Annual report 2007-8


NCRI Prostate Clinical Studies Group 
Introduction
The Prostate Clinical Studies Group (PCSG) has completed the 2nd year of the current 3 year cycle. During this time the Group has continued to contribute to the management of and recruitment to established trials in the portfolio. At the same time the Group have also initiated new trials, scoped the areas of prostate cancer diagnosis and treatment, and identified potential for new studies / collaborations. The CSG subgroups have taken a number of these proposals forward, producing outline protocols for new submissions / studies in the future in specific areas of interest and need, for various stages of prostate cancer. Another successful initiative has been the development of collaborative studies with industry, with a fast track evaluation process and rapid initiation of new trials. 

Membership and structure

The membership has been both active and successful, with a well balanced mix of surgical and non-surgical specialists from a wide geographical area. Valuable contributions have been made both at the committee meetings, within the subgroups and via e mail / teleconferences at various stages of trial consultation and development. The input of the MRC Clinical trials unit has been invaluable at all stages.  The only person to leave the Group is Mrs Diana Robinson who was a consumer member, otherwise the Group’s membership has remained stable.

The Working Groups initiated in the 1st year of the current CSG cycle have now begun to mature and they have been successful in holding meetings / discussion to develop new proposals. The working groups are:   
· Hormone Refactory Prostate Cancer (Castrate Resistant)(Steve Harland, Chair)
· High Risk Localised (David Gillatt, Chair) 
· Early Diagnosis/staging (Chris Parker, Chair) 
· Imaging (David Dearnaley, Chair)
Portfolio and accrual

There are a number of studies specifically developed by or adopted by the Prostate CSG which are either recruiting actively or in advanced stages of development. 
The Familial Prostate Cancer Study (UK Genetic Prostate Cancer Study) continues to make excellent progress both nationally and internationally. A further large scale genetic study, the BiPAS study, centred in Birmingham has now also begun. This trial has recruited 11 % of its target population and continues to recruit well. 

The ProtecT study continues to make good progress nationally and further major funding has been received for the long term follow up aspect of this trial beyond 2010 in the 9 recruiting centres. 

STAMPEDE (Multi Arm Therapy in high risk hormone naïve patients has been highly successful. The trial has completed the first phase of its study and it is well into its second phase, having recruited close to 600 patients to date. There has been a significant expansion of the number of recruiting UK centres in the last year. International collaborative partners are still being sought as this will augment recruitment. Negotiations with the European Association of Urology trials office and with other major European trials organisations are continuing. There is also a good expectation that a number of individual centres in Europe will join this collaboration. Supplementary to the main trial, a full TRICC application to study translational elements of the patient study population has been obtained, broadening the scope and importance of this study.  Editorial reports are in press in 2 major Urology / cancer journals highlighting the progress to date and at a recent presentation of the STAMPEDE updated recruitment and results at the European Association of Urology (the worlds largest Urology meeting), the STAMPEDE results were reported in the meeting highlights as one of the best papers at the congress.  
The CHHIP trial of IMRT and hypo-fractionation in localised CaP has been highly successful in recruiting large numbers of patients (>900, target of 2163) through 15 UK centres. This pattern of accrual is well placed to continue over the next year. This important trial will yield valuable information about efficacy and toxicity of high dose short fractionation regimens for localised prostate which will inform practice in the future.
The PATCH study of oestrogen patches for hormone manipulation aims to recruit 200 patients. 91 patients have now been recruited from 17 centres and although the rate of recruitment has been slower than anticipated it is, nonetheless, progressive. Operational issues relating to the patch oestrogen dose have been addressed and an intermediate review of the hormone suppression data (undertaken in part to counter issues raised in an adverse article in the Urological literature) show reassuring evidence that the patches suppress testosterone levels in the vast majority of patients effectively. 

The SABRE trial of Decision aids in brachytherapy is funded and has now passed its basic regulatory hurdles. A trial management committee has been established and will guide the study through its MREC process and get the study underway. There have been operational delays at the Southampton trials unit but these have now been resolved and the TMG are actively developing this study with the PI, identifying recruiting centres.   

The RADICALS study of radiotherapy ± short and long term hormones post radical surgery opened to recruitment in the 3rd quarter of 2007 as a collaborative study with NCI Canada. A joint TMG meets monthly to coordinate the initiation process and continue the trial development in its first years. It is expected that this study will recruit well in an area where there is considerable uncertainty regarding the optimal form of treatment.
Two surveillance studies are in progress, both coordinated by Dr Chris Parker as PI. The prospective study of Active Surveillance has now recruited 411 patients and publications from this series are currently helping to guide international practice in this area of prostate cancer management.  The PROSTART study of active surveillance vs treatment in low risk CaP has been developed as an international collaboration between NCI Canada, US trial Groups and the UK NCRI. This study was approved by CTAAC for funding as a pilot and the protocol has been approved by CTEP. The study opened in 2008 and is beginning to recruit.
The TRAPEZE study of combination therapy with Docetaxel, Zoledronic Acid and Strontium in men with progressive HRPC has continued steadily. It has now recruited >600 of its target 1240 patients.  Collaborations to augment the recruitment of this study may be considered in 2008.
This phase I/ II Hemi-HIFU Trial is recruiting through a single centre (UCL). The study has been extensively reviewed by the CSG and it continues to recruit well in a limited target population. Initial results were presented at the UK BAUS Conference in 2008 showing the trial to be well structured and supervised.  Recruitment continues.

The MAPS (Men After Prostate Surgery) study should complete recruitment in 2008. A successful recruitment drive in 2007 has been instrumental in boosting the recruitment numbers for this trial, which will yield important information about the role of post operative physiotherapy in minimising incontinence related problems in men undergoing prostatic surgery for benign and malignant conditions.

The DA (Dex+Aspirin) vs DA + Stilboestrol  trial has been a slow recruiter but it continued to accrue and has now virtually reached its target. An extension has been approved to recruit a further small “completion” cohort. This was required because of a protocol violation in some of the patients, necessitating their withdrawal. 

Industry collaboration
There are 2 trials currently in the portfolio and these are likely to be supplemented by further trial proposals in 2008 / 2009. The Venice study collaboration with Sanofi / Aventis. It is now recruiting in 8 UK sites, evaluating effects of VEGF-TRAP in advance prostate cancer. The Onyvax study is recruiting successfully through the Guildford centre. 
A full list of all studies in the portfolio with their PIs can be found in Table 1 below and are grouped by type of trial in Table 2.
2572 patients were recruited into studies in 2007-08 (1461 into RCTs and 1111 into non RCTs). This represents 10.1% of incidence cases.
Table 1: Prostate CSG Portfolio
	Acronym
	Title
	PI(s)
	Status

	ACTIVE SURVEILLANCE
	A study of active surveillance for early prostate cancer
	Dr Christopher Parker
	Open

	BiPAS
	The Birmingham Prostate Cancer Association Study – A genetic and environmental case control study on prostate cancer in Birmingham
	Professor Maurice Zeegers
	Open

	BUMPS
	Behavioural Urinary Management for Prostate Symptoms: A phase II trial for testing feasibility of a self-management 
ocalized

n for urinary problems following prostate radiotherapy
	Dr Sara Faithfull
	Closed

	Cardiovascular Prostate Study
	An open study of cardiovascular and osteoporotic risk factors in patients undergoing androgen deprivation therapy for prostate cancer.
	Professor Malcolm Mason
	Closed

	CHHIP
	Conventional or Hypofractionated High Dose Intensity Modulated Radiotherapy for Prostate Cancer
	Professor David Dearnaley
	Open

	Coping with Cancer
	Socio-economic status and coping with cancer – Examining the experience of people recently diagnosed with cancer
	Miss Alice Simon
	Closed

	CV247
	A 
ocalized
 double-blind local phase III study of CV247 vs salicyclic acid in early prostate cancer
	Dr Robert Thomas
	Closed

	DA v DAS in prostate cancer
	A 
ocalized
 phase III Trial of Dexamethasone and Aspirin (DA) Versus Dexamethasone, Diethylstilbestrol and Aspirin (DAS) in locally advanced or metastatic cancer of the Prostate
	Dr Jonathan Shamash
	Open

	EORTC 22991
	Three dimensional conformal radiotherapy / intensity modulated radiotherapy alone vs three dimensional conformal radiotherapy / intensity modulated radiotherapy plus adjuvant hormonal therapy in 
ocalized T1b-c, T2a, N0, M0 prostatic carcinoma.
	Professor Malcolm Mason
	Closed

	EORTC 30985
	Intermittent androgen deprivation in patients with stage D2 prostate cancer-Phase III
	Professor Stanley Kaye
	Open

	Flomax
	Prophylactic Flomax in prostate cancer
	Dr Paula Wilson
	Suspended

	FOCAL – HIFU
	An evaluation of focal ablation therapy using high-intensity focused ultrasound in the treatment of localized adenocarcinoma of the prostate
	Mr Mark Emberton
	Open

	HEMI-HIFU
	An evaluation of hemi-ablation therapy using high-Intensity focused ultrasound in the treatment of 
ocalized adenocarcinoma of the prostate
	Mr Mark Emberton
	Open

	High Dose Rhenium
	High activity Rhenium-186 HEDP with peripheral blood stem cell support in patients with bony metastases in prostate cancer.
	Professor David Dearnaley
	Closed

	HIPRO
	Hypofractionated dose escalation 
ocalized intensity modulated radiotherapy (IMRT) in carcinoma of the prostate
	Dr John Logue
	Closed

	IHT in prostate cancer
	Intermittent androgen deprivation in patients with prostate cancer
	Professor Tim Oliver
	Closed

	IMPACT
	Identification of men with a genetic predisposition to ProstAte Cancer: Targeted Screening in BRCA1/2 mutation carriers and controls – IMPACT
	Dr Ros Eeles
	Open

	Intercontinental
	INTERmittent or CONTINuos Endocrine Therapy After failure in Localised prostate cancer.
	Professor David Dearnaley
	Closed

	MAPS
	Conservative treatment for urinary incontinence in Men After Prostate Surgery (MAPS): multicentre 
ocalized
 controlled trial of pelvic floor muscle training, biofeedback and bladder training
	Dr Cathryn Glazener
	Open

	NCRN001 (Onyvax P)
	NCRN001 (Onyvax P)
	Professor Hardev Pandha
	Closed

	PATCH
	Prostate Adenocarcinoma: TransCutaneous Hormones. A 
ocalized
-controlled trial of transcutaneous oestrogen patches versus LHRH analogues in prostate cancer.
	Mr Paul Abel
	Open

	PCSS
	The Prostate Cancer Symptoms Study
	Mr Stephen Langley
	Closed

	Pelvic IMRT for prostate cancer
	A Phase 1 dose escalation study of the use of intensity modulated radiotherapy (IMRT) to treat the prostate and pelvic nodes in patients with prostate cancer
	Professor David Dearnaley
	Open

	PR07
	A Randomised trial of hormone therapy plus radical radiotherapy versus hormone therapy alone in non-metastatic prostate cancer
	Professor Malcolm Mason
	Closed

	Process
	Prostate cancer in ethnic subgroups: A comparative study of Incidence, Clinical Presentation and access to Health Care in the UK (Process).
	Dr Yoav Ben-Shlomo
	Closed

	ProSTART
	A phase II study of active surveillance therapy against radical treatment in patients diagnosed with favourable risk prostate cancer (START).
	Dr Christopher Parker
	in Set-up

	Prostate & Cognition
	An exploratory pilot study to investigate whether hormonal therapy for prostate cancer has an adverse effect on cognition
	Dr Valerie Jenkins
	Closed

	Prostate HDR brachytherapy boost trial
	Randomised trial of interstitial brachythearpy as a component of radical radiotherapy for 
ocalized prostatic cancer
	
	Closed

	ProtecT
	The ProtecT Trial – Evaluating the effectiveness of treatment for clinically 
ocalized prostate cancer
	Professor Jenny Donovan
	Open

	RAACS
	Rural accessibility and cancer survival
	Dr Andy Jones
	Closed

	RADICALS (MRC PR10)
	Radiotherapy and Androgen Deprivation In Combination After Local Surgery
	Dr Christopher Parker
	Open

	RAPPER
	Radiogenomics: assessment of polymorphisms for predicting the effects of radiotherapy
	Dr Catharine West
	Open

	RIB
	A multicentre 
ocalized
 trial of single dose Radiotherapy compared to Ibandronate for 
ocalized metastatic bone pain
	Professor Peter Hoskin
	Open

	RT01
	A 
ocalized
 trial of high dose therapy in 
ocalized cancer of the prostate using conformal radiotherapy techniques
	Professor David Dearnaley
	Closed

	SABRE
	Decision aids in brachy therapy
	Dr David Bottomley
	In set up

	SPIRIT
	A Randomized Trial of Radical Prostatectomy versus Brachytherapy for Patients with T1c or T2a N0 M0 Prostate Cancer
	Dr David Bottomley
	Closed

	STAMPEDE
	Systemic Therapy in Advancing or Metastatic Prostate Cancer: Evaluation of Drug Efficacy
	Professor Nicholas James
	Open

	TAPS
	Targeted PSA screening for familial prostate cancer
	Dr Jane Melia
	Closed

	TRAPEZE (PIII)
	A 
andomized phase II/III trial of docetaxel plus prednisolone vs. docetaxel plus prednisolone plus zoledronic acid vs. docetaxel plus prednisolone plus strontium-89 vs. docetaxel plus prednisolone plus zoledronic acid plus strontium-89 in hormone refractory prostate cancer metastatic to bone.
	Professor Nicholas James
	Open

	UK Genetic Prostate Cancer Study
	UK Genetic Prostate Cancer Study
	Dr Ros Eeles
	Open


Table 2: Open trials by type of trial.
	Acronym
	Title
	PI (s)
	Status

	Epidemiology and screening
	
	
	

	UKGPC study (Formally the Familial Prostate Cancer)
	UK Genetic Prostate Cancer Study
	Professor D Dearnaley

	Open

	Pro-START trial (NCIC PRII)
	A phase III study of active surveillance therapy against radical treatment in patients diagnosed with favorable risk prostate cancer (START)
	 Dr C Parker
	In set up

	Active Surveillance
	A study of active surveillance for early prostate cancer
	Dr C Parker


	Open

	IMPACT
	Identification of Men with a genetic predisposition to ProstAte Cancer: Targeted Screening in BRCA1/2 mutation carriers and controls – IMPACT
	Dr R Eles
	Open

	BiPAS
	The Birmingham Prostate Cancer Association Study – A genetic and environmental case control study on prostate cancer in Birmingham
	Professor M Zeeger


	Open

	Early localised disease
	
	
	

	CHHIP
	Conventional or Hypofractionated High Dose Intensity Modulated Radiotherapy for Prostate Cancer
	Professor  D Dearnaley
	Open

	ProTecT
	The ProtecT Trial - Evaluating the effectiveness of treatment for clinically localised prostate cancer
	Professor F Hamdy
	Open

	EORTC 22991
	Three Dimensional Conformal Radiotherapy / Intensity Modulated Radiotherapy alone vs Three Dimensional Conformal Radiotherapy / Intensity Modulated Radiotherapy plus adjuvant hormonal therapy in localised T1b-c, T2a, N0, M0 prostatic carcinoma.
	Dr J Graham
	Closed

	HEMI-HIFU
	An evaluation of hemi-ablation therapy using high-Intensity focused ultrasound in the treatment of localised adenocarcinoma of the prostate
	Dr M Emberton  
	Open

	Advanced local disease
	
	
	

	RADICALS (MRC PR10)
	Radiotherapy and Androgen Deprivation In Combination After Local Surgery
	Dr C Parker
	Open

	Treatment side effects
	
	
	

	MAPS
	Conservative treatment for urinary incontinence in Men After Prostate Surgery (MAPS): multicentre randomised controlled trial of pelvic floor muscle training, biofeedback and bladder training
	Dr C Glazener  
	Open

	Metastatic systematic therapy
	
	
	

	DA vs DAS in prostate cancer
	A Randomised Phase III Trial of Dexamethasone and Aspirin (DA) Versus Dexamethasone, Diethylstilbestrol and Aspirin (DAS) in Locally Advanced or Metastatic Cancer of the Prostate
	Dr J Shamash               
	Open

	SABRE
	This study has yet to start. It is being run through the Southampton trials office. There have been some delays to its start up because of staffing issue. Southampton are looking for centres to join the study.   


	Dr D Bottomley
	In set up

	STAMPEDE
	Systemic Therapy in Advancing or Metastatic Prostate Cancer: Evaluation of Drug Efficacy
	Professor N James    
	Open

	PATCH
	Prostate Adenocarcinoma: TransCutaneous Hormones. A 
andomized-controlled trial of transcutaneous oestrogen patches versus LHRH analogues in prostate cancer.
	Mr P Abel
	Open

	TRAPEZE (PIII)
	A 
andomized phase II/III trial of docetaxel plus prednisolone vs. docetaxel plus prednisolone plus zoledronic acid vs. docetaxel plus prednisolone plus strontium-89 vs. docetaxel plus prednisolone plus zoledronic acid plus strontium-89 in hormone refractory prostate cancer metastatic to bone.
	Professor N James
	On going

	EORTC 30985
	Intermittent androgen deprivation in patients with stage D2 prostate cancer-Phase III
	Professor M Mason
	On going

	Diet/Environment genetic study (ICR/Nottingham)
	
	Professor D Dearnaley
	On going

	Other ongoing trials/Industry trials
	
	
	

	NCRN018 (VENICE)
	NCRN001 (Onyvax P)
	Mr N Clarke             
	Closed

	Onyvax P trial (NCRN 001)
	
	Professor H Pandha
	On going


Trials in development:
The following trials are in development:
· Axial MR Imaging in High Risk and Advanced Prostate Cancer

· Radical Combination Therapy in High Risk Localised Disease

· RCT of Intervention Therapies for Treatment of Localised Radiation Failure in Prostate Cancer

· RCT of Laparoscopic vs Open Prostatectomy for Localised T1 / T2 CaP

· Timing of Androgen Deprivation Therapy Following PSA failure after radiotherapy for localized disease

· 2nd Line Chemotherapy for Castrate Resistant CaP using the ECarboF regimen

Meetings

The Prostate CSG meet twice yearly, and there are multiple meetings of working subgroups. There are also meetings and presentations at UK and international congresses.
Collaborations
The Group has continued to work closely with important national groups such as the British Uro-Oncology Group (BUG) and the British Association of Urological Surgeons (BAUS), particularly through its section of Oncology Chairman.

The Prostate CSG has collaborated with:

· NCIC Canada
· EORTC GU Group

· Industry

· Trans Tasman Cancer Trials Group
· Other CSG Groups
Other activities

The Prostate CSG has taken part in the following activities:

· Advice to NICE regarding recently published Guidance on Prostate Cancer Management
· Reporting to DoH Prostate Cancer Advisory Group

· Multiple presentations at national / international meetings re UK cancer trials and results of current studies

3-year strategy
The strategy for the next 3 years is to:

· Maintain recruitment in major RCT’s particularly STAMPEDE, RADICALS, PATCH  and TRAPEZE.

· Facilitate development of new trials in start-up; RADICALS, ProSTART, SABRE

· Actively pursue Industrial collaborations

· Develop a major imaging trial in collaboration with the EORTC GU Group, utilising the NCRN/EORTC liaison links.

· Develop new trial protocols and seek funding for trials in improved management of high risk localised disease, salvage therapies following radiation failure and new combinations / novel therapies in Castrate Resistant Disease.

· Maintain the profile of the Prostate CSG and prostate trials amongst clinicians and funders.

· Recruit active new researchers to the Group for contribution to the working subgroups and for consideration for application in the next round of CSG membership application. 
Mr Noel Clarke, Chair
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