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NCRI Melanoma Clinical Studies Group 

Introduction

The Melanoma CSG had its second full progress review in July 2007.  The review panel consisted of Professor Rick Kaplan, Professor Barry Hancock, Professor Axel Hauschild, Ms Julie Hearn and Dr Eileen Loucaides.  Dr Lorigan was accompanied to the review by Professor Keith Wheatley.  The panel commented on good progress and momentum since the interim progress review, strong leadership, and Professor Wheatley’s continued commitment and membership of the Group.  A number of recommendations were made - most of these are currently being or have been addressed. (See Appendix 1 for strengths of the Group and issues they need to address).
Membership and structure
Dr Peter Bullivant, Ms Lucille Hagues, Dr Mark Harries, Dr Mark Middleton, Professor Lesley Rhodes, and Dr Neil Steven have all joined the Group since the last report.  Mrs Pasty James and Dr Anthony Nethersell left the Group and are thanked for their hard work while serving as members.  

The five subgroups Epidemiology Prevention Education Subgroup chaired by Professor Rona Mackie, Melanoma Pathology Subgroup chaired by Dr Nigel Kirkham, Non-Melanoma Skin Cancers Subgroup chaired by Dr Jerry Marsden, Melanoma Translational Subgroup chaired by Dr Mark Middleton, Melanoma Rare Tumours Subgroup chaired by Professor Angus Dalgleish)  established in 2006 are in varying stages of development.  Their function will be reviewed at the end of 2008, using criteria agreed with the subgroups. 
Portfolio and accrual
The Group has had a further successful year. The AVAST-M study began accrual in Autumn  2007, though many centres were not initiated until 2008, and a number are still addressing the regulatory and administrative issues  This study will randomise 1320 adult patients with stage IIB,  IIC or III cutaneous melanoma to either one year of adjuvant bevacizumab (Avastin) or no treatment.  There are currently 25 sites open, with 115 patients recruited to date, 26 within the last month.  The trial is being performed in collaboration with industry (Roche) and the principal investigator is Dr Pippa Corrie, Cambridge University.  Attempts to open centres in Europe have so far been unsuccessful because of lack of funding.  The trial management committee is in discussion with sites in New Zealand.  The implications of a recent negative result from a phase III trial looking at a CTLA-4 monoclonal antibody in advanced melanoma for the proposed EORTC adjuvant study is unclear, but may provide an opportunity for collaboration.  A bolt-on translational project looking at markers of angiogenesis, prognostic factors and DNA extraction from tumour and blood, and sequencing of BRAF status, has been funded by TRICC and sample collection is ongoing.  The principal applicant was Dr Mark Middleton, University of Oxford.

The Melanoma Lifestyle Study, a feasibility study looking diet, sun exposure and at the protective role of vitamin D for relapse in malignant melanoma, funded by the Population and Behavioural Science Committee Grants Committee of CRUK, has now started to accrue patients.  The principal investigator is Professor Julia Newton-Bishop, Leeds University.   
A pilot study looking at the role of Imiquimod versus surgery in the treatment of lentigo maligna was funded by the Research for Patients Benefit Committee this year.  The principle investigator is Dr Jerry Marsden.

ITEM, a phase II study of imatinib in patients with metastatic choroidal melanoma was funded by the Feasibility Study Committee in February 2008 and is currently in set up.  This will run in a limited number of centres where these patients are concentrated.
A number of studies have closed to recruitment or have been written up during the year.

EORTC 18991, a randomised trial of adjuvant PEG-Intron versus observation in patients with completely resected stage III malignant melanoma, completed accrual in 2006 and the data were presented at ASCO in 2007.  The UK was the major contributor to this study, accruing 327 (26%) of the 1256 patients enrolled.  The study has been submitted to the Lancet for publication, and the contribution of the Melanoma CSG and NCRN is formally acknowledged.

EORTC 18032, a randomised phase III study evaluating the role of dose-intensified temozolomide as first line treatment for metastatic melanoma, completed accrual in 2007.  The results are expected later this year.  The chief investigator for this international study is Professor Poulam Patel, University of Nottingham, and the UK has been a major recruiter, contributing 29% of all the patients recruited in Europe, and 21% of the total patients recruited internationally. 

A randomised, phase II study examining the role of an anti-integrin monoclonal antibody ± chemotherapy as first line treatment in advanced disease, sponsored by Centocor and approved by the UKCRN Industry Trials Approval Committee, completed accrual in 2007. It is currently being analysed.
A list of all studies in the portfolio can be found in Table 1 below.

356 patients were recruited to melanoma studies in 2007/08, representing 4.3% of total of incident cases. 104 were to RCTs and 252 were to non-RCTs. 403 patients were recruited in 2006/7. 
Table 1:  Melanoma CSG Portfolio
	Acronym
	Title
	 UK PI(s)
	Status

	AVAST-M
	Adjuvant aVAStin trial in high risk melanoma - A randomised trial evaluating the VEGF inhibitor bevacizumab (Avastin), as adjuvant therapy following resection of AJCC stage IIB (T4aN0M0) IIC (T4bN0M0) and III (TxN1-sM0) cutaneous melanoma.
	Dr Pippa Corrie
	Open

	EORTC 18001-88001
	Phase III randomized study of adjuvant NA17.A2 antigen and melanoma differentiation peptides in HLA-A2-positive patients with primary ocular melanoma at high risk of relapse
	Dr Ernie Marshall
	Closed

	EORTC 18032
	Extended schedule, escalated dose temozolomide versus dacarbazine in stage IV metastatic melanoma: A randomised phase III study of the EORTC melanoma group
	Professor Poulam Patel
	Closed

	EORTC 18961
	Post-operative adjuvant ganglioside GM2-KLH/QS-21 (BMS-248479) vaccination treatment after resection of primary cutaneous melanoma thicker than 1.5 mm (AJCC/UICC stage II, T3-T4N0M0), a 2-arm multicenter randomized phase III trial vs. observation
	Professor Angus Dalgleish
	Closed

	EORTC 18981
	TRIAL 18981 temozolomide versus temozolomide + whole brain radiation in stage IV melanoma patients with asymptomatic brain metastases 
	Professor Poulam Patel
	Closed

	EORTC 18991
	Trial 18991 adjuvant peg-intron treatment in stage III melanoma versus observation after regional lymph node dissection. A multicenter randomized phase III trial
	Professor Martin Gore
	Closed

	MAGE 3
	Randomised, open phase II study of immunisation with the recombinant MAGE-3 protein combined with adjuvant ASO2B or AS15 in patients with unresectable and progressive metastatic cutaneous melanoma
	Dr Paul Lorigan
	Closed

	Melanoma Cohort Study
	The melanoma follow-up and case-control family study
	Professor Julia Newton-Bishop
	Open

	Melanoma Family Study
	A study of familial melanoma (MREC/99/3/45)
	Professor Julia Newton-Bishop
	Open

	Melanoma Late Relapse Study
	A nested case control study of late relapsing melanoma (MREC 99/3/36)
	Professor Julia Newton-Bishop
	Closed

	PTK787Camel 02
	A phase II study to evaluate the efficacy and safety of PTK787 in patients with metastatic cutaneous melanoma 
	Dr Pippa Corrie
	Open

	SINS
	A randomised controlled trial of excisional surgery versus imiquimod 5% cream for nodular and superficial basal cell carcinoma
	Professor Hywel Williams
	Open

	SLNB feasibility Study in patients with melanoma 
	Study investigating the diagnosis and treatment of early lymph node involvement in patients with primary cutaneous melanoma by sentinel lymph node biopsy with or without completion lymphadenectomy & molecular markers 
	Professor Tim Eisen
	Closed


Trials in Development
The Group has a number of studies in development. The first non-melanoma skin cancer study being developed by the Group will look at the role of adjuvant therapy in Merkel Cell tumours.  Dr Neil Steven is leading a multi-disciplinary group on this project, and a feasibility study protocol will be submitted for funding this summer.
The Education and Prevention Subgroup, led by Professor Rona Mackie, is collaborating with the Primary Care CSDG to develop a study targeting older male patients, a subgroup that has been consistently shown to have a much poorer outcome.  It is unclear whether this reflects later presentation or the biology of melanoma in this patient population.  This will be submitted for funding in late 2008.

A study looking at the management of patients with brain metastases is being developed in collaboration with the Brain CSG.

A number of other projects are also in development.  These include studies looking at predictive factors in patients receiving adjuvant interferon, management of mucosal melanoma, and follow-up in very low risk patients. A new initiative for the Group has been to focus further on non-melanoma skin cancer, particularly transplant related skin cancers and those in patients with inherited disorders (Gorlins Syndrome).
Meetings
Presentations by the Melanoma CSG were made at the UK Melanoma Study Group (MSG) meetings in June 2007 (Nottingham) and January 2008 (London), and the EORTC Melanoma Group in November 2007 (Mannheim). 
Collaborations
The Melanoma CSG is now working closely with the UK Melanoma Study Group (MSG), chaired by Professor Martin Cook.  This has been aided by co-option of the MSG chair onto the Melanoma CSG, and the reciprocal arrangement being that the Chair of the Melanoma CSG should be a member of the MSG Executive.  This collaboration is working well, with the CSG having a regular slot on the MSG programme to update the membership and get input.  The first formal joint meeting will take place in June 2008, and will take the form of a clinical trials showcase.  A further joint meeting has been agreed for summer 2009 in Cambridge.   Closer interaction with the British Association of Dermatologists and British Association of Plastic and Reconstructive and Aesthetic Surgeons is being sought. 

Other activities
The Melanoma CSG contributed to the scoping exercise for Temozolomide carried out by NICE.
Publications and abstracts 
These for the reporting year can be found in Appendix 2.
3 Year Strategy
The 3 year aims for the Group are to:

· Continue to provide clinical trials for patients with high risk resectable melanoma and first line therapy for metastatic disease.

· Focus on phase II studies

· Develop strategies looking at education and prevention.

· Develop studies to include predictive factors.

· Increase interaction with Industry.

· Develop trials in non-melanoma skin cancer

· Develop the link with the Melanoma Study Group

· Continued closed interaction with the EORTC Melanoma CSG

· Foster further interaction with other professional groups representing melanoma and non-melanoma skin cancer patients. 

· Ongoing review of membership and breadth of representation.

Priorities for next year
· Submit for funding specific clinical trial proposals in a number of specific disease areas (Merkel Cell Cancer, brain metastases, follow-up of low risk patients, and elderly male patients).

· Support consumer input 

· Closer interaction with industry and increased access to new drugs for advanced disease

· Increased profile of the group with other professional and collaborative research groups

· Develop metrics for collection and handling of clinical samples for translational research

Dr Paul Lorigan Chair

Appendix 1
Key strengths and issues from the Progress Review August 2007
The key strengths of the Group identified at the review are:

· Good progress since the interim progress review

· Good momentum achieved since the interim review

· Strong leadership

· Professor Wheatley’s continued commitment to and membership of the Group 

The Melanoma CSG needs to consider:

· Whether or not the British Association of Dermatologists (BAD) has a screening and prevention subgroup and how best to encourage dermatologists to take a lead in prevention and screening studies

· The expansion of the Group’s portfolio of phase II studies given the agreed importance of these to the Group

· The balance of intervention and non intervention studies within the portfolio

· Using the full range of funding sources to support studies, for example HTA, FSC, pharma

· How best the current imbalance in the relationship with EORTC can be redressed

· Requesting the subgroups to suggest the criteria by which their success, or otherwise, will be judged and to have these agreed by the CSG 

· Increasing the number of publications arising from the Group’s work

· How best to strengthen links with DCOG, NCIC and the USA co-operatives

· Holding a national meeting , possibly in conjunction with BAD and BAPRAS
Appendix 2
2006/07 Publications and abstracts
Wheatley et al. (with contribution from the NCRI Melanoma Group, EORTC and other international groups). Interferon-α as adjuvant therapy for melanoma: An individual patient data meta-analysis of randomised trials. Journal of Clinical Oncology, 2007 Part I. Vol 25, No. 18S (June 20 Supplement), 2007: 8526

Eggermont et al A randomised Phase III study of Pegylated Interferon versus no treatment in patients with stage III melanoma Lancet (in press)

Eggermont et al EORTC 18961: Post-operative adjuvant ganglioside GM2-KLH21 vaccination treatment vs observation in stage II (T3-T4N0M0) melanoma: 2nd interim analysis led to an early disclosure of the results. J Clin Oncol 26: 2008 (May 20 suppl; abstr 9004) (EORTC study with acknowledged contribution form the NCRI Melanoma CSG)

S Beswick, P Affleck, F Elliott, E Gerry; A Boon, L Bale; C Nolan, J Barrett, C Bertram, J Marsden, T Bishop, J.A. Newton Bishop, Environmental risk factors for relapse of melanoma, European Journal

Of Cancer – E Pub ahead of print May 2008

Wood A, Morris H, Emery J, Hall P, Cotton S, Prevost AT, Walter FM. Evaluation of the MoleMateTM training program for assessment of suspicious pigmented lesions in primary care. Informatics in Primary Care. 2008; 16:41-50.

Mackie RM, Bray C, Vestey J, Doherty V, Evans A Thomson D and Nicolson M 2007 melanoma incidence and mortality in Scotland 1979-2003. Br J Cancer  96  1772-1777.

Whiteman DC, Bray C, Siskind V, Hole DJ, Mackie RM and Green AC 2007. A comparison of the anatomic distribution of cutaneous melanoma in two populations with different levels of sunlight exposure in the west of Scotland and Australia 1982-2001. Cancer causes and control 18 484-491.

Whiteman DC, Bray CA, Siskind V, Green AC, Hole DJ and Mackie RM. 2008 Changes in the incidence of cutaneous melanoma in the west of Scotland and Queensland Australia: hope for health promotion?  Eur J Cancer Prevention 17 243-250.
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