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NCRI Lung Clinical Studies Group 
Introduction
During the reporting period we have made further efforts to improve the trials development pathway.  This included a brief period when we had the benefit of a portfolio co-coordinator, Dr Shelagh Bonner-Shand, who left for personal reasons after only a few months.  Since then Ms Nicky Gower has been holding the fort. We have just successfully applied for a project officer who will be appointed as soon as practical.  We intend to place the post holder under the supervision of Ms Nicky Gower.  

In January2008 we had our three-yearly peer review and the main points from this are outlined in Appendix 1. 

Whilst we are aware of the long way we have to go, we are optimistic that we are heading in the right direction and that the appointment of the project officer will accelerate our journey considerably.  

Membership and structure

Dr Shelagh-Bonner (portfolio coordinator) Professor Allan Price, Mr Ray Strachan, Dr Stephen Falk, Dr Martin Muers and Professor David Ferry have left the Group since the last annual report and Dr Clive Mulatero and Mr Mike Poullis have joined the Group. Ms Nicky Gower became the first chair of the Clinical Trials Unit Subgroup which has proved effective in advising on study design and linking interested CTU trials units with individual trials.  Nicky is now stepping down from the Group and subgroup although will continue to supervise our new project officer.  Dr Jim Paul has joined the Group and is the new chair of the CTU subgroup.  
Dr Stephen Falk has been replaced as chair of the Rare Tumours Subgroup by Professor Mike Lind. Professor David Ferry stood down as chair of the Advanced Disease Subgroup and from the CSG.  Professor Ferry was replaced as Advanced Disease Subgroup chair by Dr Marianne Nicolson. Professor Allan Price was replaced by Dr Mathew Hatton as chair of the Locoreginal Disease (LORD) Subgroup Mr David Waller continues as chair of the Mesothelioma Subgroup, Dr Mike Peake as chair of the SCEPTRE Subgroup and Professor John Field as the chair of the Translational Subgroup.

Portfolio, accrual & trials in development
The portfolio of studies and studies in development are grouped by subgroup below.
SCEPTRE (Chair: Dr Mike Peake)

The key tasks for this subgroup are to re-examine the possibility of screening trials and to develop smoking cessation studies.

	Acronym
	Title
	PI(s)
	Status

	Early Lung Cancer Study
	The use of molecular biomarkers in early lung cancer detection
	Professor John Field
	Open

	(Lung) - SEARCH
	A randomised controlled trial of surveillance for the early detection of lung in high-risk patients
	Professor Stephen Spiro
	Open

	ReSoLuCENT
	Resource for the Study of Lung Cancer Epidemiology in North Trent
	Professor Penella Woll
	Open

	
	Chest symptoms that call for action
	Dr Steve Smith
	Open

	MUSICAL
	Mediastinal endoscopic UltraSound In the diagnosis and staging of CArcinoma of the Lung
	Dr Steve Pereira
	Closed


Mesothelioma (Chair: Mr David Waller)

This subgroup continues to maintain a healthy portfolio of trials.   

	Acronym
	Title
	PI(s)
	Status

	MALCS
	A population based case-control study of mesothelioma and lung cancer in relation to occupation among British men and women under the age of 60
	Professor Julian Peto
	Open

	MARS
	Mesothelioma and Radical Surgery trial. MARS pilot study - to determine the feasibility and acceptability of performing a randomised trial comparing extra-pleural pneumonectomy (EPP) against no EPP surgery within the context of trimodality therapy (chemotherapy, surgery, post-operative radiotherapy).
	Professor Julian Peto, Mr David Waller, Professor Tom Treasure
	Open

	MESOVATS
	Prospective randomised controlled trial of video-assisted thoracoscopic (VATS) cytoreductive pleurectomy compared to talc pleurodesis in patients with suspected or proven malignant mesothelioma.
	Dr Robert Rintoul
	Open

	ADMIN-M
	A randomised Phase II trial of single agent ADI-PEG 20 (pegylated arginine deaminase) in patients with malignant pleural mesothelioma
	Dr Peter Szlosarek
	Open


The subgroup is working on the challenge of developing a new systemic therapy trial (MESO-2).  

Loco-regional Disease (LORD, NSCLC I-IIIA & SCLC LD) (Chair: Dr Matthew Hatton)

This Subgroup focuses on treatments with radical intent.  These are difficult trials to perform and a review of recruitment successes and failures took place in 2007/8.  The strategy now is to focus on phase I/II studies of radical RT regimens of international interest. The quality of radical RT in the UK and quality assurance have been identified as issues.  There was great interest from clinical oncologists at the BTOG LORD workshop giving grounds for confidence that progress will be made. 

	Acronym
	Title
	PI(s)
	Status

	GRIN
	A phase III study of radical radiotherapy with or without gemcitabine in patients with T1-2 N0-1 M0 non-small cell lung cancer
	Professor Allan Price
	Closed, paper in preparation

	INCH
	A randomised phase II/III trial of induction chemotherapy followed by Continuous Hyperfractionated Accelerated Radiotherapy (CHART) versus CHART alone in patients with inoperable non-small cell lung cancer.
	Dr Matthew Hatton
	Closed

	SOCCAR
	A randomised phase III trial of sequential chemotherapy followed by radical radiotherapy versus concurrent chemo-radiotherapy followed by chemotherapy in patients with inoperable stage III non-small cell lung cancer and good performance status.
	Dr Joe Maguire
	Open

	CONVERT
	Concurrent once-daily versus twice-daily radiotherapy for limited stage SCLC
	Dr Corinne Faivre-Finn
	In set-up

	CHART-ED
	Phase I CHART dose escalation study

	
	In set-up


	MARGIT
(NRCN019)
	GSK Study
	
	Open


Studies in development include BOOST (endoscopic ultrasound in staging of lung cancer), Lung ART (EORTC study of adjuvant RT for N2 disease) and IDEAL (Isotoxic dose escalation for 6-week radical RT).  

Advanced Disease (NSCLC IIIB/IV & SCLC ED) (Chair: Dr Marianne Nicolson)

	Acronym
	Title
	PI(s)
	Status

	BTOG2
	British Thoracic Oncology Group (BTOG) phase III trial of gemcitabine plus cisplatin at 80 mg/m2 vs gemcitabine plus cisplatin at 50mg/m2 gemcitabine plus carboplatin AUC 5 in stage IIIB/IV non small cell lung cancer (NSCLC)
	Professor David Ferry
	Open

	FRAGMATIC
	A randomised phase III clinical trial investigating the effect of FRAGMin Added to standard Therapy In patients with lung Cancer
	Dr Fergus MacBeth
	Open

	LLP
	LLP Liverpool Lung Project
	Professor John Field
	Open

	LungStar
	A multicentre phase III randomised double blind placebo contolled trial of pravastatin added to first-line standard chemotherapy in patients with small cell lung cancer
	Professor M J Seckl
	Open

	QUARTZ
	A phase III multicentre randomised controlled trial to assess whether optimal supportive care (including dexamethasone) alone is as effective as optimal supportive care (including dexamethasone) and whole brain radiotherapy (WBRT) in the treatment of pati
	Dr Paula Mulvenna
	Open

	TACTIC
	A randomised phase II double cline placebo controlled trial of Whole Brain Radiotherapy (WBRT) and Tarceva (OSI-774, erlotinib) in patients with advanced non-small cell lung cancer (NSCLC) with multiple brain metastases
	Dr Siow Ming Lee
	Open

	Topical
	Tarceva or placebo in clinically advanced non-small cell lung cancer
	Dr Siow Ming Lee
	Open

	TRANSMATIC
	A pilot study to assess the utility of quantitative methylation specific PCR (Q-MSP) in the quantitative identification of cancer cell dissemination in the peripheral circulation of lung cancer patients
	Dr S Noble
	Open

	NCRN 014


	OSI Study
	
	

	NCRN017
	Pfizer Study
	
	

	NCRN032
	Lilty Study
	
	

	NCRN035
	A2 Study
	
	

	NCRN036


	RNSD Study
	
	

	NRCN40
	Pfizer study
	
	

	NCRN45
	Anger


	
	


There are several trials ideas in development and increasing contact with pharmaceutical companies with consequent adoption of high quality sponsored trials into the Lung CSG portfolio.  

Translational Research (Chair: Professor John Field)

The particular roles of this subgroup are to:

· ensure that we maximize the translational potential of trials in the portfolio 

· conduct observational studies such as those noted below.  

	Acronym
	Title
	PI(s)
	Status

	CLUB
	Cancer of the Lung Biomarkers
	Professor Nicholas James
	Open

	LLP
	LLP Liverpool Lung Project
	Professor John Field
	Open


A number of trials are in development including a study into molecularly directed treatment (ET study: PI Dr Siow-Ming Lee), Predictive epigenomics derived from circulating plasma DNA in NSCLC (PI Dr Peter Schmid) and a proposal for a UK Lung Cancer Consortium to work with onCore to maximize sample collection (PI Professor John Field).  



















3-year strategy

We think that our existing structure will succeed in maintaining and widening the portfolio with consequent increase in accrual to NCRI Lung CSG trials.  

There are specific areas where we wish to place a particular emphasis at the main group level to help achieve this goal.  These areas are studies involving radiotherapy and loco-regional disease, screening for lung cancer and adopting interesting industrial trials into the portfolio. Work has started in all of these areas.  

We aim to extract significant translational data from all of our studies and this is the primary role of the Translational Subgroup which reviews all trials proposals selected for further development.  
Priorities for next year

· appoint a full time project officer
· ensure smooth running of the trials development pathway

· improve contacts with clinical and research staff across the country

· improve accrual to clinical trials

Professor Tim Eisen, Chair

Appendix 1

 Key strengths and issues from the Progress Review, January 2008

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

· Making considerable progress since the last review

· Having the capacity to lead lung cancer research in the UK

· Having brought the key major players together 

· Good leadership skills

· The open way in which the Group conducts its business

· A clear structure and systems in place  for the way in which the Group want to work

· Clear ideas on what they want to achieve and how to get there

· The use of subgroups to train and recruit new members

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

· There is a difficult job to do and they have set themselves a complex agenda 

· There is some evidence of battle fatigue, perhaps more than with other CSGs

· The number of issues to do with radiotherapy trials which need addressing

· Strengthening the radiotherapy membership

· Working  with the RT CSG to address issues with RT studies

· Poor accrual

· Rethinking  the Group’s proposal to address poor accrual through industry studies and include popular studies attractive to the wider research community

· Palliative RT as the next area in which studies might be developed

· Strengthening links with the EORTC

The Panel agreed that the NCRN needed to:

· Discuss with the CSG the level of support they need to address their complex agenda 
· Need to discuss with the CSG the level of support they need to achieve their complex aims. 
Appendix 2
2007/08 Publications and Abstracts

Lee SM, James L, Buchler T et al. Phase II trial of thalidomide with chemotherapy and as maintenance therapy for patients with poor prognosis small-cell lung cancer.  Lung Cancer 2008;59:364-368

Barrett J, Hamilton W. Pathways to the diagnosis of lung cancer in the UK: a cohort study. BMC Family Practice 2008;9:31.


D. Gilligan, M. Nicolson, I. Smith, H. Groen, O. Dalesio et al (2007) Preoperative chemotherapy in patients with resectable non-small cell lung: results of the MRC LU22/NVALT2/EORTC08012 multicentre randomised trial and update of systematic review. Lancet 369:1929-37
Melville AMS, Munro NC and McMenemin RM.   A case of bilateral upper zone masses on the chest radiograph, British Journal of Radiology, 80 (2007), 769-770

Matakidou A, el Galta R, Webb EL, Rudd MF, Bridle H; GELCAPS Consortium, Eisen T, Houlston RS. Genetic variation in the DNA repair genes is predictive of outcome in lung cancer. Hum Mol Genet. 2007 Oct 1;16(19):2333-40.

Spiro SG, Buscombe J, Cook G, Eisen T, Gleeson F, O'brien M, Peake MD, Rowell NP, Seymour R. Ensuring the right PET scan for the right patient. Lung Cancer. 2007 Sep 10; [Epub ahead of print]

Matakidou A, El Galta R, Webb EL, Rudd MF, Bridle H, Eisen T, Houlston RS; GELCAPS Consortium. Lack of evidence that p53 Arg72Pro influences lung cancer prognosis: an analysis of survival in 619 female patients. Lung Cancer. 2007 Aug;57(2):207-12. Epub 2007 Apr 2.

- 5 -


