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NCRI Upper GI Clinical Studies Group 
Introduction

At the start of 2008, the results of the Upper GI Clinical Studies Group’s (Upper GI CSG) REAL 2 trial were published in the New England Journal of Medicine.  The study randomised 1002 patients with advanced oesophago-gastric cancer to receive one of four chemotherapy regimens, allowing comparison of capecitabine to infused 5-FU and oxaliplatin to cisplatin.  The study met its primary endpoint by demonstrating non-inferiority for both the fluoropyrimidine and platinum comparisons and also demonstrated superiority of the EOX (Epirubicin, oxaliplatin and capecitabine) combination to the standard ECF regimen for overall survival in a planned secondary analysis.  Adoption of the EOX regimen will improve both the safety of the regimen by removing the need for central venous access and the convenience of the regimen to patients due to the shorter infusion time of the platinum and oral administration of capecitabine.  Based on these results and on the advice of CTAAC, EOX has replaced ECF as the standard arm of the new REAL 3 trial which has now opened to recruitment.
One of the Group’s major strategies has been to develop our translational research portfolio, by adding translational sub-studies to both past and future trials. This includes retrospective collection and analysis of tumour samples from trials including OE02, MAGIC and the ESPAC trials as well as prospective collection within the OE05, ST03, SCOPE and REAL3 trials.  The cooperation of the Principal Investigators and their pathology departments in moving these vital sub-studies forward is greatly appreciated.
Membership and Structure
In the past year, the Clinical Studies Group has welcomed Dr Val Lewington (Nuclear Medicine and PET) and Mr Paul Morris (consumer representative) and is grateful for the contribution of Dr Andrea Burgess, who has now left the Group.
The Group set up a new neuroendocrine subgroup under the chairmanship of Dr Martin Caplin.
Portfolio and accrual
The REAL3 trial of EOX with or without panitumumab for advanced oesophago-gastric cancer opened to recruitment in May, 2008.  The trial aims to recruit 730 patients from centres across the UK over 3 years and includes a translational sub-study.  The COUGAR study of docetaxel versus best supportive care for the second-line treatment of advanced gastric cancer has opened to recruitment.  The ST03 trial of peri-operative chemotherapy with ECX, with or without the anti-VEGF monoclonal antibody, bevacizumab for operable gastric cancer opened to recruitment in 2007.
The Prevention and Early Diagnosis Subgroup is undertaking two large RCTs; ASPECT (a chemoprevention trial currently recruiting 1600 patients) and BOSS (a surveillance trial in set up). Both trials aim to recruit 2,500 patients and will address the value of conventional endoscopic surveillance together with targeted chemoprevention. Furthermore the proposed translational studies supporting this namely CHOPIN and IPOD will assess prognostic and predictive biomarkers of response as well as inherited host genetic factors of risk. 
The Chemoradiation Subgroup continues to work to develop, set up and perform CRT trials in oesophageal, gastric and pancreatic cancer:  SCOPE 1 has opened to recruitment and the first patient entered in February 2008.  The quality assurance (QA) radiotherapy (RT) sub-study has undergone a great deal of development, and the group has joined the NCRI Radiotherapy Trials QA Group which will further ensure consistency across centres. Centres are sending in their test cases after completing the educational CDROM. This is proving to be a very valuable experience in sharing and optimising radiotherapy planning technique between centres.  
The Pancreas Subgroup’s TeloVac trial opened in March 2007.  This is a prospective, multicentre phase III, randomised controlled trial comparing combination Gemcitabine and Capecitabine therapy with concurrent and sequential immunotherapy using the telomerase vaccine GV 1001 in patients with untreated locally advanced and metastatic pancreatic cancer.  The ESPAC-3 trial has almost completed accrual, with over 1500 patients with resected pancreatic or ampullary tumours recruited.  The TARGET trial of Gemcitabine, capecitabine, erlotinib and Bevacizumab in advanced pancreatic cancer has completed its phase I stage and is now recruiting to the phase II stage of the trial and due to become multi-centre this year.  The multicentre FRAGEM trial of prophylactic low molecular weight heparin in advanced pancreatic cancer hopes to complete accrual later this year.  The phase I METXIA-OB83 trial of selective arterial delivery of MetXia and cyclophosphamide in inoperable pancreatic cancer has completed part one and recruited 14/21 patients for the dose escalation phase of the trial.
Trans-MAGIC and Trans-OE02 have opened and translational experts on the Group are working with the Clinical Trials Unit at the Medical Research Council to add translational sub-studies to OE05 and ST03.   The ESPAC-Tplus trial has received funding from CRUK and aims to collect archived biopsy tissue and new blood samples from patients from the previous ESPAC trials as well as the forthcoming ESPAC-4 trial.

A full list of the Group’s studies can be found in Table 1 below.
Table 1: Upper GI CSG Portfolio
	Acronym 
	Title 
	PI(s) 
	Status

	ABC 02 
	Gemcitabine alone or in combination with cisplatin in patients with advanced or metastatic cholangiocarcinomas and other biliary tract tumours: a multicentre, randomised phase III study. 
	Dr John Bridgewater, 

Dr Juan Valle, 

Dr Harpreet Wasan 
	Open 

	ABC-01 
	Gemcitabine, alone or in combination with cisplatin, in patients with advanced or metastatic cholangiocarcinomas and other biliary tract tumours: a multicentre, randomised phase II study. 
	Dr Juan Valle 
	Closed

	Adjuvant Stomach Chemotherapy 
	Post operative chemo-radiotherapy after surgical resection of gastric and oesophageal cancer. a multi-centre phase I/II study of a fixed radiotherapy regimen with concurrent chemotherapy with escalating doses of capecitabine 
	Dr Mark Saunders 
	Closed

	ASPECT 
	Aspirin Esomeprazole Chemoprevention trial 
	Professor Janusz Jankowski 
	Open 

	Barrett's Oesophagus 
	A sibling pair study to identify Barrett's oesophagus susceptibility genes. 
	Dr Rebecca Fitzgerald 
	Open 

	BILCAP 
	A randomised clinical trial evaluating adjuvant chemotherapy with capecitabine compared to expectant treatment alone following surgery for biliary tract cancer
	Professor John Primrose
	Open 

	BILXELOX (G185) 
	A Phase II study of capecitabine and oxaliplatin combination chemotherapy in patients with inoperable adenocarcinoma of the gall bladder or biliary tract. 
	Dr Jeff Evans 
	Closed

	BOXER 
	Phase II clinical trial of capecitabine and oxaliplatin plus bevacizumab as neoadjuvant treatment for patients with previously untreated unresectable liver-only metastases from colorectal cancer 
	Professor David Cunningham 
	Open 

	BOSS
	Barratt’s oesophagus Surveillance Study
	Professor Janusz Jankowski
	In set-up

	COG
	Phase III randomised double-blind placebo-controlled trial of gefitinib 500mg once daily versus placebo in oesophageal cancer progressing after chemotherapy
	Dr David Ferry
	In set-up

	COUGAR
	A randomised phase III study of docetaxel versus active symptom control in patients with relapsed gastric adenocarcinoma
	Dr Hugo Ford
	Open

	Development of an EORTC Quality of life module for cholangiocarcinoma 
	Development of an EORTC quality of life module for cholangiocarcinoma 
	Dr JK Ramage 
	Open 

	Enteral Nutrition Trial 
	A randomised controlled trial of early enteral nutrition after major gastrointestinal resection for malignancy 
	Ms Rachel Barlow 
	Open 

	ESPAC QLQ 
	Validation of the European study group for pancreatic cancer’ quality of life questionnaire for patients with pancreatic cancer - the ESPAC QLQ 
	Professor John Neoptolemos, Mrs Jennifer Almond 
	Closed

	ESPAC-3 
	Phase III Adjuvant Trial in Pancreatic and Ampullary Cancer Comparing 5FU/Folinic Acid vs. Gemcitabine as Adjuvant Treatment 
	Professor John Neoptolemos 
	Closed

	ESPAC-T
	Translational research study, using blood and biopsy tissue from patients enrolled in the ESPAC trials.
	Professor John Neoptolemos
	Open

	FRAGEM 
	Phase II randomised study of chemo-anticoagulation (Gemcitabine_LMWH) vs chemotherapy alone (Gemcitabine) for locally advanced and metastatic pancreatic adenocarcinoma 
	Dr Anthony Maraveyas 
	Open 

	GEMCAP 
	A phase III multicentre randomised clinical trial comparing gemcitabine alone or in combination with capecitabine for the treatment of patients with advanced pancreatic cancer 
	Professor David Cunningham, Dr Janet Dunn, Professor John Neoptolemos 
	Closed

	HEP-1 
	A randomised clinical trial evaluating the benefits of Doxorubicin Chemoembolisation versus systemic Doxorubicin in patients with unresectable, advanced hepatocellular carcinoma. 
	Professor James Garden 
	Open 

	MAGIC 
	A randomised, controlled trial of pre- and post-operative chemotherapy in patients with operable gastric cancer
	Mr William Allum, Professor David Cunningham
	Closed 

	NaTTS (Nationwide Trial of Thoracoscopic Splanchnicectomy) 
	An open randomised comparison of the clinical effectiveness and costs of protocol driven opioid analgesia, celiac plexus block, or thoracoscopic splanchnicectomy for pain relief in patients with abdominal malignancy 
	Mr Colin Johnson 
	Closed

	NET 01 
	A randomised phase II study comparing capecitabine plus streptozocin with or without cisplatin in the treatment of unresectable or metastatic gastroenteropancreatic neuroendocrine tumours 
	Dr Pippa Corrie 

Dr Tim Meyer 
	Open 

	NUT Study 
	A randomised controlled trial of nutritional intervention for patients with weight loss who are undergoing chemotherapy for gastrointestinal malignancy 
	Dr Jervoise Andreyev 
	Open 

	OE05 
	A randomised controlled trial comparing standard chemotherapy followed by resection versus ECX chemotherapy followed by resection in patients with resectable adenocarcinoma of the oesophagus 
	Professor David Cunningham, Professor Derek Alderson 
	Open 

	OES/STO Merge 
	A study to combine the EORTC quality of life questionnaire modules, the QLQ-OES18 and QLQ-STO22 to measure quality of life in patients with oesophageal or gastric cancer, or cancer of the oesophago-gastric junction 
	Miss Jane Blazeby 
	Open 

	PHOTOSTENT 1 
	(previously BTC - PDT Phase II) Phase II trial to examine safety and efficacy of photofrin photodynamic therapy in locally advanced biliary tree carcinoma 
	Dr Steve Pereira 
	Closed

	PHOTOSTENT 2 
	Photofrin photodynamic therapy plus stenting versus stenting alone in patients with advanced or metastatic cholangiocarcinomas and other biliary tract tumours: A multicentre, randomised, phase ll/lll study 
	Dr Steve Pereira 
	Open

	Quality of Life in secondary liver 
	(a) Development of an EORTC QoL questionnaire for patients with malignant carcinoid tumours. (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 with liver metastases from colorectal cancer
	Mr Rees, Dr JK Ramage 
	Open 

	REAL 2 
	A phase II/III randomised trial comparing Epirubicin, Cisplatin & Protracted Venous Infusion (PVI) 5-Fluorouracil (ECF) with Epirubicin, Oxaliplatin & PVI 5-FU (EEF), Epirubicin, Cisplatin and Capecitabine (ECX) with Epirubicin, Oxaliplatin & Capecitabine 
	Professor David Cunningham 
	Closed

	REAL3
	A randomised open-labelled multicentre trial of the efficacy of epirubicin, oxaliplatin and capecitabine (EOX) with or without panitumumab in previously untreated advanced oesophago-gastric cancer
	Professor David Cunningham
	Open

	RECaD 
	Raman spectroscopy for cancer and pre-cancer detection in the oesophagus 
	Dr Nicholas Stone 
	Open 

	SCOPE1 
	Study of Chemoradiotherapy in Oesophageal Cancer Plus or Minus Erbitux 
	Dr Tom Crosby 
	Open

	SOCS 
	Stomach and Oesophageal Cancer Study 
	Prof Carlos Caldas, 
	Open 

	ST-03 
	A randomised phase III study of peri-operative chemotherapy with or without bevacizumab in patients with operable adenocarcinoma of the stomach and gastro-oesophageal junction 
	Professor David Cunningham, Professor Derek Alderson 
	Open

	STENTS 
	A pragmatic randomised controlled trial of the cost-effectiveness of palliative therapies for patients with oesophageal cancer 
	Professor M Griffin 
	Closed

	TACE 
	A phase II/III randomised controlled trial of trans-arterial chemoembolisation versus embolisation alone in non-resectable hepatocellular carcinoma. 

	Dr Tim Meyer 
	Open 

	TARGET Trial 
	Phase I-II dose finding and early efficacy study of combination therapy with Erlotinib (Tarceva), Gemcitabine, Bevacizumab (Avastin), and Capecitabine in advanced pancreatic cancer. 
	Professor David Cunningham 
	Open  

	TeloVac 
	A prospective, phase III, controlled, multicentre, randomised clinical trial comparing combination gemcitabine and capecitabine therapy with 

concurrent and sequential chemoimmunotherapy using a telomerase vaccine in locally advanced and metastatic pancreatic cancer 
	Dr Gary Middleton 
	Open

	Thalidomide in cancer cachexia 
	The use of thalidomide as a treatment for cancer cachexia 
	Dr Susi Green 
	Open 

	Trans-MAGIC
	Tumour expression of prognostic and predictive factors in a randomised trial of peri-operative chemotherapy for gastric cancer
	Dr Andy Wotherspoon
	Open

	Trans-OE02
	Prognostic and predictive factors in a randomised controlled clinical trial of pre-operative chemotherapy in respectable oesophageal patients
	Dr Heike Grabsch
	Open

	Upper GI Quality of Life Study 
	Quality of life and satisfaction with care in patients with cancers of the oesophagus, stomach and pancreas 
	Miss Jane Blazeby 
	Open 


1324 patients were recruited to Upper GI studies in 2007/08, representing 5.7% of total of incident cases. 620 were to RCTs and 704 were to non-RCTs. 403 patients were recruited in 2006/7. 

Trials in development

The Group have a number of trials in development:
· The Prevention and Early Diagnosis Subgroup is currently in the preliminary submission stage of a 300 patient RCT to assess the value of endotherapies in treating high grade dysplasia; an endpoint of both Aspect and Boss trials. This study has a broad base of support from diverse clinical groups. Finally we are in discussions with several potential funders about undertaking a large RCT in primary cancer prevention in the community
· SCALP (Selective Chemoradiation in Advanced Localised Pancreatic cancer) is a randomised phase 2 study of gemcitabine or capecitabine in combination with RT for selected patients with locally advanced inoperable pancreatic tumour (LANPC).   Patients with histologically proven LAPC and fit to receive CRT with stable or localised disease after 4 months of Gemcitabine (+/- Capecitabine) CT will be randomised to either:  GEMRT – concurrent gemcitabine 300mg/m2/week + 3-D conformal RT 5040cgy in 28 fractions over 5.5 weeks to PTV or CAPRT – concurrent capecitabine 850mg/m2/day BD + 3-D conformal RT (5040cgy in 28 fractions over 5.5 weeks PTV).  The trial will evaluate toxicity and efficacy and has RT Quality Assurance and translational sub-studies.  SCALP has just received full funding from the FSC (CR UK) and is going through the process of set up. The chief investigator is Dr S Mukherjee, Velindre Hospital, and the co-ordinating centre Wales Cancer Trials Unit.
· The ESPAC-4 trial, which has CTAAC approval and funding, has been developed along the same lines as its predecessor, but randomises patients with completely resected pancreatic cancer to receive adjuvant gemcitabine, with or without capecitabine.  The trial will open in 2008.  
· A protocol for thorascopic splanchnicectomy for patients with advanced pancreatic cancer is in the early stages of development.
· A phase I-II dose-finding and early efficacy study of CYT-6091 (a formulation of TNFα on gold nanoparticles) in combination with Gemcitabine is in development and the proposal has been submitted to CRUK New Agents Committee.
· The TACE 2 trial of chemoembolisation with or without Sorafenib for patients with inoperable, non-metastatic hepatocellular carcinoma will be run from the Birmingham CTU when it opens in late 2008.

Meetings

The 2008 Upper GI CSG meeting was held on the 15th of May at the Church House Conference Centre in London.  Updated survival data from the GEMCAP trial and recruitment figures for the on-going BILCAP, Telovac, SCOPE-1, OEO5, ST03 and AspECT trials were presented.  The design and rationale for the TACE-2, New EPOC, ESPAC-4, REAL3, COG, COUGAR and BOSS trials were discussed.  Additionally, the Group heard educational presentations including advances in the treatment of HCC, collecting samples for clinical trials and the role of the translational research nurse.
Collaborations

The Upper GI CSG has had a long-standing successful collaboration with the ESPAC group, which will continue with the opening of the ESPAC-4 trial.
3-year strategy

The 3-year strategy is three pronged:
· Portfolio development:  The major strategy over the past five years has been to develop a robust clinical trial portfolio addressing the areas of greatest clinical need.  This has included establishing clinical trials in relatively uncommon tumours such as cholangiocarcinoma, neuroendocrine tumours and hepatocellular carcinoma.  The Group remains committed to maintaining and developing the clinical trials portfolio and ensuring that we continue to meet the needs of these rarer tumour types as well as those which are more prevalent. 
· Collaboration:  We have forged successful relationships with the pharmaceutical industry, bringing new funding to the NCRN through clinical trials such as ST03 and REAL3.  These links are vital to gaining access to targeted agents and ensuring that our trials are at the forefront of international research in Upper GI cancers.

· Translational research:  Our main priority is to consolidate and further develop the links in molecular pathology leading to an improved ability to conduct high quality translational studies.  The retrospective and prospective collection of tumour samples from our large phase III trials will provide vital information to inform future trial design and potentially reshape our clinical practice, allowing us to personalise cancer care in the future.  The cooperation of the NCRN is key to ensuring the success of these projects.
Professor David Cunningham, Chair
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