/9. The Group are also indebted to Mr Roger Kockelbergh and Mr Raj Persad who stepped down in 2007/8.   The appointment of new members has been very successful; Dr Bernadette Carrington, Mr Prokar Dasgupta, Mr Leyshon Griffiths, Dr Robert Jones and Mr Vincent Nargund have joined the Bladder CSG.  Together they build on the multidisciplinary skill mix to strengthen the Group.
The Bladder CSG has two subgroups Chemotherapy and Penile Cancer. Two working parties were established in early 2008, Early Phase Trials and Imaging and Radiobiology, to address key areas of strategic importance.  Membership of subgroups and working parties has extended involvement of the research community in the Group’s work to include representation from pathology, imaging as well as non-clinical expertise in molecular genetics. 

The Chemotherapy Subgroup, chaired by Dr Ben Mead, focuses on the development of phase III trials in localised and advanced MIBC. It is the longest established of the two subgroups and it encompasses chemo-radiotherapy trials and metastatic disease.  The Penile Subgroup, established in February 2006, is chaired by Dr Jim Barber.  Penile cancer is relatively uncommon and clinical management is provided as a supra-regional service in 12 UK Centres.  The subgroup draws its core membership from the designated Penile Cancer Centers across the UK and enlists active participation from up to 20 specialists representing andrology, pathology, radiology and oncology who have attended meetings. 
The Early Phase Working Party was set up because the Bladder CSG recognised a need to investigate novel agents through engagement of industry and access to the CRUK novel compounds pipeline. It is chaired by Dr Rob Thomas and will focus on developing phase I/II trials which can be tested in a network of centres and attracting funding through the Novel Agents Committee and Feasibility Studies Committee (FSC).  Links with pharma pipelines and the CRUK novel compounds pipeline is viewed as important remit for this group.  The Imaging and Radiobiology Working Party was set up in the first quarter of 2008.The members will meet to discuss and identify areas for development for e.g. imaging identification of occult node disease, role of PET in bladder cancer etc.  The intention is to integrate imaging protocols into current studies and to consider how imaging can play a role in the design of new studies. Dr Andrew Protheroe represents the Group on the Translational CSG.
The Bladder CSG has recently appointed a project officer, Dr Sarah Stearn.  The post replaces the previous portfolio coordinator and has been formed to audit surgical trials in genitor-urinary oncology.  The aim of the audit is to identify factors responsible for delays in study set up and low recruitment rates in surgical trials.  There is awareness that urologists are unfamiliar with the trials process, trials governance and, given a target driven NHS, there are significant hurdles to be overcome to re-engage the community.  It is hoped that the surgical trials audit will be able to overcome some of the problems relating to the trials pathway.

The Bladder CSG is grateful for the support from the NCRI CSG Secretariat which has been very helpful in the organisation of meetings and for circulation of items including agenda and minutes.  In particular the support offered by Dr Eileen Loucaides is much appreciated.  The UK Clinical Trials Units (CTUs) play a pivotal role supporting individual investigators and protocol development.  Selection of CTUs to develop and host trials is based on investigator links, CTU availability and remit and several CTUs, (Birmingham, Cardiff, ICR London and Southampton) are involved with the portfolio.  

Portfolio and accrual
The Bladder CSG has 19 trials within the portfolio. Four are in NMIBC, eight in MIBC, six in Translational Research and one in Penile Cancer. Table 1 provides a summary of the trials portfolio and details of individual trials respectively. 

Table 1:  Bladder CSG Portfolio

	Acronym
	Title
	 UK PI(s)
	Status

	ADVICE Study
	A Feasibility study of molecular markers in patients with muscle invasive transitional cell carcinoma of the bladder entered into Neo-adjuvant chemotherapy trial
	Professor Nicholas James
	Open

	BA11
	Randomised phase III study comparing Paclitaxel/Cisplatin/Gemcitabine and Cisplatin/Gemcitabine in patients with metastatic or locally advanced urothelial cancer without prior systemic therapy [EORTC 30987]
	Ms Tahera Hussain
	Closed

	BC2001

	A randomised phase III study of radiotherapy with and without synchronous chemotherapy in muscle invasive bladder cancer 
	Dr Robert Huddart
	Open

	BCON
	A multicentre randomised trial of radical radiotherapy with Carbogen in the radical radiotherapy of locally advanced bladder cancer
	Professor Peter Hoskin
	Closed

	BCPP
	Bladder Cancer Prognosis Programme
	Professor KK Cheng
	Open

	BOXIT (Bladder COX-2 Inhibition Trial)
	BOXIT
	Dr Emma Hall
	Open

	BS06
	A Randomised Study of Radical Radiotherapy in the Management of pT1G3 NxM0 Transitional Cell Carcinoma of the Bladder
	Dr Stephen Harland
	Closed

	EORTC 30986
	Randomised phase II/III study assessing gemcitabine with carboplatin and methotrexate with carboplatin and vinblastine in previously untreated patients with urothelial cancer ineligible for cisplatin based chemotherapy
	Dr Ben Mead
	Closed

	EORTC 30994
	- Randomized phase III trial comparing immediate versus deferred chemotherapy after radical cystectomy in patients with pT3-pT4, and/or N+M0 transitional cell carcinoma (TCC) of the bladder
	Dr Michael Leahy
	Open

	Gem v Mv
	Randomised phase II study of Gemcitabine (Gem) or Methotrexate and Vinblastine (Mv) in advanced transitional cell carcinoma of the urothelium
	Professor Peter Selby
	Closed

	MCM5
	Evaluation of urinary MCM5 as a diagnostic agent in genito-urinary malignancy.
	Mr John Kelly
	Closed

	ODMIT C
	A multicentre, prospective, randomised study to the value of a single dose of intravesical mitomycin in preventing the development of bladder tumours following nephroureterectomy for transitional cell carcinoma of the upper urinary tract
	Mr Ralph Beard
	Closed

	Pittsburgh Study
	Investigation of suspected alterations in cytochrome activity in patients with bladder cancer by validated drug-cocktail protocol
	Mr Raj Persad
	Closed

	RT with Weekly GEM 
	Phase II study of radiotherapy with concurrent weekly gemcitabine in muscle-invasive bladder cancer.
	Dr Richard Cowan
	Closed

	SELENIB
	Randomised controlled trial of selenium and vitamin E in the recurrence and progression of non muscle invasive bladder cancer (part of the Bladder Cancer Prognosis Programme)
	Professor KK Cheng
	Open

	SPARE
	SPARE - Randomised trial of Selective bladder Preservation Against Radical Excision (cystectomy) in muscle invasive T2/T3 transitional cell carcinoma of the bladder * feasibility study
	Dr Robert Huddart
	Open


The BC20001 and BECON radiotherapy trials have completed successfully and together are the largest radiotherapy trials to have been conducted in bladder cancer in Europe or N.America.  These trials build on previous MRC trials track record in non-muscle invasive and invasive disease many of which have defined standards of care for patients within the spectrum of bladder cancer disease.  Following on from these trials, the SPARE trial opened in 2007 and addresses a key question; whether selective bladder preservation in patients who respond to neoadjuvant chemotherapy offer the same overall survival as radical cystecomy.   The trial aims to recruit 100 patients within 2 years to the feasibility stage proceeding to the larger phase III trial.

The high prevalence of NMIBC is a major contributor to the high health economic cost of bladder cancer.  Several trials have opened in NMIBC and test agents which may reduce disease recurrence and, progression from non-invasive to invasive disease.   BOXIT is a UK wide study recruiting patients with intermediate and high risk NMIBC to address the question whether addition of celecoxib to standard therapy is more effective that standard therapy plus placebo.  BOXIT opened in 2007 and in May 2008 UK 20 centres were recruiting patients.

SELENIB is a phase III randomised controlled trail which will determine the benefit of addition of selenium plus vitamin E in patients with intermediate and high risk NMIBC.  SELENIB is now open and is a component of a larger tissue and bio-fluid collection study BCBP incorporating lifestyle measures and occupational history. The translational studies BOXIT-T and BCBP and SPARE-T opened in 2007 and are embedded within the clinical trials.  The trials will establish a comprehensive bio-repository spanning the disease spectrum of non-invasive and invasive disease.

HYMN is a randomised phase III trial of hyperthermia plus mitomycin-c versus a second course of BCG in patients with NMIBC with disease recurrence following BCG.  The study has been approved and funded by CTAAC in February 2008 and will open in the 4th quarter of 2008. 

Accrual to trials 
Recruitment to studies in 2007/08 was 5.5% of incidence cases. Of the 540 patients recruited into studies 103 were into RCTs and 437 into non RCTs. Which is an incidence rate of 2.1%. The recruitment rates reflect what was a paucity of clinical trials activity which has now been addressed.  The new trials in NMIBC and MIBC which have opened in 2007/8 will lead to an increase in trial accrual in 08/09.  Initiation of these trials has been a significant achievement for the Bladder CSG and the mix of phase III and early phase/ feasibility studies will provide a solid portfolio and a pipeline of studies for further development.

Trials in development
In the advanced/metastatic bladder cancer setting, LaMBs a phase III, randomised, two-arm comparison of maintenance lapatinib versus placebo in patients with HER 1 and/or HER 2 over-expressing metastatic bladder cancer has been successfully approved by CTAAC and will open in 2008.   Two early FSC phase trials, TOTEM and SUCCINCT have been funded by CRUK Feasibility Committee.  These studies are phase I/II and phase II respectively and will assess the mTOR kinase inhibitor Temsirolimus and multi-targeted receptor tyrosine kinase Sunitinib in combination with chemotherapy in patients with advanced and metastatic MIBC. 

LaMBs, TOTEM and SUCCINCT are the first to incorporate small molecules as therapeutic agents and initiated by the UK NCRI.  Collectively they herald what will be an exciting decade to come and a new invigorating direction which seeks to alter the management of the disease through molecular targeting.  The search for new targets continues unabated through translational experimental research.  Studies which aim to target critical processes involved in bladder cancer tumourigensis, such as Aurora Kinase, are in development may open in 2008/9.

BOLERO is a surgical trial to determine the feasibility of randomising patients to open versus laparoscopic or robotic radical cystectomy approved by the FSC. It will assess novel minimal access technologies which are now playing an important role in the management of invasive disease is and will open in late 2008.
In penile cancer, the TPF study is a feasibility study of chemotherapy treatment has been developed by the Penile Subgroup and awarded funding by the FSC in late 2007. It is the first national UK trial in penile cancer and will commence in June 2008.

Meetings
In 2007, investigator meetings for new trials were held in London. The meetings were well supported and collectively, have generated interest and awareness of the portfolio. Following on from this, the Bladder CSG has had a significant presence at the British Association of Urological Surgeons (BAUS) and the British Uro-Oncology Group (BUG) national meetings and the BAUS Section of Oncology meeting.  These national meetings bring together the uro-oncology community and are important forums for raising the profile of the Group.   Plans for a National Trials Day will be developed to schedule a meeting for the first quarter of 2009.  At this time, trials will be recruiting and the portfolio will be broad based and of interest to urologists, oncologists and translational science researchers. 

Collaborations
The Bladder CSG is actively welcoming to researchers seeking to develop ideas and proposals and this is an important step towards becoming integrated into the UK research community.   Recently, links with other CSGs have been established for example, discussions with the Primary Care CSG to develop a Disease Detection and Prevention Working Party have been initiated.   The role of the Early Phase Trials working party will be important in establishing links with industry and the wider research community including access to the CRUK small molecules committee.   
The Bladder CSG has good links with the EORTC and the portfolio includes two EORTC trials. We also recognise the need to further develop the link with the EORTC. Mr Tom Powles has agreed to act as the Group’s lead on this. Extending links to national bodies and other International groups is now desirable and will enable the CSG to realise greater potential through collaboration in clinical and translational research.  

3-year strategy
The key strategic elements for the next 3 years are set out below;

· Promote  awareness of the CSG, its portfolio and its potential to delivery high quality National Trials engaging Urologists, Oncologists and the Research Community.

· Effective communication at National Meetings.

· Dissemination of information at Regional workshops / meetings

· Education and service development through trials meetings

· A National Trials Day in 2009

· Engage trials centres to establish a solid networked infrastructure

· Ensure that current trials meet accrual targets.

· Continue to identify trials centres and investigators across UK networks

· Build upon the success of subgroups and establish new working parties to
develop trials in key areas identified by subgroups and working parties

· Imaging and radiobiology

· Disease detection and prevention

· Early phase trials 
Priorities for next year

The Groups priorities for next year are to:
· Monitor recruitment to the new studies which opened in 2007/8 
· Engage the research community and raise the profile of the Group. 
· Open a number of studies in 2008/9, of which two will be phase III RCTs (HYMN, and Lapatinib), three will be feasibility in advanced and metastatic, one will be feasibility in surgery for MIBC.  
Mr John Kelly, Chair
Appendix 1
Key strengths and issues from the Progress Review, April 2008
.

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

· A real sense of progress having been made since the last two reviews and that the Group are moving in the right direction

· A reenergised Group 

· A new leader with a dynamic approach

· The appointment of younger researchers to the Group

· The integration of the Penile Cancer Subgroup into the structure

· Well functioning subgroups and good ideas for new working parties

· A number of new trials in set-up 

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

· More proactive management of the Group’s strategy through the Group 

· Holding a strategic retreat so that it may identify its strengths, determine where it wants to be in three years time and prioritise its activities

· Appointing additional urologists as members of the main group, Chemotherapy Subgroup and Early Phase Working Party 

· A strategy for working with ECMCs

· Ways to improve accrual

· Submitting proposals to funding bodies other than CTAAC e.g. HTA,NIHR, PBSC

The Panel agreed that the NCRN needed to:

· Work with the Group to identify possible ways of addressing the lack of research nurse time

· Facilitate and support a strategic retreat for the Group
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