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NCRI Haematological Oncology Clinical Studies Group 

Introduction
Despite the relatively low incidence of malignant haematological disease the haematology community remains successful at recruiting patients into trials. The Haematological Oncology CSG were the second highest recruiting CSG and the highest in terms of recruitment to RCTs. This reflects a culture within the haematology community that acknowledges the importance of clinical trials in routine clinical practice. This has been achieved in working across a wide network of institutions, including some from abroad, which will only enter a small number of patients. The challenge for haematology has been the closure of large trials in myeloma and chronic lymphocytic leukaemia that has resulted in a modest reduction in accrual. At the time of writing new funding applications are under consideration in both areas. An area of concern remains the perception that in some networks the haematology community has not benefited from as much NCRN support as those treating solid tumours. This has been because of the long history of success in haematology research in the UK. Many research networks have chosen to direct resource towards areas where opportunities for greater improvement lay. This may require some re-balancing.
Membership and structure
The membership of the CSG reflects the key centers treating haematological malignancies. Subgroups are an important component of the CSG and do much of the work and generate trials. Some of the subgroups may have originally derived from research groups within Clinical Forums (e.g. myeloma, MDS and chronic lymphocytic leukaemia) but they are now all working to the Terms of Reference for NCRI subgroups. The Chairs of the subgroups are proposed by the group members but have to be agreed by the CSG Chair. They are all members of the CSG. In the future it will be important that subgroup Chairs remain on the CSG once their term has expired. This because, given the paucity of individuals who are able to take on these roles, it is probable that the two terms of office will not be synchronous. The CSG is well balanced with regard to geography, gender, age and specialty interest.
The CSG has secured funding for a project officer. Discussions are ongoing with the Birmingham CRUK Unit about a part-time secondment of a suitable individual. 
The current subgroup structure is; Acute Myeloid Leukaemia (AML), Chaired by Professor A Burnett, Myeloma Leukemia chaired by Dr S Schey, Chronic Lymphocytic Leukaemia (CLL) chaired by Professor P Hillmen, Acute Lymphoblastic Leukaemia (ALL) chaired by Dr A Fielding (succeeded Professor A Goldstone), Chronic Myeloid leukemia (CML) chaired by Professor R Clark (succeeded Professor J Goldman), Myelodysplasia (CML) chaired by Dr D Bowen, Myeloproliferative disease chaired by Dr MF McMullin (succeeded Professor T Green).
Portfolio and accrual
Despite the challenges of delivering clinical research in an NHS with ever competing demands, the Haematology Oncology CSG continues to be successful. There has been a slight diminution of trial activity related to the closure of Myeloma IX (which recruited ahead of schedule). This decline is likely to continue into 2008 since replacements for both Myeloma IX and CLL 4 have not yet been funded and if successful are unlikely to open before November 2008. The CSG has been successful in securing funding for UKALL 14 (a replacement trial for UKALL 12), AML 17 and a supportive care trial of growth factors in low-risk MDS). 
The Group currently has 13 open trials, four in setup (AML 17, MDS, UKALL 14 and Myeloma X). Three trials have closed in the last 12 months. The Group continues to have activity in all areas of malignant haematology with a portfolio covering a wide spectrum. AML 15 has recruited over 3000 patients and will close as AML 17 opens. It will be the largest RCT in AML internationally and maintains the UK position as a leader in AML clinical research. A list of trials in the Group’s portfolio can be found in Table 1 below.
Commercial Trials.

The CLL Subgroup has opened a phase II trial of chlorambucil +rituximab in older patients with chronic lymphocytic leukaemia with Roche. There may also be a possibility of new trials of ofatumumab CLL in partnership sponsored by GSK. 

Table 1: Haematological Oncology CSG Portfolio
	Acronym
	Title
	PI(s)
	Status

	ALL 97
	Medical Research Council Trial for Acute Lymphoblastic Leukaemia in Children. To compare steroids and thiopurines.
	Dr Sue Richards
	Open

	ALLR3
	An International Collaborative Trial for relapsed Refractory Acute Lymphoblastic Leukaemia (ALL)
	Dr Phil Darbyshire
Professor Vaskar Saha

Professor Tim O B Eden
	Open

	AML 12 AD
	AML12 Medical Council Working Party on leukemia in adults  acute myeloid leukemia trial 12
	Professor Alan Burnett
Dr Don Milligan

Professor AH Goldstone

Dr AG Prentice
	Closed

	AML 12 CH
	AML12 Medical Research Council Working Party on leukemia in childhood acute myeloid leukemia trial12
	Dr Brenda Gibson

Dr David Webb
	Closed

	AML 14
	A Randomised Trial for Patients with Acute Myeloid Leukaemia or High Risk Myelodysplastic Syndrome Aged 60 or over.
	ProfessorAlan Burnett

Professor AH Goldstone
	Closed

	AML 15
	Medical research council working parties on leukaemia in adults and children. Acute myeloid leukaemia trial 15
	Professor Alan Burnett

Professor Keith Wheatley

Professor AH Goldstone
	Open

	AML 16
	- National Cancer Research Institute Acute Myeloid Leukaemia and High Risk Myelodysplastic Syndrome Trial 16
	Professor Alan Burnett
	Open

	BSBMT AML Study
	A randomised trial of two methods of graft versus host disease (GVHD) prophylaxis for patients with acute myeloid leukaemia undergoing matched sibling allogeneic transplant, aged 18 to 50 years
	Dr David Marks
	

	Campath De-escalation
	Campath De-escalation Study
	Dr Stephen Mackinnon
	Closed

	CEP 701 
	An open-label Phase II trial of CEP-701 in older patients with Acute Myeloid Leukaemia not considered fit for intensive chemotherapy
	Professor Alan Burnett
	Closed

	CLL207 
	Eradication of Minimal Residual Disease (MRD) in patients with Chronic Lymphocytic Leukaemia (CLL) with Alemtuzumab: A Phase II Study
	Dr Peter Hillmen
	Open

	CMV-ACE
	A randomised controlled phase II trial of the adoptive transfer of selected cytomegalovirus-specific cytotoxic T lymphocytes (CMV-CTL) after allogeneic stem cell transplantation (SCT) in patients at risk of CMV disease
	Dr Frederick Chen
	Open

	Early Diagnosis of Invasive Aspergillosis
	Early diagnosis of invasive aspergillosis in a high risk group of patients using serum and bronchoalveolar lavage fluid, real time PCR and Galactomannan
	Dr Samir G Agrawal
	Open

	EsPhALL
	European Intergroup Study on Post Induction Treatment of Philadelphia Positive Acute Lymphoblastic Leukaemia with Imatinib
	Professor Vaskar Saha
	Open

	GIMI
	G-CSF and imatinib mesylate intermittently
	Dr Mark Drummond
Dr Tessa Holyoake
	Closed

	HOVON-43
	Randomised induction and post induction therapy in older patients (=61 yrs of age) with acute myelocytic leukaemia (AML) and refractory anaemia with excess of blasts (RAEB, RAEB-t)
	Dr Jonathan Kell
Professor Bob Lowenberg
	Closed

	LRF CLL4
	(MRC Working party on Leukaemia in Adults) Chronic Lymphocytic Leukaemia trial 4: A Randomised Comparison of Chlorambucil, Fludarabine and Fludarabine plus Cyclophosphamide
	Professor Daniel Catovsky
	Closed

	MDSBio1

	Molecular and functional characterisation of bone marrow function in normal subjects, myelodysplastic syndromes (MDS) and secondary disorders of haematopoiesis
	Dr Alexander Sternberg

Dr Paresh Vyas
	Open

	MERIT
	MyEloma Renal Impairment Trial
	Dr Judith Behrens

Dr Gill Gaskin
	Open

	MRC AML-HR
	Protocol for patients with high risk (resistant, refractory, relapsed or adverse cytogenetic) AML
	Professor Alan Burnett
	Closed

	MRC CLL5
	The value of autografting younger patients with high risk chronic lymphocytic leukaemia (cll). A randomised phase III intergroup trial
	Professor Daniel Catovsky

Dr Don Milligan

Mme Mauricette Michallet
	Closed

	MRC CML 2000 (IVa)
	Medical Research Council/ European Blood and Marrow Transplant Prospective Randomised Trial of Autograft in Chronic Myeloid Leukaemia
	
	Closed

	MRC CML V
	A Medical Research Council Prospective Randomised Study to Compare Low-Dose Interferon-Alpha n1 (Welferon) Against High-Dose Interferon-Alpha n1 in Patients with Newly Diagnosed Chronic Phase Myeloid Leukaemia
	
	Closed

	MRC MYEL VIII
	A Medical Research Council Randomised Trial of Treatment for Inducing First Plateau Phase ABCM versus Three Courses of AMCM Followed by Oral Weekly Cyclophosphamide
	Mr Mark Drayson
	Closed

	MRC Myeloma IX
	A randomised trial comparing second generation vs third generation bisphosphonates, induction chemotherapy regimens (CVAD vs CTD, and MP vs CTDa) and thalidomide maintenance vs no maintenance therapy. There are 2 optional bortezomib-dexamethasone sub-protocols. The first for patients in the intensive pathway showing No Change (NC) or Progressive Disease (PD) after 2 cycles of randomised induction chemotherapy and secondly for patients at first relapse.
	Professor Tony Child

Professor Gareth Morgan

Dr Graham Jackson
	Closed

	MRC PT1
	A Randomised Trial to Compare Aspirin versus Hydroxyurea/Aspirin in Intermediate Risk Primary Thrombocythaemia and Hydroxyurea/Aspirin versus Anagrelide/Aspirin in High Risk Primary Thrombocythaemia
	Professor Tony Green

Dr Claire Harrison
	Open

	MRC UKALL 2003
	- Medical Research Council Working Party on Leukaemia in Children UK National Acute Lymphoblastic Leukaemia (ALL) Trial UKALL 2003
	Professor Ajay Vora
	Open

	MRC UKALL XII
	Medical Research Council Trial for Adult Patients with Acute Lymphoblastic Leukaemia Under 56 years of Age. To compare related donor transplant versus autologous transplant versus chemotherapy.
	Professor AH Goldstone
	Open

	MRD feasibility study
	Minimal Residual Disease Monitoring In Adult Acute Lymphoblastic Leukaemia: A Laboratory Feasibility Study
	Dr Adele Fielding
	Open

	Myeloma X Relapse (Intensive)
	Myeloma X Relapse (Intensive)-a comparison of high versus low-dose alkylating agent consolidation regimens for relapsed myeloma
	Dr Gordon Cook
	Open

	Sodium Valproate (Phase II study of a histone deacetylase inhibitor, sodium valproate, in AML)
	Phase II Study of the Tolerability and Efficacy of the Histone Deacetylase Inhibitor Sodium Valproate given in Conjunction with ATRA (all trans retinoic acid) in Patients with Acute Myeloid Leukaemia
	Professor Charles F Craddock
	Open

	SPIRIT - STI571
	STI571 Prospective International Randomised Trial. A phase III, prospective randomised comparison of imatinib 400mg versus imatinib 800mg versus imatinib plus pegylated interferon in patients with newly-diagnosed chronic myeloid leukaemia.
	Dr Steve OBrien
	Open

	TOPPS
	A Randomised Controlled Trial of Prophylactic Vs No-Prophylactic Platelet Transfusions in Patients with Haematological Malignancies (TOPPS: Trial Of Prophylactic PlateletS)
	Dr Simon Stanworth
	Open

	UKCLL 01FCM/FCM-R
	- A randomised phase II trial of fludarabine, cyclophosphamide and mitoxantrone (FCM) with or without rituximab in previously treated chronic lymphocytic leukaemia.
	Dr Peter Hillmen
	Closed

	UKCLL206 (CAM-PRED)
	Single-arm phase II to evaluate the safety and efficacy of Campath in combination with high-dose methylprednisolone in CLL patients with deletion of the p53 tumour suppressor gene.
	
	Open


As indicated above the Group were the second highest recruiter of patients to trials in 2007-08, but the highest recruiter to RCTs. 2225 patients entered haematological studies (20.9% of incidence cases) with 1605 cases to RCTs and 620 to non-RCTs.
Trials in development
The Group has a number of trials in development including:
· Azacytidine in high risk MDS

· Lenalidomide in poor prognosis chronic lymphocytic leukaemia

· SPIRIT2 (Comparision of two tyrosine kinase inhibitors in CML)

· AML 17 (expects to open September 2008)

· UKALL 14 (Sponsorship issues with UCH need resolving)

Meetings

The CSG Meetings are held six monthly and are well attended. Subgroup meetings are held every 3-4 months. Up to 10 members are supported by the NCRI but many groups have memberships which exceed this number. This may be important in order to demonstrate the inclusiveness of the haematology clinical trial fraternity in the UK.

A meeting was held at the in London in January 2008 to bring together clinical researchers and scientists interested in translational research. About 60 delegates attended. The meeting was enjoyed by all who were present but perhaps did not engage the scientific, non clinical community as much as was envisaged.

The CSG holds an Annual Trials Review meeting in May at the Royal College of Physicians. This is attended by about 350 clinicians and research nurses and is very well regarded.

A number of regional meetings were held to explain AML 16 to audiences of doctors, research nurses and research pharmacists. These were well received and almost certainly were an important contributory factor to the high level of recruitment seen in this complex trial. In view of this success consideration is being given to further regional events to promote the opening of AML 17 and Myeloma 14.

The Chair has spoken at West Midlands and South Thames meetings of NCRN staff (research nurses, data managers and research pharmacists) about the NCRI Haematology Portfolio.

The haematology community does feel distinct from those treating solid tumours. Attendance by haematologists at the annual NCRI Conference has always been low. Although initially we had promised to occupy a session at the 2008 meeting, discussion amongst colleagues (and the Lymphoma CSG), revealed very little interest and little desire to attend. In addition a poll at the Annual Trials Meeting indicated no support for the NCRI meeting.

Collaborations
The CSG has a number of international collaborations, most notably with the:

· AML 15 trial: New Zealand

· AML 16: Denmark and Australia contributing; SAKK (Swiss), Norway and New Zealand preparing applications to join.

· UKALL 12 and 14: in conjunction with ECOG

Other activities
The LRF has supported an initiative to create a haematology phase II unit at the Birmingham centre to deal with the logistics of establishing phase II clinical research in haematology in the UK. This is under the leadership of Professor Johnson’s CRUK Unit. At the time of writing the Unit is completing staff recruitment. Criteria have been agreed to measure the success of this approach that has been funded for three years.
3-year strategy
The Groups three year strategy is to:

· Increase overall recruitment into haematology RCT trials by 10% from 2007 baseline.
·  Increase participation in pharma sponsored NCRI trials.
· See a reduction of the time from conception to trial commencement (currently about 3 years)
· Build more robust strategies to identify trials that will recruit on time and to exclude those that will not.
· Continue at the same rate of publication of high quality peer reviewed publications from the Group’s trials.

Priorities for next year
The priorities for the next year are to:
· Get AML 17, SPIRIT 2, Myeloma 14 and CLL6 started as soon as possible. All bar SPIRIT 2, have potential to recruit large numbers of patients.

· Use the proposed centralised R&D sign-off to expedite trial opening. At the moment local R&D constraints are one of the principal impediments to the rapid opening of trials.

· See effective functioning of the Edgbaston Trials Unit with the opening of NCRI phase II trials through this route.

Dr Don Milligan, Chair
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