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NCRI Renal Cancer Clinical Studies Group 

Introduction

Renal cancer is uncommon but once metastatic is notoriously unresponsive to chemotherapy and radiotherapy. New strategies for adjuvant therapy (following radical surgery), and for advanced disease, need to be evaluated in clinical trials.

Membership and structure
Membership of the Group has been expanded to include more representation from urology and clinical oncology and we also now have expert pathology and translational research input; we think that membership is probably now about right.

Portfolio and accrual

The current list of trials in the portfolio can be found in Table 1 below.

The NCRI Renal Clinical Studies Group (CSG) took on the supervision of two randomised clinical trials developed by the former MRC Renal Cancer Planning Group. The first is an EORTC/CRUK study evaluating the role of adjuvant interleukin-2, interferon-alpha and fluorouracil for patients with high risk of relapse after surgical resection, compared with a control group not having adjuvant treatment. Recruitment to this trial was slow and the EORTC data monitoring committee decided that it should be closed. However, there was a commitment from UK Collaborators to continue recruitment; the study was re-launched as HYDRA with Cancer Research-UK support and has now reached its target. An abstract of the data on this study was presented at ASCO 2008. 
The second study, funded by the MRC is in advanced disease. Interferon-alpha (shown in a previous MRC study to significantly improve overall survival compared with medroxyprogesterone) has been compared with a regimen comprising interleukin-2, interferon-alpha and fluorouracil.  The study (RE04) recruited above target and was extended and powered to demonstrate a reduced target effect and to determine the possible influence of cell type and nephrectomy on efficacy of treatment.  The study closed in August 2006 and proved to be the largest ever randomised controlled trial in metastatic renal cell carcinoma. A poster of the study was presented at ASCO 2008.
A third study in the portfolio was a phase II randomised trial comparing interleukin-2 and interleukin-2 with a vaccine (SRL 172) in advanced renal cell carcinoma; this trial was closed prematurely because of problems with vaccine production;  however, valuable data has been already collected and was presented at the European Society for Medical Oncology meeting last autumn.  A paper has been submitted for publication.

A further randomised phase II trial comparing capecitabine + streptozocin +/- cisplatin chemotherapy as treatment for unresectable or metastatic neuroendocrine tumours was also funded by TRICC but this is now housed with another CSG.

The CSG has held strategy meetings to appraise proposals for studies that could follow on from RE04 and HYDRA. One randomised controlled trial, SORCE, will be assessing the role of the novel small molecule sorafenib as an adjunct to surgery in high risk resected renal cancer.  This has been funded by the MRC; complimentary translational studies have been supported by TRICC.  These studies will be opening shortly.  Two other translational studies will also be included in our portfolio – both retrospective, looking at tissues from previous MRC studies (RE01 and RE04). Our Prognostic Factors Working Party is working well; an International Prognostic Factors Group has collected data from over 3000 patients and a prognostic index is being derived for prospective validation.

In an effort to broaden our portfolio we received and considered protocols on a number of possible new projects; 9 of these have been strongly encouraged as possible portfolio studies.  One of these, TRIST, is an international, randomised, double blind, placebo controlled, parallel group study to investigate whether TroVax (vaccine) added to first-line standard of care therapy, prolongs the survival of patients with locally advanced or metastatic renal clear cell adenocarcinoma.  The study is GTAC approved.  It has recently been considered and approved by the new UKCRN Industrial Trials Approval Committee (ITAC), and added to the portfolio.  This study has recently closed to recruitment.  The UK contributed to the worldwide total of patients.

We are giving high priority to assessing and encouraging phase II trials; possible studies include – renal tumour embolisation, targeted therapy in non clear cell RCC, new agents in metastatic renal cell carcinoma (including one Industry Study currently being considered for inclusion in our portfolio).

143 patients were recruited to renal studies in 2007/08, representing 2.4% of total of incident cases. 112 were to RCTs and 31 were to non-RCTs. 

Table 1: Renal Cancer CSG Portfolio

	Acronym
	Title
	PI(s)
	Status

	HYDRA
	Adjuvant interleukin-2, interferon-

alpha and 5-Fluorouracil for patients with high risk of relapse after surgical treatment for renal cell carcinoma
	Mr Michael

Aitchison
	Closed

	IL-2±SRL172
	A phase II randomised study comparing interleukin-2 versus interleukin-2 with SRL172 in patients with advanced renal cell cancer
	Prof Poulam

Patel

Prof Peter

Selby
	Closed

	RE04
	A randomised trial of interferon-alpha, interleukin-2 and 5-Fluorouacil versus interferon-alpha alone in advanced renal cell cancer
	Prof Martin

Gore
	Closed

	SORCE
	A phase III randomised controlled study comparing sorafenib with placebo in patients with resected primary renal cell carcinoma at high or intermediate risk of relapse
	Prof Tim Eisen
	Open

	TRIST
	A randomised double blind controlled study of whether adding Trovax vaccine to standard care prolongs survival in advanced renal cell cancer.
	Prof Robert Hawkins
	Closed


Trials in development
The Group have a number of trials in development including a proposed phase II RCT of sunitinib vs interferon in non-clear renal cell carcinoma and a possible study on embolisation of renal tumours. In addition the Group are developing a standard protocol for use in a series of phase III studies. New drugs will be slotted into the protocol as and when they become available.

Meetings

The Group held a symposium in May 2008 which included input from the EORTC and French Renal Group as well as members of the CSG. Following discussions the Group agreed that the CSG’s strategy should include:
Screening and prevention

· The collection of tissues (urine, blood, plasma and serum) plus the pathway for each tissue.

Low risk patients
· Partial nephrectomy vs RFA/Cryotherapy in tumours less than 4 cm.
· Active surveillance.
Middle risk patents(40-50% risk of reoccurance)
· SORCE

Metastatic /locally advanced 2nd line  treatment 
· Adopting studies into the portfolio which are currently being run or planned by pharma.

· Professor Hancock asking pharma companies what 2nd line treatment studies they are doing.
Studies for special groups of patients 
· e.g. non-clear cell, brain metastases, poor risk. 

Follow up

· Keeping follow up studies on the back burner for the minute.
· Dr Negrier to send Professor Hancock the CARMENA protocol.
Collaborations

We have collaborated with other professional groups (including BAUS, MRC, EORTC) in holding well-attended and successful national meetings where the importance of clinical trials 

has been given high profile.  We have applied for funding for a project officer to help us audit BAUS versus Tumour Registry data for all new cases of RCC.

An important link with the Royal College of Pathology has catalysed the production of a minimum dataset for pathology reporting.  The Group has worked with industry on a number of studies e.g. SORCE and TRIST.  Members are actively engaged in discussions with other companies on developing studies or proposed clinical trial strategies.

Other activities

The Group had its second 3-year progress review in February 2007. The main strengths of the Group and the issues it needs to address are listed in Appendix 2.

An important role of the CSG is the collation and dissemination of information.  We have had strong consumer representation on the Group and Kidney Cancer UK, a users’ forum, has taken as one of its major aims the promotion of public awareness of clinical research being undertaken in the UK and elsewhere. Members of the CSG have attended and spoken at their annual national meetings. 

The CSG chair has been involved, for the Royal Colleges and NCRI, in advising NICE on various new-targeted agents currently undergoing HTA appraisal.  Also from the CSG an expert group was convened to set guidelines for treating MRCC with these agents whilst NICE adjudicates (a letter was e-published as a rapid response in the BMJ and an editorial is to appear in the Journal of the Royal Society of Medicine).

3 year strategy

Our 3 year rolling strategy, put in place following comments made in 2004 at our Group Progress Review, had 3 priorities: widening membership, broadening our trials portfolio and encouraging Research Networks to take on clinical trials in renal cancer. We had our second review and the key strengths and issues from this are summarised in Appendix 1.  We are working on many of the issues discussed.  A rolling phase II programme is proposed to inform our Phase III strategy and we have discussed possible studies in functional imaging.  Also hopefully as the data from our earlier successful studies matures we will have prestigious publications from these.  The CGS will shortly be appointing a new chair.

Priorities for next year

These will be set by the new Chair.
Professor Barry W. Hancock, Chair 

Appendix 1
Key strengths and issues from the Progress Review, February 2007
Strengths of the Group:

· A cohesive enthusiastic Group, with little if any distracting internal politics

· A strong sense of what it does and a strong sense of ideas to take forward

· Well lead by an enthusiastic chair

· Successfully broadening membership since its first three year review

· Extending input into the Group by actively encouraging investigators and pharma to   attend the CSG meetings and present trial ideas

· Highly effective at developing and successfully completing large (inter) national studies

· Timely accrual to studies

· A number of studies in development

· Positive consumer involvement which is both welcomed and valued

Issues that the Renal CSG needs to consider:

· The configuration of the Group when the current chair steps down in 2008

· Succession planning for the chair

· Prioritising studies in development

· Broadening the portfolio to include studies in one or more of the following areas: early stage disease, screening and early detection, functional imaging

· Working closely with the Palliative care and Primary Care groups

· Working closely with the UKCRN Industry team to maximise opportunities to run phase II studies

· A step change from running phase II studies at a single centre to multi-locations

· Increasing the number of research publications relevant to the CSG’s portfolio

· Working closely with the French Group and extending where possible current links with international groups and pharma

· Raising the profile of the Group at a national meeting perhaps held jointly with the other Urological groups and presenting at other meetings for example BAUS
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