January 2010 RA CTC Minutes

Renal Association Clinical Trials Committee Meeting

Friday 29th January 2010; CTSU; Oxford

Minutes

Attendees:
Colin Baigent, Alina Casian, Paul Cockwell, Ken Farrington, Paul Harden, Richard Haynes, Will Herrington, Neil Iggo, Natalie Ives, Phil Kalra, Robert Kleta, Martin Landray, Mark Lambie (SpR club representative), David Lewis, Neil Turner, Christina (Kirsty) Reith (Secretary; minutes), David Wheeler
Apologies:

Simon Davies, Lorraine Harper; David Jayne, Andrew Lewington, Chris McIntyre, Albert Ong, Rob Preston (DGH representative); Kazem Rahimi, Moin Saleem (BAPN representative); Richard Sandford, Caroline Savage, Chris Watson, Keith Wheatley

Agenda

1. Approval of minutes from the last meeting (16th January 2009)

2. Clinical Trials Committee Composition and Function

3. Update from Clinical Study Groups (CSGs)

CKD Mineral Bone Disorder



David Wheeler

Cardio-renal





Phil Kalra

CKD progression and biomarkers: 


Paul Cockwell

Haemodialysis





Ken Farrington

Monogenic disorders




Robert Kleta

Transplantation





Paul Harden

4. Review of study proposal for screening and diagnosis of familial nephropathies

5. Update on Planned/Ongoing Trials

3C trial






Richard Haynes

Dialysate Cooling Study




Chris McIntyre

PEXIVAS trial





Alina Casian

SHARP






Martin Landray 

UK-REN-1/BOND trial




Colin Baigent

6. AOB
1. Approval of minutes from last meeting (16th January 2009)

There were no comments in relation to the minutes from the 16th January 2009, and so these were considered approved.

2. Clinical Trials Committee Composition and Function
It was recognised that whilst it was appropriate for the Chair of the Renal Association Clinical Trials Committee (RACTC) to have limited tenure, that the RACTC as a body does not easily fit into the conventional Renal Association Committee structure given the longevity of many trials. It was thus agreed that it made sense for the composition of the RACTC to be those parties actively interested and involved in nephrological clinical trials, with no time limit on membership. The RACTC web-site (http://www.renal.org/academic/Trials.aspx) is freely accessible, so any interested party has the relevant details to contact the RACTC Chair/Secretary.
3. Update from Clinical Study Groups (CSGs)
CKD Mineral Bone Disorder: David Wheeler (Royal Free)

Studies in development:

· A pilot study of a pharmacological dose of vitamin D cholecalciferol (40,000 IU/week) versus control (no treatment) in stage 3B/4 CKD patients with early secondary hyperparathyroidism) was presented. The primary aim of the pilot study is assessment of efficacy and safety with the outcome being assessed through biochemical markers of CKD-MBD. It is planned to be a 2 centre study (with the centres likely to be The Royal Free and Canterbury) recruiting a total of 90 patients (45 in each arm) with follow-up for 6-9 months. A funding application has been re-submitted to KRUK. 
Suggestions received from the Committee included the possibility of monitoring the risk of nephrocalcinosis by assessment of the urinary calcium: creatinine ratio, and a future study using high dose choleclaciferol versus low dose cholecalciferol factored with alphacalcidol.
· A phosphate lowering study of phosphate binder versus placebo in dialysis patients or those with early CKD was also proposed. There is currently no evidence from RCTs for the efficacy and safety of such treatment, although there is good observational data. Patients not treated with a binder would “drop in” to treatment above a certain threshold phosphate level. A small pilot study is ongoing in the USA (led by Geoffrey Block) and several pharmaceutical companies have already been approached in relation to a supply of phosphate binder and matching placebo. Other interested parties are Alastair Hutchinson who proposed the dialysis study.

Cardio-Renal: Phil Kalra (Salford)

Studies in development:
· Several groups are already interested in the field of epidemiological investigation of Sudden Cardiac Death in dialysis patients (Salford, Manchester, Derby, Glasgow and Southampton) as there is a major evidence gap in this area. There is a need to determine which patients are at highest risk of SCD, and whether they can be identified, so that an appropriate intervention study can be developed in the future (e.g. with implantable devices). Several members of this CSG are developing a protocol for an observational multicentre study of up to 500 patients with eGFR < 10 ml/min, on haemodialysis or pre-dialysis. The study will involve cardiac holter monitoring in combination with an implantable loop recorder to help delineate asymptomatic arrhythmias. This study aims to stratify risk, and provide data that might underpin an interventional study. The study has already been endorsed by the Renal Association, KRUK and the British Cardiovascular Society.

It was suggested that a range of participants should be studied to allow risk stratification and that a health economic assessment would be useful. 
· Chris McIntyre and Simon Davies are developing a protocol for a study of peritoneal dialysis for the treatment of severe heart failure.

· Planned investigation of cardiac structural and functional changes in nephrectomised patients (live renal donors, and urological malignancy) – early stages; no protocol developed yet.
Other studies under consideration:

· Renal revascularization for treatment of cardiac failure in patients with RAS.
· Effects of aldosterone antagonism in progression of cardiac changes in CKD.
It was recognised that the BHF already has its own speciality sub-groups in operation and that it may be useful for the cardio-renal CSG to liaise with the BHF in this respect so as to avoid overlap.

CKD progression and biomarkers: Paul Cockwell (Birmingham)

Current trial activity:

· C-Pep-D-Neph Trial: multicentre randomised double-blind placebo controlled trial of C-peptide to treat nephropathy in type I diabetes mellitus (Lead Nigel Brunskill). Plan is for 150 patients with 2 years of intervention.

· Pentoxiflylline and CKD trial: adults with CKD 3 and 4 and proteinuric renal disease with assessment of rate of decline of eGFR (Lead Arif Khwaja). Follow-up proposed to be 2 years.

· Oral bicarbonate supplementation versus placebo trial (involving Magdi Yaqoob; Barts; relevant paper: “Bicarbonate supplementation slows progression of CKD and improves nutritional status.”; de Brito-Ashurst I, Varagunam M, Raftery MJ, Yaqoob MM; J Am Soc Nephrol. 2009 Sep; 20(9):2075-84. Epub 2009 Jul 16). Draft protocol written.

· Trial of discontinuation of ACE-I and ARBs in progressive CKD patients.
Haemodialysis: Ken Farrington (Lister)
2008 CSG meeting topics included:

· Current Practice: Prospective audit of HD parameters such as BP measurement protocols, dialysate temperature, parathyroidectomy practices and outcomes
· BP targets, interventions and outcomes: e.g. RCT of intensive vs less intensive BP control in HD patients
· Adequacy of dialysis
· Observational outcome studies e.g. prospective cohort of ‘incident’ dialysis patients
· Interventional outcome studies e.g. dialysate cooling study; RCT of dialysis fluid calcium; spironolactone in HD patients, warfarin in AF in HD patients
· HD schedules (home, daily, long)
· Improving access related outcomes e.g. RCT of interventions in line related sepsis
· Supportive Care issues e.g. depression, end of life care
2009 CSG meeting topics included:

· RCT home BP monitoring outcome study (Agarwal et al Am J Kidney Dis 2009)
· Adoption barriers to home HD; UK multicentre study
· CK Dopps – CKD5 in the elderly – pilot study

· Treatment of Depression: feasibility study of CBT in HD population; RCT of SSRI vs usual treatment
Monogenic Disorders: Robert Kleta (UCL)
· CSG due to meet in February 2010
· No studies in process yet but keen to be involved and offer support to other CSGs/the RACTC

Transplantation: Paul Harden (Oxford)
· Dr Harden is currently Chair of the BTS trials group. He highlighted the trend for transplant recipients to be managed less by the surgical team and increasingly by nephrologists. He underscored the need for (i) more cohesiveness between transplant units and trial groups in the UK (ii) larger properly powered studies on a national/international level (e.g. the 3C study).

· The RESCUE study is a prospective, randomised study looking at the effect of conversion to sirolimus in stable renal transplant recipients at least one year post-transplantation, following the development of squamous cell carcinoma. Both UK and Dutch sites involved.

Representatives from the following CSGs could not attend but provided the attached update summaries:

· Acute Kidney Injury : Andy Lewington
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· Cystic Disease: Albert Ong and Richard Sandford
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· Glomerluonephritis/Vasculitis: Lorraine Harper
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· Peritoneal Dialysis: Simon Davies
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4. Review of study proposal for screening and diagnosis of familial nephropathies
A study proposal from Dr Venkat Raman (Queen Alexandra Hospital, Portsmouth) for the screening and diagnosis of familial nephropathies was circulated to the group for consideration/ review. 
5. Update on planned/ongoing trials
3C Trial: Richard Haynes (Oxford)

Richard Haynes updated the committee about the 3C study. This study now has ethical and regulatory approval and funding from two pharmaceutical companies. Two grant applications (from the HTA, one from NHS Blood and Transplant) are pending. The study’s IT systems are under development and R&D applications at local trusts are in progress. It is hoped that the study will begin in Q4 2010.
Dialysate Cooling Study: Chris McIntyre (Derby)
The study is progressing fairly well with the first centre up and running with 14 patients randomised. The imaging facility for the CMRs is fully functional, and it is anticipated that 3 more centres will commence in the next 4-8 weeks.
PEXIVAS trial: Alina Casian (Cambridge)

PEXIVAS is a randomised trial of plasma exchange and glucocorticoids in ANCA associated Vasculitis (‘AAV’; defined as presenting eGFR< 50 mls/min or/and lung haemorrhage). The trial may also enrol adolescents between 15-18 years and patients unable to consent due to very severe AAV (i.e. ventilated in ITU with lung haemorrhage).

The hypothesis is that plasma exchange increases the time to develop ESRD or death in severe AAV, and that reduced glucocorticoids will not increase ESRD or death and will reduce adverse events. The study plans to recruit 500 participants over 2 years with follow up for a further 2 years. It has a factorial design and will use a minimization randomization structure. There are currently 15 planned UK sites. There was discussion as to how to increase the potential number of UK sites and advertising study recruitment through the RA newsletter was thought to be important.

SHARP: Martin Landray (Oxford)
SHARP final visits will be taking place from March- August 2010 and it is hoped that the results will be presented in November. The current focus is on outcome measure adjudication. 
UK-REN-1/BOND: Colin Baigent (Oxford)

The UK-REN-1 Trial is also known as the BOND study (Beta Blockers and Outcomes in Nephrological Disease). The protocol has been written and the Steering Committee is in place but there have been issues with funding support which has hindered its progress. It is hoped that the study will be able to tap into local research networks for nursing support. Initiatives to consider how routinely collected statistics can be used to support research are being considered, which may have the advantage of getting around the issue of obtaining placebo for the study and may help avoid reporting bias.
6. AOB
· Kirsty Reith previously prepared a renal trials tracking spreadsheet which was posted on the RACTC web-site. However, it is proposed that this is no longer maintained since (i) it has proven difficult and time-consuming to glean relevant information from centres, so it is not possible to ensure that the spreadsheet is always up to date and complete, and (ii) other web-sites such as Clinical Trials.gov may prove more useful in searching for renal trial activity, not just nationally but also internationally. 

· The forthcoming May 2010 RA/BRS Conference was noted as being a forum at which renal trial activity should be promoted.

Next RACTC Meeting:

It is proposed that the next RACTC meeting should coincide with the Renal CCRN National Specialty Group Meeting on the 7th July 2010 in Leeds. Kirsty Reith will organise this meeting and send out further details. It is also suggested that CLRN engagement for any CSG trials should be sought at this meeting.
Page 1 of 3

_1334477049.doc


		Dr Richard N Sandford PhD FRCP


University Reader in Renal Genetics and


Honorary Consultant in Medical Genetics


Tel. 
01223 762616 (Academic)



01223 348845 (Clinical) 


E-mail 
rns13@cam.ac.uk




		[image: image1.wmf]

		UNIVERSITY OF


CAMBRIDGE

Academic Laboratory of Medical Genetics


Box 238, Level 6,


Addenbrooke’s Treatment Centre,


Addenbrooke’s Hospital,


Hills Road,


Cambridge, CB2 0QQ


Departmental Administrator


Lynda Smith
01223 746714





lms28@cam.ac.uk





January 27, 2010
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Update for the Renal Association Clinical Trials Committee:


High Fluid Intake in Autosomal dominant polycystic kidney disease-a preliminary study of safety and tolerability.


This study is still in the process of gaining ethics approval and financial support.


It is planned to recruit up to 50 ADPKD patients from three centres, Cambridge, Sheffield and Birmingham to assess the tolerability of high fluid intake (3-4 litres daily in multiple divided amounts) as a potential therapeutic intervention in ADPKD. This is supported by data from animal models and the use of vasopressin receptor antagonists currently in clinical trial.


If this level of intake can be tolerated and maintained then a large-scale trial to determine whether it may alter disease progression using change in total renal volume measured by MRI will be planned.


The ethics application is due to be submitted in the next month after resolution of a number of issues concerning whether it is necessary to classify it as a drug study (is water a medicinal product!) and the possible side effects of high fluid intake and how they will be monitored in patients with underlying renal disease. Funding still needs to be secured to pay for infrastructure, patient recruitment, sample storage and analysis. Approaches to a number of potential funding agencies and organisations are currently being made. It is hoped to start and complete the study by the end of 2010.


Several other similar small-scale studies are also currently being planned worldwide although I have no further information as to their progress. A European meeting in early March 2010 of clinical investigators with an interest in ADPKD is planned and it is intended to discuss this study at this meeting. It is hoped that this will identify possible collaborators and additional sources of funding.


Yours sincerely
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Report on Glomerulonephritis Clinical Study Group

Group members – representation on the group covers most of the country and includes a wide range of individuals interested in glomerulonephritis


Lorraine Harper - Birmingham 


Alan Salama – Royal Free – interest ANCA-vasculitis


Andrew Mooney – Leeds – interest proteinuric renal disease


Neil Sheerin – Newcastle – Transplantation and progression of renal disease


Sunil Bhandari- York – glomerulonephritis


Phil Kalra – Manchester – clinical trials


Megan Griffith – Imperial – Minimal change nephropathy


John Barrat – Leicester – IgA nephropathy


Steve Harper – Bristol – FSGS


Sian Griffen – Cardiff - ANCA-vasculitis and proteinuria


Liz Lightstone – Imperial – SLE


David Jayne – Cambridge – ANCA-vasculitis


Cath Stirling - Glasgow FSGS


Sally Johnson – Birmingham Children’s Hospital paediatric – MPGN and atypical HUS


Natalie Ives – Birmingham Clinical trials Unit - statistician


The group as a whole has met once at the Renal Association in Liverpool April 2009 but has been in regular email contact. Next meeting 30th March. The 3 studies below will be discussed in detail at this meeting. Additional studies will be encouraged. Most are at pilot stage. Our first aim is to develop a network that works well together and then take the pilot industry funded studies through to full grant application.

Protocols in development

GLOMY – PI Lorraine Harper


GloMY is a national, multi-centre, randomised controlled open-label pilot trial of Myfortic plus short course steroids versus standard care in patients with proteinuric focal segmental glomerulosclerosis (FSGS) and IgA nephropathy (IgAN). Protocol developed in consultation with a wide number of investigators. Funded by Novartis £350K. Should be adopted on to CLRN portfolio. 100 patients will be randomised (50 FSGS, 50 IgA). Primary end-point be the proportion of patients achieving complete or partial remission by 24 weeks sustained (relapse free) for 12 months. Inclusion patients with new onset biopsy proven (within last year) primary FSGS with albumin <30g/dl OR patients with primary IgAN with biopsy findings E1 and T<2 using the Oxford classification and a minimum of 8 glomeruli in the biopsy AND proteinuria (Protein Creatinine Ratio, PCR>150) following at least 4 weeks treatment with maximal blood pressure treatment (to include angiotensin blockade) to target blood pressure <125/75 mmHg.

Progress – ethics rejected proposal and has been resubmitted – minor issues


MinTac – PI Megan Griffith

A 3 centre randomised controlled open-label trial to compare the effectiveness  of tacrolimus (prograf) vs prednisolone for the treatment of nephrotic syndrome secondary to minimal change disease in 52 patients. Primary outcome- proportion of patients achieving complete remission at 8 weeks Inclusion All patients presenting to participating centres with nephrotic syndrome secondary to minimal change disease

Progress -Study started Imperial. No funding.

Eculizumab in MPGN – PI Sally Johnson


Phase 2 clinical pilot study of eculizumab in paediatric and adult patients with primary membrano-proliferative glomerulonephritis (MPGN) also known as mesangiocapillary glomerulonephritis types 1 and 3.


Patients will be drawn from approximately 13 UK paediatric nephrology centres and 10 UK adult nephrology centres, being participants in the National Registry for Rare Kidney Disease (Renal RaDaR). Intervention will be undertaken in a single centre, the Wellcome Trust Clinical Research Facilitiy, University of Birmingham. This has facilities for both adults (University Hospital) and Children (Birmingham Children's Hospital). 


The  primary trial objectives for paediatric and adult patients with MPGN types 1/3 are to:


· To observe whether patients with MPGN types 1/3 treated with eculizumab exhibit a reduction in disease activity as indicated by change in proteinuria through the treatment period


· Assess the pharmaco-dynamics and pharmacokinetics of eculizumab in proteinuric patients


Determine potential recruitment rate of eligible. The 3 studies below will be discussed in detail at this meeting

Vasculitis studies

New protocol being developed by Alan Salama using low steroids and rituximab as induction therapy

Pexivas – ethics approved moving towards patient recruitment Funded by MRC on portfolio


MYCYC – mycophenolate compared with cyclophosphamide in patients with ANCA vasculitis as induction therapy. 75 of 150 recruited. International study PI David Jayne and Lorraine Harper. Aspreva funded on portfolio
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Peritoneal Dialysis Clinical Study Group

Report January 2010


Current membership: Simon Davies (chair), Martin Wilkie, Edwina Brown, Graham Woodrow, Paul Williams, Andrew Davenport, Nick Topley, Stanley Fan, Mark Lambie, Helen Hurst, Steve Holt, Chris McIntyre, Ken Farrington.


Initial e-mail based discussions have identified the overall research framework which can conveniently be subdivided into four clinical research areas:


· Patient experience focus


It is recognised that studies focussing in the patient experience of dialysis therapy cut across treatment modality and in this area the PD and HD CSGs will work closely together (e.g. reciprocal membership of chairs, common membership). In particular a common approach to the evaluation of comorbidity has been identified.


Current studies in progress or development:


The BOLDE study (portfolio numbers: 4820, 6158 and 7662) is now well established and approaching completion. This was funded by an industry (Baxter)/KRUK partnership which has been very successful as a model for dialysis research funding and SD has worked closely with both partners in order to secure further funding (160,000 over two years) for a study to be targeted towards the development of a patient decision aid to help with dialysis modality choice. This research call is currently out and MW is coordinating (with Leeds University Dept of Psychology) a bid on behalf of the CSG. The same group is also developing a rFPB grant application which will extend this study into a validation phase. 

· Fluid management/heart/RRF


A number of studies relating to fluid management, especially in the context of poor cardiac function have been proposed. These include fluid assessment and value of PD in the treatment of patients with heart failure; the latter is being taken forward by the cardio-renal CSG.

Current studies in progress or development:


Portfolio study No: 7301 is a randomised evaluation of bioimpedance in the assessment of fluid status in PD. It has now recruited 10 patients at the lead site (Stoke) and is in set up at Leeds and Sheffield. Other study proposals have been the use of cardio-protective drugs – e.g. Spironolactone.

· Studies that address every day clinical management issues.

It is recognised that the evidence base upon which day to day clinical management decisions are made in PD patients (not unique) is rarely supported by high quality clinical trials. For example the Cochrane report on RTCs supporting the management of peritonitis was very critical of the evidence base. The UK has the potential to do large scale RCTs in PD and the development of the UK CRN clearly provides a framework and opportunity to do this. This will become the next area of discussion for the CSG (see also below re: ISPD consultation exercise and attachment). This will require support from the RA Clinical Trials Committee and the development of a significant research infrastructure. Development of studies in this area is also inhibited by the lack of relevant reporting of data to the Renal Registry.

Current studies in progress or development:


The only current study on the portfolio that addresses a common clinical problem in PD is No: 5807 (Dietary fibre and laxative requirements in PD patients).

· Longitudinal membrane injury, fibrosis and the risk of developing ultrafiltration failure and Encapsulating Peritoneal Sclerosis

With the recent increase in the incidence of EPS combined with longer survival on PD this has become an increasingly important area. There are a number of studies currently addressing this issue not on the portfolio either because they predated or have been declined because they were labelled as registry studies.

Current studies in progress or development:


GLOBAL Fluid Study: Large prospective multi-centre cohort study integrating dialysate and plasma biomarkers with clinical measures, including membrane function. Data from >1000 patients followed up since 2002, 5 UK centres but includes patients from Korea, Canada etc. Sample collection was industry supported but analytical work (samples, clinical data analysis) has to be funded from competitive research grant applications (e.g. KRUK, MRC). 


A sub-study, case controlled design) of GLOBAL EPS patients is currently underway to explore for biomarkers (collaborative clinical/basic science project). This is developed by the UK EPS study group. The PD CSG is also developing a risk score based approach to determining the most appropriate time to switch from PD to HD in order to avoid EPS. A research grant to the BRS did not get funded; this is now being developed into an rFPB grant application. There will be collaborative links with the European EPS Registry groups.

Consultation:

The UK PD research community has held a number of study days over the last couple of years (last in June 2009) to enable discussion with the wider PD community. This has helped to define the broader research areas; we now need to focus more on the development of an active PD clinical trials group. The UK PD community will be part of a wider consultation process that is about to be undertaken by the International PD community (under the auspices of the International Soc PD Research Committee) which intends to report this consultation at the next meeting of the Society in Mexico, July 2010. The remit of this exercise is attached.

There will be a joint meeting on comorbidity in the dialysis patient, relevant to both the PD and HD CSGs at the RSM on March 12th. The next meeting of members on the CSG is planned for March 3rd, 2010

SD, Jan 2010
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Acute Kidney Injury Clinical Study Group


Brief summary of the 2 meetings held in October and November 2009


Clinical trials considered to date.


1. Contrast Induced Nephropathy


Identify high-risk group of patients


Interventional strategy to prevent contrast induced nephropathy Compare crystalloid versus isotonic sodium bicarbonate Currently working with British Society of Interventional Radiology and British Cardiovascular Interventional Society to produce contrast induced nephropathy prevention guidelines. The collaborative group will consider research questions which may be addressed by clinical trials.


2. Acute Kidney Injury Biochemistry Alert System Pilot studies already underway to determine possible biochemistry alert systems.


Need to assess current practice.


Questions regarding who responds to the alert system.


3. Prevention of delayed graft function in non-heart beating kidney transplantation Randomise patients to receiving erythropoietin Scientific studies support a preventative role for erythropoietin


4. Ischaemic preconditioning to prevent acute kidney injury Consider approaching in kidney transplantation (study already proposed and in setup-BTS group) Vascular surgery5. Assessing the role for the biomarker NGAL in diagnosing patients at risk of developing acute kidney injury Study high-risk population High-intensity surrounding collection of multiple samples in patients need to correlate with serum biochemistry and clinical outcomes Manufacturers of commercially available NGAL kits contacted and interested in principle but not willing to commit financial support


Andrew Lewington
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