Annual report 2007-8


NCRI Lymphoma Clinical Studies Group

Introduction
The Lymphoma Clinical Studies Group (LCSG) underwent a triennial review on the 4th March 2008.  This highlighted the success of the group in conducting trials which have made or promise to make an important contribution to knowledge at an international level, and in having a high success rate in funding applications for new studies.  The productivity of the different subgroups was highlighted, and recommendations were made to further enhance the work in correlative science.

The publication of the LY10 Burkitt Lymphoma study provides compelling data on the use of cytogenetic information to characterize true Burkitt Lymphoma, permitting the most intensive regimen to be reserved for patients to whom it will provide benefit.  This is the largest prospective study of Burkitt Lymphoma ever published.

Membership and structure
There has been a significant turnover in membership on the main group in the past 3 years, and there was a good response to the calls for new applicants in 2006 and 2007.  New consumer representatives joined the Group in autumn 2007.  The loss of more experienced clinical trialists from the committee has meant that less expertise in trial design is available for new studies, but overall the balance on the Group is appropriate. 

Attendance at main group meetings is good, with most members contributing actively to the development of the trials portfolio. The spreading of trials leadership to newer members of the committee is a priority for the next year.  The consumer members of the group have been very effective, both in discussions at meetings and in reviewing trial materials, particularly patient information sheets.

The subgroups are generally performing well.  The Low-Grade, High-Grade and Hodgkin subgroups have a good range of trials to cover most important sub-types, and plans for continued activity when the trials that are near the end of recruitment are complete.  The T-cell group has found it harder to develop a broad portfolio, but is in collaboration with the International T-cell lymphoma consortium, which it is hoped will bring forward some prospective studies soon.  The Extranodal group suffers from the disparate lymphoma types which it has to cover, but is gradually developing its own portfolio in collaboration with IELSG.  The new Chair plans a series of site-specific working groups to address CNS, gastrointestinal and cutaneous lymphomas respectively.  There are ongoing discussions about the possible establishment of a biological studies subgroup.

Portfolio and accrual
The Group is active, with a broad portfolio of studies and good numbers in development which should cover most of the important lymphoma sub-types.  We have been particularly successful in applications to support small feasibility studies, which will be important to inform the design of the next generation of large randomised trials.  The completed trials are being analysed and written up, although bottlenecks in the Trials Office have resulted in some delays recently.  We hope this will improve now that the Office has successfully relocated and recruited new staff, but there remains a concern regarding the increasing burden of long-term follow up for this group of trials.  The late complications of treatment remain a significant cause of morbidity and mortality and therefore need to be studied, but the Trials Office is devoting increasing amounts of time to collecting the data, to the detriment of some more recent studies.  A project officer has been appointed to address these issues.

765 patients were recruited to lymphoma studies in 2007/8, representing 6.9% of incident cases. This compares with 584 patients four years previously.  The continued rise in patient numbers recruited to trials is encouraging, particularly since one of the larger studies, Stanford V, which was previously suspended owing to drug supply problems, finally closed when these proved insurmountable.  It is also clear that the numbers of patients recruited will be greatly improved by opening of our new studies in low grade lymphoma particularly, the first of which is already funded and scheduled to open during 2008, and the second of which is in planning.   A new study in advanced Hodgkin lymphoma has also been funded and will open this year.

We are extending recruitment to the early Hodgkin Lymphoma study of the role of FDG-PET scanning in order to increase the power of the trial and exclude a smaller difference in recurrence rate.  This will be important to ensure the generalisability and credibility of the work for an international audience.  We are also planning to continue the study of blinded FDG-PET scanning in diffuse large B-cell lymphoma when the current randomized trial of R-CHOP 14 vs R-CHOP 21 completes accrual in late 2008.  This is because the question of the prognostic value of PET scans remains a critical issue, and one which can only be addressed by a blinded study of this type.  We have had useful discussions with the German High Grade Lymphoma Study Group about cooperation on this study and a new trial of intensified Rituximab in older patients

Table 1: Lymphoma CSG  Portfolio

	Acronym
	Title
	PI(s)
	Status

	18-30
	Phase 2 study evaluating the toxicity and efficacy of a modified German Paediatric Hodgkin’s lymphoma protocol (HD95) in young adults (aged 18-30 years) with Hodgkin’s Lymphoma
	Dr Kirit Ardeshna
	Open

	AITL
	Phase II Trial of fludarabine and cyclophosphamide chemotherapy followed by Thalidomide maintenance treatment for angioimmunoblastic lymphoma.
	Dr Claudius Rudin
	in Set-up

	Annual Zoledronate
	Effect of an annual infusion of Zoledronate on bone mineral density in patients on long term follow up with cancer remission and anti neoplastic treatment induced bone loss study
	Professor  Robert E Coleman
	Closed

	BNLI 60+ 
	A phase III trial comparing CHOP to PMItCEBO with or without G-CSF in patients aged 60 plus with aggressive non-Hodgkin's lymphoma.
	Professor David Cunningham
	Closed

	BNLI MCD vs FMD
	BNLI RCT of MCD vs FMD in follicular NHL
	Dr Andy Haynes
	Closed

	BNLI Radiation Dose
	BNLI Randomised trial of radiation dose in non-Hodgkin's lymphoma
	Mr Paul Smith
	Closed

	BNLI Stanford V
	Protocol for a randomised phase III study of the Stanford V regimen, compared with ABVD for the treatment of advanced Hodgkin's disease
	Professor Peter Hoskin
	Closed

	Bortezomib Study
	A parallel randomised phase II trial of CHOP chemotherapy with or without Bortezomiib in relapsed mantle cell lymphoma
	Dr Simon Rule
	Open

	CHOP
	Campath - A pilot study of CHOP plus alemtuzumab for the primary treatment of ALK-ve peripheral T cell lymphoma
	Dr Rod Johnson
	Open

	CORAL
	Randomised study of ICE + Rituximab (R-ICE) versus DHAP + Rituximab (R-DHAP) in previously treated patients with CD20 positive diffuse large B-cell Non-Hodgkins lymphoma, eligible for high dose chemotherapy followed by randomised maintenance treatment wit
	Professor David Linch
	Open

	EBMT-LYM1
	Randomised Study of Rituximab (MabThera) in Patients with Relapsed or Resistant Follicular Lymphoma Prior to High Dose Therapy as in Vivo Purging and to Maintain Remission Following High Dose Therapy
	Professor AH Goldstone
	Closed

	EORTC 20981
	Chimeric anti-CD20 monoclonal antibody (Mabthera*) in remission induction and maintenance treatment of relapsed follicular non-Hodgkin's lymphoma : a phase III randomised clinical trial - Intergroup Collaborative Study (EORTC 20981) Including Amendment 4
	Professor Anton Hagenbeek
	Closed

	EORTC 20992 
	Diffuse large B cell and peripheral T cell NHL in the frail elderly. Progressive and cautious treatment strategy in poor status patients. A phase II trial with emphasis on geriatric assessment and quality of life. Version 2.0 (13 December 2001)
	Dr C Brammer
	Closed

	EORTC 21011 
	A randomised, open-label phase III trial to evaluate the efficacy and safety of Bexarotene (TargetinTM) capsules combined with PUVA, compared to PUVA treatment alone in patients with mycosis fungoides
	Dr Sean Whittaker
	Open

	Escalated ABVD
	A phase I study to investigate dose escalation of doxorubicin in cycles 1-3 of ABVD chemotherapy for Hodgkin lymphoma and to correlate this with molecular markers of tumour response and toxicity
	Professor John Radford
	in Set-up

	Escalated BEACOPP (EORTC 20012)
	- BEACOPP (4 cycles escalated + 4 cycles baseline) versus ABVD (8 cycles) in stage III & IV Hodgkin's Lymphoma – EORTC 20012
	Professor Barry Hancock
	Suspended

	FORT
	 FORT
	Professor Peter Hoskin
	Open

	GemBex
	A Phase II study of Gemcitabine and Bexarotene (GemBex) in the treatment of cutaneous T-cell lymphoma
	Professor Tim Illidge
	Open

	HD 2007 10 (EuroNet Hodgkin’s PHL-C1)
	First International Inter-Group Study for Classical Hodgkin’s Lymphoma in Children and Adolescents
	Dr W. Hamish Wallace
	Open

	IELSG 26
	- A clinico-pathologic study of Primary Mediastinal B-cell lymphoma
	Professor Peter Johnson
	in Set-up

	IELSG19/MALT Trial
	Multicentre randomized trial of Chlorambucil versus Chlorambucil plus Rituximib versus Rituximib alone in extranodal marginal zone B cell lymphoma of mucosa associated lymphoid tissue (Malt lymphoma)
	Professor Peter Johnson
	Open

	Intestinal t-cell trial
	A phase II evaluation of high dose chemotherapy and autologous bone marrow transplantation for intestinal T cell lymphomas.
	Dr Anne Lennard
	in Set-up

	Long Term Effects of Chemo on Bone
	An investigation of the long term effect of chemotherapy on bone, particularly focusing on the incidence of osteoporosis in such patients
	Professor Robert E Coleman
	Closed

	LY T 
	BNLI/LRF Phase II Open Label Study of Thalidomide in Patients with Relapsed or Refractory Diffuse Large B-Cell Non-Hodgkins Lymphoma. MREC /02/2/4
	
	Closed

	LY02
	A Randomised Trial to Evaluate Early High Dose Therapy and Autologous Bone Marrow Transplantation as Part of Planned Initial Therapy for Poor Risk Intermediate/High Grade Non-Hodgkin's Lymphoma
	Professor David Linch
	Closed

	LY07
	A Multicentre Randomised Trial of Short Neo-Adjuvant Chemotherapy (VAPEC-B) plus Involved Field Radiotherapy (MIT) versus Mantle Radiotherapy
	
	Closed

	LY09 -
	A Randomised Trial of Therapy in Advanced Hodgkin's Disease
	
	Closed

	LY10
	A clinicopathological study in Burkitt's and Burkitt-like non-Hodgkin's Lymphoma.
	Dr Andrew Jack
	Closed

	Mantle Cell P3
	A randomised controlled trial of fludarabine/cyclophosphomide combination with or without rituximab in patients with untreated mantle cell lymphoma
	Dr Simon Rule
	Open

	MISTRAL
	A randomised phase III trial of standard chemotherapy (CHOP regimen) versus sequential high-dose chemotherapy with autologous stem cell transplantation in patients with newly diagnosed aggressive Non-Hodgkin's lymphomas and poor prognostic factors
	Professor David Linch
	Closed

	NCRI Mantle Cell Lymphoma Trial
	Phase II randomised study of fludarabine/ cyclophosphamide combinaton with or without Rituximab in patients with untreated mantle cell lymphoma
	Dr Simon Rule
	Closed

	NHL Good Risk
	Phase III trial comparing CHOP to PMitCEBO in good risk stage II-IV patients with histologically aggressive non-Hodgkin's lymphoma
	
	Closed

	PET after 2 cycles in NHL
	Blinded evaluation of prognostic value of FDG-PET after 2 cycles of chemotherapy in Diffuse Large B-cell Non-Hodgkin’s Lymphom
	Dr George Mikhaeel
	Open

	PET Trial in Hodgkin's Disease
	A randomised Phase III trial to determine the role of FDG-PET Imaging in Clinical Stages IA/IIA Hodgkin's Disease.
	Professor John Radford
	Open

	PRIMA 
	A multicentre, phase III, open-label, randomized study in patients with advanced follicular lymphoma evaluating the benefit of maintenance therapy with Rituximab (MabThera®) after induction of response with chemotherapy plus Rituximab in comparison with no maintenance therapy
	Professor Andrew Lister
	Closed

	RATHL
	- A randomised phase III trial to assess response adapted therapy using FDG-PET imaging in patients with newly diagnosed, advanced hodgkin lymphoma
	Professor Peter Johnson
	in Set-up

	R-CHOP 14 vs 21
	A phase III multicentre randomised clinical trial comparing rituximab with CHOP given every 14 days and rituximab with CHOP given every 21 days for the treatment of patients with newly diagnosed diffuse large B cell non-Hodgkin’s lymphoma
	Professor David Cunningham
	Open

	R-CODOX-M/IVAC for DLBCL
	A Phase II Single Arm Study of the use of CODOX-M/IVAC with Rituximab (R-CODOX-M/IVAC) in the treatment of patients with Diffuse Large B-Cell Lymphoma (Age-Adjusted International Prognostic Index High or High-Intermediate Risk)
	Dr Andrew McMillan
	Open

	RGCVP
	A phase II multicentre clinical trial of Rituximab, CVP and Gemcitabine for the treatment of patients with newly diagnosed diffuse large B-cell lymphoma considered unsuitable for R-CHOP chemotherapy
	Dr Paul Fields
	Open

	SCHRIFT
	Short CHemo RadioImmunotherapy in Follicular Lymphoma Trial - Ibritumomab tiuxetan (ZevalinTM) as therapy for first and second relapse in Follicular Lymphoma
	Professor Tim Illidge
	Open

	SHIELD Study
	A phase II study, VEPEMB, in patients with Hodgkin's lymphoma aged greater than 60 years. (VEPEMB : Vinblastine, Endoxana (Cyclophosphamide), Procarbazine, Prednisolone, Etoposide, Mitozantrone, Bleomycin)
	Professor Steve Proctor
	Open

	SIGNIFICANT
	-A Randomised prospective double-blind, placebo controlled trial of prophylactic oral levofloxacin following chemotherapy for lymphoma and solid tumours.
	
	Closed

	SNLG NHL Va
	A randomised study of high dose chemotherapy/radiotherapy and autologous bone marrow transplantation in patients with high grade malignant non-Hodgkin's lymphoma (Kiel Classification) according to prognostic groups. A Scotland and Newcastle Lymphoma Group
	Dr Penny Taylor
	Closed

	SP1984
	 Cytotoxic T Cell therapy for EBV associated tumours.
	Professor Dorothy Crawford
	Closed

	Waldenstrom's study
	A randomised trial of Chlorambucil vs Fludarabine as initial therapy of Waldenström’s Macroglobulinaemia and Splenic lymphoma with villous lymphocytes
	Dr Steve A Johnson
	Open

	Watch and Wait
	An intergroup randomised trial of rituximab vs a watch and wait strategy in patients with advanced stage, asymptomatic non-bulky follicular lymphoma (grades 1, 2 and 3)
	Dr Kirit Ardeshna
	Open


Trials in development
The Group has a number of trials in development. Most notably 

· A randomized study of R-Bendamustine vs R-CVP followed by maintenance Rituximab or 90-Y-Ibritumomab Tiuxetan in younger patients with previously untreated follicular lymphoma

· A phase II study of Bortezomib/Cyclophosphamide/Rituximab in recurrent Waldenstrom’s macroglobulinaemia.

· Management of Nodular Lymphocyte Predominant Hodgkin Lymphoma, in collaboration with the UK CCLG.

Meetings
The Group holds an annual trials meeting in London on the first Friday of November for all collaborators.  This is a popular meeting, which covers the existing portfolio and studies in planning, as well as having external speakers of general interest in the field of lymphoma.  UP to 6 CPD points are available for the meeting.  This is an excellent forum to gauge the support for new trial designs, to inform colleagues of the progress of studies and to discuss results as they emerge.  It is also an opportunity for the Group members to meet the clinicians who support the trials and to hear about practical and logistic problems, such as the availability of CT-PET, funding of excess treatment costs, data returns, etc.

In addition to this meeting, the Group has run a series of regional Lymphoma Trials meetings, designed to increase awareness of the portfolio among the various local NCRN networks.  These have been well-received by the Network staff.  Members of the group have attended the following meetings in the last 2 years, Peninsular, South West London, Manchester, Yorkshire, South Coast, Birmingham, Wales, Scotland, North Trent, Three Counties.
The Group also held national meetings for Research Nurses and Data Managers in 2006 and 2007, both attended by more than 80 people, with very positive feedback.

Collaborations
The Group have established links with a number of other organizations.

Trials Groups:

IELSG: The Chair is a member of the IELSG Board of Directors, and three IELSG prospective studies are running in the portfolio.  The next IELSG testicular lymphoma study will be designed and carried out in collaboration with the UK group.  Several UK centers have contributed to the various retrospective IELSG surveys in uncommon types of lymphoma (mediastinum, testis, breast, bone).

Other European Groups: GELA/Hovon/Nordic/IIL/SAKK/German:  The UK group is in close contact with the main European groups, and in the past we have collaborated on several studies, particularly in Follicular lymphoma (CVP +/- rituximab; PRIMA).  The current ‘Watch and Wait’ study in early follicular lymphoma includes collaborators from Eastern Europe and Australasia.  The next trials in Follicular lymphoma for younger patients will be done collaboratively with European partners, as is the case for the Hodgkin lymphoma RATHL study which involves the Italian and Nordic groups.  The Shield study in Hodgkin lymphoma among older patients is a cross-Europe collaboration, the current Waldenstrom study is being done with GELA, as is the CORAL study. 

Other CSG’s
The areas of greatest overlap are with the Radiotherapy and Haematological Malignancy CSGs, and the Teenage and Young Adult CSDG.  We have had discussions with all of these, both formal and informal. 

Professor Peter Hoskin, Chair of the Radiotherapy CSG is also a member of the main Lymphoma CSG, and is closely involved in the radiation aspects of several studies. 

We have had two meetings with the Teenage and Young adult CSDG to discuss Hodgkin lymphoma and NHL respectively. The 18-30 Hodgkin study is an attempt to apply a paediatric protocol (from the German/Austrian Group) to a young adult population as a feasibility study, and the results of this will be important to future study design.  A protocol for Nodular LP Hodgkin Lymphoma in paediatric and adult cases has been discussed both in the UK and abroad, and we hope that this may be the first common paediatric/adult protocol.  A study in Anaplastic Large Cell lymphoma for both adult and paediatric patients is in planning with the CCLG.

Discussions with the Myeloma Subgroup of the Haematological Malignancy CSG have been focused upon a new protocol for Waldenstrom’s macroglobulinaemia, and are progressing well.  It is planned to submit a joint trial for treatment of recurrence for funding during 2008.

Trials Units:
The Lymphoma CSG has always had very close ties to the Lymphoma Trials Office (LTO) at University College London, the Senior Manager of which is also the Group Portfolio Coordinator.  As the number of studies has increased ahead of new recruitment in the LTO, others CTU’s have taken up some of the newer studies according to their links with the Chief Investigators.  In part this has been driven by the long set-up times in the LTO caused by the bureaucracy of the UCL research governance systems, and the need to find faster routes particularly for rapid feasibility studies.  The LTO has now overcome many of the previous problems and recruited new staff, so it is envisaged that most new trials will be based there, while having alternative CTU’s to spread the workload if required.

Industry:
The Group has one pharma study in the portfolio, and has been approached about two others.  A new anti-CD20 antibody (GA-101) will enter international phase I/Ib testing as an industry-led study with 6 UK centres identified by the CSG.  Plans are already being developed for a follow-on investigator-led study in newly–diagnosed follicular lymphoma.
An important issue for the group is that pharma studies are generally international, and the restriction of standard therapy in the UK by the need for NICE approval for funding, or access to technology such as CT-PET, frequently means that the question to be asked in the UK is different from that in the rest of Europe or North America.  This however is a structural issue and not specific to lymphoma.

3-year strategy
The Lymphoma Group has identified the following priorities for its research portfolio.  These priorities have arisen from the NICE review of evidence in haematologic malignancy carried out in the preparation of the IOG framework in 2002 (Improving outcomes in Haematological Cancers: The Evidence. Centre for Reviews and Dissemination, York, 2003), from the comments of the Group’s external reviewers in 2008, from members of the broad lymphoma research community, including patients via the Lymphoma Association with which the Group has close links, and the consumer members of the Group.

· Extend coverage in the portfolio to all common sub-types of lymphoma


At present Diffuse Large B-cell, Mantle Cell and Hodgkin Lymphomas are covered, but advanced Follicular Lymphoma has no national active trials for first line therapy.  This is an important gap which the Group plans to fill as soon as possible.

Succession planning for the active trials is underway, particularly in Hodgkin lymphoma and diffuse large B-cell types.

· Increase correlative science in trials


The group has already had successful TRICC applications in large B-cell lymphoma and Hodgkin Lymphoma, based upon centralisation of the pathology review process.  We will seek to extend this activity by collaboration with the international Lunenberg lymphoma pathology consortium, and by incorporation of biomarker studies into an increasing proportion of trials.  A meeting will be held in September 2008 to discuss the available methodologies and the establishment of a more formal biological studies sub-group to oversee this field.

· Evaluate new technologies and therapies


Three studies are underway to evaluate FDG-PET scanning prospectively in early Hodgkin lymphoma, primary mediastinal lymphoma and diffuse large B-cell lymphoma.  A large international study to investigate FDG-PET in advanced Hodgkin lymphoma has now been funded and will open later this year.


Radioimmunotherapy with nuclides conjugated to monoclonal antibodies also requires prospective evaluation.  A trial in recurrent follicular lymphoma is underway to test this.  A further phase III study is in planning to evaluate the role of radioimmunotherapy in consolidating first remission in Follicular Lymphoma.

A variety of new anti-lymphoma agents require evaluation, and the Group seeks to play its part in this.  Studies are underway or planned to test Bortezomib in recurrent mantle cell lymphoma, Bevacizumab in diffuse large B-cell lymphoma, and Glucarpidase as a means to escalate the methotrexate dose in primary CNS lymphoma.

Reduced intensity conditioning for allogeneic bone marrow transplant is an area of potential growth in lymphoma.  The group’s first prospective study of this in mantle cell lymphoma was approved for funding by CR UK in early 2008.
Priorities for next year

The Lymphomas CSG’s priorities for next year are:
· Opening trials in Advanced Hodgkin Lymphoma, Follicular Lymphoma 

· Increase accrual among the Networks with persistently poor levels of participation

· Establish a Biology Studies sub-group.

· Analyse and publish the results of Stanford V study, and present results of R-CHOP14 vs R-CHOP 21 as soon as they become available.

· Develop cooperation with the German High Grade Lymphoma Study Group.

· Continue and enhance collaboration with pharma partners to bring novel drug therapy to trials in the UK

Professor Peter Johnson, Chair

Appendix 1

Key strengths and issues from the Progress Review, March 2008

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

· Doing a fantastic job

· Making major strides in a short space of time

· Having a Chair who is an excellent leader with high international standing 

· Strong leadership within the Group (inc subgroups)

· Excellent support from the knowledgeable Portfolio Coordinator

· Inclusive nature of the Group

· Wide membership from across the country 

· The number of young researcher on the main group and also in the subgroups

· An established and appropriate subgroup structure

· An impressive record at CTAAC

· A high  number of studies in set up

· Interesting and wide range of trials in the portfolio which includes a number of big studies which are real international hitters

· The RCHOP 14 vs 21 and Early PET in Hodgkin which are  highlight/star trials

· Well established central pathology which is working well

· Improvements to translational research since the last review

· A strong awareness of the issues that it needs to address

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

· Whether  the loss of some hard hitters from the Group has  impacted on recruitment

· Whether  the Group acts as 5 subgroups rather than a single group

· Holding regular meetings/teleconferences between the Chair and subgroup chairs?

· Being more ruthless in cutting dead end trials and questioning why some things have taken a long time

· Establishing a Translational Subgroup or Translational Meeting to pull the translational work together/focus on what is going on 

· Whether the portfolio is too diverse and lacks  focus

· Lower accrual  than projected at the last review

· The lack of a national follicular lymphoma study

· The lack of studies coming out of the T-Cell and Extranodal Subgroups

· If there are any lessons that can be learnt from the PRIMARK study

There were no issues for the NCRN from this review.
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