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NCRI Colorectal Clinical Studies Group 

Introduction
The Colorectal CSG has had another successful year, with seven major new trials funded; CReST, ARISTOTLE and FOxFIRE by CTAAC, SCOT and FOCUS 3 by the MRC and  ISSAC and EXCITE by the FSC. The Group held a successful annual trials meeting and was highly commended at its three yearly peer review. The key strengths of the Group and the issues it needs to address identified by the review panel can be found in Appendix 1.
Membership and structure

This will be my last annual report as we are about to appoint a new Chair. Dr Richard Wilson from Belfast, Dr Simon Gollins from North Wales and two new consumer representatives, Mr Andrew Browning and Mrs Lindy Berkman joined the Group. Several existing members were reappointed, either for one or two further years. Professor Shirley Hodgson stepped down from the Group.  In order to promote new ideas we have also agreed to undertake a restructuring of the subgroups with rotation of the three long established subgroup chairs in Advanced Disease, Adjuvant Chemotherapy and Rectal Cancer, once the new Chair has settled in. 

Portfolio and accrual

The Colorectal trial portfolio continues to expand and we are delighted to see the addition of seven new trials open or in start up this year. A list of trials in the portfolio can be found in Table 1 below.   Accrual to Colorectal cancer trials has continued to improve with 4,122 patients recruited to studies in 2007-08, representing 12% of incidence cases. Of these 2222 were into RCTs (6.5% of incidence cases) and 1900 into non-RCTs (5.5% of incidence cases).  The Colorectal CSG is the third highest recruiter to clinical trials of all the CSGs. 
Table 1: Colorectal CSG Portfolio

	Acronym
	Title
	PI(s)
	Status



	ACT II
	A Second UK Phase III Anal Cancer Trial: A Trial of Chemoradiation and Maintenance Therapy for Patients with Anal Cancer
	Professor Roger James
	Open

	Big ET Study
	Endothelin levels in patients with Colorectal Cancer
	Mr David Hemingway
	Closed

	CAPP2 Study
	A randomised controlled trial of colorectal polyp and cancer prevention using asprin and resistant starch in carrers of HNPCC (Lynch Syndrome)
	Professor John Burn
	Closed

	CAPP-IT
	A randomised placebo controlled study evaluating the role of pyridoxine in controlling capecitabine induced hand-foot syndrome.
	Dr Pippa Corrie
	Open

	CHRONICLE
	Chemotherapy or no chemotherapy in clear margins after neoadjuvant chemoradiation in locally advanced rectal cancer: A randomised phase III trial of control vs capecitabine plus oxaliplatin
	Dr Rob Glynne-Jones
	Closed

	CLASICC
	Conventional versus Laparoscopic-Assisted Surgery in Colorectal Cancer
	Professor PJ Guillou
	Closed

	CLOCC
	Randomised phase III study of the local treatment of liver metastases by radiofrequency combined with chemotherapy versus chemotherapy alone in patients with colorectal liver metastases.
	Professor Jonathan Ledermann
	Closed

	COIN
	- A Phase III trial comparing either COntinuous chemotherapy plus cetuximab or INtermittent chemotherapy with standard continuous palliative combination chemotherapy with oxaliplatin and a fluoropyrimidine in first line treatment of metastatic colorectal cancer
	Professor Tim Maughan
	Closed

	COIN QoL Sub-Study
	- COIN Quality of Life Sub-Study
	Professor Tim Maughan
	Open

	COIN-B / CR11
	A two-arm randomised trial of intermittent chemotherapy with continuous cetuximab and of intermittent chemotherapy with intermittent cetuximab in first line treatment of metastatic colorectal cancer
	Dr Harpreet Wasan
	Open

	Continuity of cancer care
	Concern and continuity in the care of patients with cancer and their carers: A multi-method approach to enlightened management.
	Professor Michael King
	Closed

	Coping with Cancer
	Socio-economic Status and Coping with Cancer – Examining the Experience of People Recently Diagnosed with Cancer
	Miss Alice Simon
	Closed

	Cost-effectiveness of pharmacogenetic testing for irinotecan
	Cost-effectiveness of pre-prescription pharmacogenetic testing for irinotecan
	Mr Dyfrig Hughes
	in Set-up

	CR07
	A randomised trial comparing pre-operative radiotherapy and selective post-operative chemoradiotherapy in rectal cancer
	Professor Phil Quirke
	Closed

	Curcumin study
	Curcumin in patients with familial adenomatous polyposis - a pilot study
	Professor Will Steward
	in Set-up

	Enhanced Recovery Trial
	The Development of a Multi-Modal Care Pathway for Patients Undergoing Surgical Resection for Colorectal Cancer
	Mr Robin Kennedy
	Closed

	EnROL
	Conventional versus laparoscopic surgery for colorectal cancer within an Enhanced Recovery Programme
	Mr Robin Kennedy
	in Set-up

	EORTC QLQ-CR29
	An international study to test the scale, structure, reliability and validity of the EORTC QLQ-CR29 in patients with colorectal cancer
	Professor Jane Blazeby
	Open

	EORTC/GITCCG 40983
	Pre and Post operative chemotherapy with Oxaliplatin, 5FU/LV versus surgery alone in resectable liver metastases from colorectal origin
	Tim Iveson
	Closed

	EXCITE
	EXCITE: Erbitux, Xeloda, Campto, Irradiation Then Excision for locally advanced rectal cancer (North West Clinical Oncology Group-04 on behalf of the NCRI rectal cancer subgroup)
	Dr Simon Gollins
	in Set-up

	EXPERT-C
	- A multicentre randomised phase II clinical trial comparing oxaliplatin (Eloxatin), capecitabine (Xeloda) and pre-operative radiotherapy with or without cetuximab followed by total mesorectal excision for the treatment of patients with magnetic resonance imaging (MRI) defined high risk rectal cancer
	Professor David Cunningham
	Open

	EXCITE
	Erbitux, Xeloda, Campto, Irradiation Then Excision for locally advanced rectal cancer
	Dr S Gollins
	in Set -up

	EXTRA
	Evaluation of Xeloda Treatment with radiotherapy in Anal Cancer
	Dr Rob Glynne-Jones
	Closed

	FAB2
	The impact of folate and its interaction with riboflavin on biomarkers in colorectal cancer risk
	Professor John Mathers
	Closed

	FACS
	A randomised controlled trial to assess the cost-effectiveness of intensive versus no scheduled follow-up in patients who have undergone resection for colorectal cancer with curative intent
	Professor David Mant
	Open

	FOCUS
	A randomised trial to assess the role of irinotecan and oxaliplatin in advanced colorectal cancer
	Professor Matt Seymour
	Closed

	FOCUS2
	Drug treatment for bowel cancer: making the best choices when a milder treatment is needed.
	Professor Matt Seymour
	Closed

	FOxFIRE
	An open-label randomized phase II-III trial of 5-Flurouracil, Oxaliplatin and Folinic acid +/- Interventional Radio-Embolisation with yttrium -90 SIR spheres in metastatic colorectal cancer
	Dr Ricky Sharma
	In Set-up

	FOCUS3
	A study using Ki- Ras and TOPO  1 status to determine subsequent therapy
	Professor Tim Maughan
	In Set-up

	FOxTROT
	Fluoropyrimidine, Oxaliplatin & Targeted Receptor pre-Operative Therapy for colon cancer. A randomised trial assessing whether preoperative chemotherapy and/or an anti-EGFR monoclonal antibody improve outcome in high-risk operable colon cancer.
	Professor Richard Gray
	Open

	Genetic Factors in Colorectal Cancer
	The role of genetic factors in clinical outcome for colorectal cancer patients
	Ms Angela Cox
	Closed

	IRON DEFICIENCY ANAEMIA
	Iron deficiency anaemia and delayed diagnosis of colorectal cancer
	Professor Sue Wilson
	in Set-up

	ISSAC
	A randomized trial of Initial Surgery in Advanced Asymptomatic Colorectal cancer patients receiving chemotherapy for metastatic disease
	Mr A O’Bichere
	In Set-up

	MERCURY
	Magnetic Resonance Imaging and Rectal Cancer European Equivalence Study.
	Dr Gina Brown
	Closed

	MMP9 and FOBt
	Establishing the added benefit of measuring MMP9 and FOBt as part of the colorectal cancer screening programme
	Professor Sue Wilson
	Open

	MMP9 UHB
	A prospective study to assess the value of MMP-9 in improving the appropriateness of urgent referrals for colorectal cancer
	Professor Sue Wilson
	Closed

	New EPOC
	Peri-operative chemotherapy in patients with resectable colorectal liver metastases - does the addition of an anti-EGF receptor antibody improve progression free survival?
	Professor John Primrose
	Open

	NSCCG
	National Study of Colorectal Cancer Genetics
	Professor Richard Gray
	Open

	OxaliCap-RT
	Integrating intravenous oxaliplatin plus oral capecitabine with pelvic radiation for rectal cancer.
	Dr David Sebag-Montefiore
	Suspended

	PACT
	Patient Preferences in Adjuvant Colorectal Cancer Therapy: a randomised crossover clinical trial comparing Bolus Fluorouracil/Leucovorin to Capecitabine as treatment for moderate to high risk resected colorectal cancer
	Professor Matt Seymour
	Closed

	PERI
	A randomised, controlled study of the psychoneuroimmunological effects of relaxation therapy and guided imagery, alone and in combination, in colorectal cancer
	Professor Leslie Walker
	Closed

	PICCOLO 
	- A randomised clinical trial of treatment for fluorouracil-resistant advanced colorectal cancer comparing standard single-agent irinotecan versus irinotecan plus panitumumab and versus irinotecan plus ciclosporin
	Professor Matt Seymour
	Open

	Predicting weight loss
	- Predicting weight loss in people with cancer: Development of a screening tool.
	Vanessa Halliday
	Open

	Quality of Life in secondary liver tumours
	- (a) Development of an EORTC QoL questionnaire for patients with malignant carcinoid tumours.(now closed) (b)A study of the clinical and psychometric validation study of a disease-specific questionnaire module(QLQ-LMC21) in assessing the quality of life of patients(open)
	Professor Jane Blazeby
	Closed

	QUASAR
	Quick and Simple and Reliable A Study of Colorectal Cancer Treatment
	Ms Jenny Barnwell
	Closed

	QUASAR 2
	Multicentre international study capecitabine +/- bevacizumab as adjuvant treatment of colorectal cancer.
	Professor David Kerr
	Open

	RAACS
	Rural accessibility and cancer survival
	
	Closed

	RICE
	A phase I/II study of Radiotherapy, Irinotecan, Capecitabine then Excision for locally advanced rectal cancer
	Dr Simon Gollins
	Closed

	SCOT
	Short Course Oncology Therapy - A study of Adjuvant Chemotherapy in colorectal cancer by the CACTUS & QUASAR 3 Groups
	Professor Jim Cassidy
	Open

	SIGGAR1
	CT colonography, colonoscopy, or barium enema for diagnosis of colorectal cancer in older symptomatic patients.
	Professor Steve Halligan
	Closed

	Sildenafil citrate study
	A placebo controlled, flexible dose, randomised controlled trial to assess the efficacy of sildenafil citrate in men with erectile dysfunction after pelvic surgery for rectal carcinoma
	Mr Tariq Ismail
	Open

	ukCAP
	A multi-centre double blind randomised controlled trial of Aspirin and / or Folate supplementation for the prevention of recurrent colorectal adenomas
	
	Closed

	VICTOR
	Phase III randomised double-blind placebo controlled study of rofecoxib (VIOXX) in colorectal cancer patients following potentially curable therapy.
	Professor David Kerr
	Closed

	W.O.R.M.S
	Does intraoperative fluid volume optimisation using oesophageal Doppler cardiac output measurement improve patient outcome and reduce length of stay after major bowel surgery?
	Dr Howard Wakeling
	Closed

	Wales Polyp Study
	Wales Polyp Study
	Professor David Kerr
	Open

	XERXES
	Examining the role of Early Neoadjuvant and Synchronous Erbitux in Preoperative Chemo-Radiotherapy using Xeloda followed by Excisional Surgery.
	Dr Rob Glynne-Jones
	Suspended


Trials in development

The Group has a number of trials in development. In terms of screening and early intervention trials a 2x2x2 study of selenium, calcium and vitamin D vs placebo for patients diagnosed as part of the English colorectal screening programme, a lifestyle intervention study based on a nutrient dense diet, physical exercise and weight reduction and an extension to the ASPECT study are being discussed. The Advanced Disease Subgroup is developing a number of studies including a PET study and a radiotherapy + AZD721 trial for patients with brain metastases. Further development of the proposed INTERACT trial, a study of therapy in the interval following an initial six week course of treatment was put on hold pending the outcome of the COIN trial. The Adjuvant Subgroup is developing QUASAR V, a trial which looks at the vaccine Trovax for the treatment of high risk stage II and III colon cancer. In terms of surgical studies the TREC trial of TEMS for early rectal cancer is in development. For rectal cancer ARISTOTLE a phase III trial comparing capecitabine chemoradiation (CRT) versus irinotecan capecitabine CRT in MRI defined locally advanced rectal cancer has been approved for funding by CTAAC and is expected to open to accrual in 2009. Further proposals include phase II studies to evaluate a] the role of neoadjuvant chemotherapy prior to rectal cancer resection b] the role of phosphodiesterase inhibitors in preventing radiation induced erectile dysfunction c] the role of a brachytherapy boost after chemoradiation for locally advanced rectal cancer.
For anal cancer three studies are in development. The first is a phase II study where patients with more advanced anal cancer (T2 >3cm, T3 and T4) will receive capecitabine and docetaxel for three courses prior to definitive chemoradiation. Secondly, the Anal Cancer Subgroup is working with the EORTC GI group to develop a meta-analysis of all patients with anal cancer treated within clinical trials and thirdly a prospective phase II in earlier cancers T1/T2, which investigates lower doses and smaller field sizes is being developed.
 The main goals of the Translational Subgroup include finding statistically robust molecular markers of response, toxicity or prognosis, then evaluating them prospectively. As a first example of this general approach, data from FOCUS demonstrated interaction of tumour topo​isomer​ase-1 expression with benefit from irinotecan or oxaliplatin. Similarly, other data links K-Ras genotype with benefit from anti-EGFR targeted therapy. We are working to validate these predictive biomarkers using our COIN, FOCUS2 and PICCOLO biobanks and, in collabor​ation with the Dutch Colorectal Cancer Group, their trial CAIRO. Meanwhile, we are sup​port​ing the Advanced Disease Subgroup in developing FOCUS3, in which patients will be random​ised between standard or molecular-guided therapy based on topo-1/K-Ras status.

Other trials in the portfolio with major translational research opportunities include QUASAR-1 and -2 (± fluorouracil and ± bevacizumab randomisations) and FOxTROT (pre- and post-treatment samples in the neoadjuvant setting). Work with the Prevention & Screening sub​group will provide further opportunities. We are also developing an international collabor​ation evaluating lower-frequency mutations (e.g. B-raf), as predictors for anti-EGFR therapy. 

The CSG is also developing a phase I/ II strategy to try and secure a more joined up approach with pharma.

Meetings

There have been two main meetings of the CSG and several meetings of its subgroups. The Annual Trials Meeting held in March was attended by over 250 delegates from a range of professions involved in the treatment of colorectal cancer.  As always the feed back was very positive. 
Collaborations

The Group continues to expand its international collaborations. QUASAR 2 recruits internationally and a number of international centers have expressed interest in joining FOxTROT, PICCOLO and SCOT. Biosamples from the Dutch Trial CAIRO are currently being used to validate the translational findings from the FOCUS trial and data from FOCUS have contributed to a recent meta-analysis of elderly and poor performance status patients. There is increasing collaboration with the Primary Care CSDG with whom there is a shared interest in screening, early diagnosis and prevention. The long and successful history of working with pharmaceutical companies continues with FOxTROT and CReST securing collaborative agreements for the provision of drugs and stents respectively. A number of the pharmaceutical companies routinely contribute to the Annual Trials Meeting.
3-year strategy

2008 has proved to be a landmark year for change in colorectal cancer oncology. The need to tailor adjuvant therapy to tumour genotype is likely to become increasingly relevant. Although this group already has trials open  or in development which address these issues (COIN 3, FOCUS 3, FOxTROT), this type of laboratory/bedside interaction introduces a new level of complexity to the delivery of these trials which will prove challenging in the next three years but will shape future trials thereafter. The overall strategy for the Group is to:
· Be internationally recognised as a group running cutting edge trials answering important questions and advancing the care of patients with colorectal cancer

· Be the first contact for pharma, government and charity funders looking for partners to perform clinical trials in any area of colorectal cancer care.

· Improve accrual to the trials in our portfolio year on year.

· Be seen nationally as a collaborative group prepared to help smaller organisations grow 

· Foster a spirit amongst younger researchers in Colorectal Cancer that their contribution and development is important to us.

Priorities for next year

The priorities for the next year are to: 

· Appoint a new chair
· Rotate chairs of subgroups for advanced disease Adjuvant chemotherapy and rectal cancer.  
· Consider whether there is need to have an adjuvant chemotherapy subgroup per se as it cuts across so many other of the Group’s subgroups
· Put in place the phase I/II strategy
Professor John Scholefield, Chair
Appendix 1

Key strengths and issues from the Progress Review, April 2008

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

· Addressing all the issues from the last review

· Promises from the last review have come to fruition

· Concrete progression since the last review 

· A high level of productivity

· Strong leadership from the Chair and subgroup chairs

· Appropriate membership

· Clear and effective subgroup structure

· Cross representation on subgroups and active dialogue between them

· A broad and appropriate range of studies in the portfolio

· Good interactions with pharma and some good drug trials

· Strong translation science work

· Excellent publication record

· Highly successful with funding bids

The Panel considered the Group to be very effective and successful.

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

· Retaining the current subgroup chairs who are due to rotate over the transition period while the new chair , once appointed, settles in

· Developing research to identify predictors of disease

· Continuing to develop the links with Palliative Care and Primary Care CS(D)Gs whilst also developing collaborative links with other groups

The Panel agreed that the NCRN needed to:

· Identify ways in which it can help support the development and running of screening and prevention studies

· Consider how best it can support surgical studies

· Discuss with CRUK the inclusion of speed of analysis/time to first publication as part of the matrix for considering CTU performance
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