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Overview to the MCRN/arc Paediatric Rheumatology CSG

Background

Paediatric Rheumatology was initially incorporated into the MCRN RANIlI CSG, and until the
establishment of the MCRN / arc Paediatric Rheumatology CSG in autumn 2007, its activities were
included in the portfolio of activity of this CSG. It defined four key areas of importance for clinical
trials in paediatric rheumatology (i.e. Juvenile Idiopathic Arthritis, Juvenile SLE, Juvenile
Dermatomyositis, and Childhood Scleroderma). The main focus of the rheumatology component of
RANII in this period was reactive, and three studies were successfully adopted by the MCRN under
the portfolio of the CSG (i.e. POPS, UK JSLE Cohort Study, and SPARKS CHARMS). Initial attempts
were underway to develop the proactive activity of the CSG.

Partnership with the Arthritis Research Campaign

In the summer of 2007, through meetings facilitated between the Director of the MCRN and Medical
Director of the Arthritis Research Campaign (arc) by Dr Michael Beresford, a unique opportunity
arose to establish close collaboration between the arcQ developing Clinical Trials Initiative and the
MCRN. In consultation with the BSPAR (British Society of Paediatric and Adolescent Rheumatology)
Convenor (Dr Joyce Davidson) and BSPAR Research Sub-Committee Chair (Dr Lucy Wedderburn) and
BSPAR members, close integration of this collaboration into the UK paediatric rheumatology clinical
/ research community was ensured.

A model of partnership between the MCRN and a committed research funder (i.e. arc) was thereby
formed with the unique establishment of the MCRN/arc Paediatric Rheumatology CSG
(http://www.arc-research.org.uk/default.asp; http://www.mcrn.org.uk).  This  model has
subsequently been adopted by other CSGs.

The Chair of the CSG was appointed through a competitive process in July 2007. In the autumn of

2007, the Chair approached representatives of almost all major paediatric rheumatology centres in
the UK to discuss and promote the role and remit of the CSG. Following widespread publicity and
mailings to the entire BSPAR community, the Chair presented details of the evolving CSG at both the
BSPAR AGM and BSPAR Research Sub-committee in October 2007. Following this, a call for
applicants to the various posts of the CSG was made according to its Terms of Reference document
(see website), and persons appointed in December 2007.

The first meeting of the CSG was 28™ January 2008.

Role of the CSG

The CSG has a dual role of both advising the MCRN and arc of research priorities in paediatric
rheumatology and developing a comprehensive, integrated, long-lasting research programme for
paediatric rheumatology in the UK. The remit of the MCRN/arc Paediatric Rheumatology CSG
includes:

. To be responsible for developing and overseeing a comprehensive portfolio for clinical trials
and related studies covering the spectrum of major disease areas in paediatric rheumatology

. To propose and develop protocols for trials and related studies

. To provide robust scientific evaluation, expert advice and support to investigators
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. To ensure consumer involvement in all activities.

. To uphold the highest standards of Research Governance and Good Clinical Practice

The new CSG provided a significant opportunity to improving the evidence base for paediatric
rheumatic diseases. Its priority is the development of a comprehensive, nationally agreed and
scientifically robust research strategy for clinical trials and related studies in paediatric rheumatology
through wide-ranging consultation with relevant stakeholders.

Partnership

A partnership of expertise between a committed research charity funder closely integrated with the
MCRN and UK CCRN enables the CSG to define, develop and access the research support needed for
both commercial and non-commercial studies in paediatric rheumatic diseases. As part of an
integrated national research network it is in an excellent position to collaborate closely with
international trial networks (e.g. Paediatric Rheumatology Collaborative Study Group (PRCSG), the
Paediatric Rheumatology International Trials Organization (PRINTO), the Childhood Arthritis and
Rheumatology Research Alliance (CARRA)) while fostering its unique contribution to the
transformation of clinical practice by driving both knowledge advance and quality of care of patients
with JIA.

Meetings of the ARC Clinical Studies Groups

The Chair of the CSG has monthly one-to-one teleconferences with the Medical Director of the arc,
Professor Alan Silman. In addition, he has monthly teleconferences with the Chairs of the seven arc
CSGs (http://www.arc-research.org.uk/default.asp) including Paediatric Rheumatology. Bi-annual

two-day meetings of the Chairs of arc CSGs also take place. Along with other important arc CSG-
related meetings of note (e.g. Industry Liaison Leads Meeting with high-ranking representatives of
major Pharmaceutical Companies; CLRN Directors, UK Clinical Trials Unit Directors, etc..) these
ensure the closest integration of the CSG into the activities and structure of the arc.

At the same time the Chair participates in all meetings of the MCRN CSG Chairs.

BSPAR and Informing the BSPAR Community

In discussions with the BSPAR Convenor, it was established that the Chair is a co-opted member of
the BSPAR Executive. In addition Dr Lucy Wedderburn, as Chair of the BPSAR Research Sub-
Committee sits on the Executive. These positions ensure full participation and contribution to the
activities of the MCRN and other MCRN CSGs and the entire BSPAR community. The Chair gives
regular written updates to the Executive which are available via the BSPAR website.

The Chair wrote to all BSPAR members at the outset of the CSG informing them of the project and
AYOAGAY 3T TFdf € LI NGAOALI GAZ2Y Ay it FaLlSOoha
AGM in Birmingham in October 2007 and spoke in detail with the BSPAR Research Sub-Committee
about it. He has met with the BSPAR Nurses forum to present and discuss the role of the CSG. The
whole CSG gave a detailed update to the BSPAR Research day in July 2008. The Chair (and some CSG
members) have written over a dozen e-circulars to BSPAR members over the course of the last
eleven months updating them regularly on activities of the CSG, highlighting role of all members to

AYT2NY FyR RNAGS GKS /{DQa 3ISyRIS YR AYyQGAlGAyYT
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Topic Specific Groups

Topic-specific groups have been established and supported for the task of developing of key

research themes. These groups gather under disease-specific groupings or themes of intervention. In

these environments, multi-disciplinary expertise informs project development. This includes access

to clinical research infrastructure support such as experts in statistics, trial design and data

management, pharmacy and formulations, basic science and genetics, as well as consumer
representation. The CSG therefore has the opportunity to respond proactively towards the paucity

of robust evidence for the treatment of paediatric rheumatic disorders, and ensure the highest

quality of clinical trials.

At the inaugural meeting of the CSG (January 2008) a series of topic-specific groups (TSGs) were

established. This was to providS I YSOKI YAAY F2NJ LINAYF NARf & LINBLI Of
comprehensive strategic portfolio. The aim was to build on existing strengths in the UK Paediatric

Rheumatology Research Community while supporting other key clinically important research areas
YSSRAY3 RSGSt2LIVSYyldod 9F OK { OA Sy GLASINGEC yaiS YFo2SNNJ (2KFS &l
and facilitate integration of the various activities of the TSGs into the overarching work and strategic

portfolio development of the CSG.

Each TSG has an inclusive membership and its activities are publicized via the BSPAR E-Mailing, and

regular meetings of BSPAR and the BSPAR Research Sub-Committee, and specifically through the

/ { DQa ( K NID&ails dfShe ASEs(aim hd@ir activities are outlined under 4 5 S@St 2 LIYSy i 2
ySé GGNRIFIft&a k NBfIFIGSR addzRRAS&a¢d o06St260

CSG structure

The CSG has face-to-face meetings three times / year. In 2008 these have taken place in January

(Liverpool), July (Bristol), and the next meeting is scheduled for October (London). Monthly
teleconferences also take place. MA ydzi Sa 2F | ff YSSdiAy3aa IINBE LRadsSR
¢KS FAIdANB o0St2¢g 2dzif AySa GKS aidNHzOGdzNE 2F GKS
Trials Initiative, and its links with relevant collaborative organisations:
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CSG Websites
The CSG has three websites that are all linked and updated regularly. These ensuring its activities are
as widely publicised and inclusive as possible to all relevant stakeholders. Significant updates of the
websites are advertised by an e-mailing to all BSPAR Members.

e MCRN Website: http://www.mcrn.org.uk

e arc Website: http://www.arc-research.org.uk/med director/paedrheumcsg.asp

e BPSPAR Website: http://www.bspar.org.uk/pages/paed rheum CSG.asp

CSG Publications and Presentations
To date, in addition to the work carried out by the Chair and CSG members to present the work of
the CSG within the UK Paediatric Rheumatology community, the following publications /
presentations have also taken place:
e Improving evidence base for treatment of JIA: the challenge and opportunity facing the
MCRN/arc Paediatric Rheumatology Clinical Studies Group. Thornton J, Beresford MW,
Clayton P. Rheumatology 2008;47:563-566
e A new new paradigm for musculoskeletal clinical trials in the UK: the Arthritis Research
Campaign (arc) Clinical Studies Groups Initiative. Silman A. (Consulting Editor ¢
Acknowledged) Rheumatology 2008; 47(6): 777-T T P s dole fardd Qarticular unique
exemplified)
e @/ wb YR (KS a/wbk! w/ tI SRAZ+Invitddspeaker o3hdzY I (2 2.
Marie Curie sponsored Translational Research in Paediatric Rheumatology meeting entitled:
G!' YGAOALN GAYy3T OKIYiaddy ORARRKMEYRSOOSYRI¥Sy LG
e A!'Y tFSRAFGNRO wKSdzyl G 2 tviavBeresfard, AW/ Bailddmf PA ¢ NA | &
Brogan, HE Foster, AV Ramanan, ME Rooney, UU Shah, W Thomson, LR Wedderburn, P Woo,
2y O0SKIFtF 2F U #&Sraediaki® RhauhlY( 24 /2v@lék / f Ay A Ol f { Gd

~—h
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Accepted for presentation at the Paediatric Rheumatology European Society meeting,
September 2008

CSG Consumer Involvement
The CSG has from its outset sought to include Consumers in its activities. This has been actively
developed in close collaboration with the MCRN Consumer Liaison Officer. Following widespread
publicity, three excellently qualified consumer representatives have been appointed to the CSG.
These represent geographical distribution including a devolved nati2 y Qa NBLINBaSydl G A @Sz
of personal professional experience as well as their particular role as lay members.
Pilot models are being set up for consumer comment on the wider CSG agenda. These include:
e Child / parent consumer groups on issues related to a specific TSG agenda (e.g. JSLE TSG)
e Consumer group meetings to discuss the remit and wider agenda of the CSG (e.g. Coventry /
West Midlands)
e Fostering existing consumer links / representatives in a range of areas of clinical / research
activity (e.g. existing links through the TSG members)
e Developing a Database of Consumers/Shadow Consumer Panel in various disease areas of
paediatric rheumatology

MCRN Adopted Trials/ Studies

The following Trials / Studies have been already been adopted into the MCRN portfolio with the

adzLILI2 NI k AyLdzi 2F /{D aSY0oSNB IyR N5 NBftSgIyi

Acronym Study Title

POPS Study Prevention and treatment of steroid-induced osteopaenia in children and
adolescents with rheumatic diseases

MYCYC Trial A randomised clinical trial of mycophenolate mofetil versus
cyclophosphamide for remission induction in ANCA associated vasculitis

Roche - A 12-week randomized, double blind, placebo-controlled, parallel group, 2-

Tocilizumab in sJIA  arm study to evaluate the efficacy and safety of tocilizumab in patients with
active systemic juvenile idiopathic arthritis (sJIA); with a 92-week single arm
open-label extension to examine the long term use of tocilizumab

UK JSLE Cohort UK Juvenile-onset Systemic Lupus Erythematosis Cohort Study & Repository:

Study & Clinical Characteristics and Immunopathology of Juvenile-onset SLE

Repository

SPARKS CHARMS A study of the immunological and genetic mechanisms of response, and
psychological response to, standard disease management in JIA

CSG Membership
aSYoSNH GSNBE FLILRAYUGSR I O02NRAY 3 02 GKS /{DQa
competitive process. They are at present, as follows:

Dr Michael Senior Lecturer (Clinical) in Chair Chief October
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Beresford

Dr Eileen
Baildam
Dr Paul Brogan

Mrs Sharon
Douglas
Professor Helen
Foster

Ms Laura
Pilkington

Dr Athimalaipet
Ramanan

Dr Madeline
Rooney

Dr Wendy
Thomson

Dr Utpal Shah

Dr Katharine
Venter
Dr Lucy
Wedderburn

Professor
Patricia Woo

Paediatric Medicine /Honorary
Consultant in Paediatric
Rheumatology at the
University of Liverpool,
Liverpool

Consultant Paediatric
Rheumatologist

Senior Lecturer/Consultant in
Paediatric Vasculitis at Great
Ormond Street Hospital,
London

Consumer Representative

Professor of Paediatric
Rheumatology at Newcastle
University, Newcastle
MCRN Coordinating Centre

Consultant Paediatric
Rheumatologist/Honorary
Senior Lecturer at the
University of Bristol, Bristol
Senior Lecturer in
Rheumatology at Queens
University, Belfast/Consultant
Rheumatologist at Musgrave
Park, Belfast

Reader at the arc Epidemiology
Unit, the University of
Manchester

Formulations Research Fellow
for the MCRN, Liverpool
Consumer Representative

Reader /Honorary Consultant
in Paediatric Rheumatology at
Great Ormond Street Hospital,
London

Professor of Paediatric
Rheumatology/Head of the
Centre for Paediatric and
Adolescent Rheumatology,
Institute of Child Health at the
University College
London/Honorary Consultant

JSLE TSG

Scientific Member
Scleroderma TSG
Scientific Member
Vasculitis TSG

Consumer
Representative
Scientific Member
JIATSG

CSG Administrator

Scientific Member
Uveitis in JIA TSG

Scientific Member
Bone Health TSG

Scientific Member
JJA. TSG and Basic
Science / Genetics
Advisor
Formulations
Research Fellow
Consumer
Representative
Scientific Member
JDM TSG
BSPAR
Chair

Scientific Member

Research

Auto-inflammatory
TSG

Investigator of
the LUPUS Trial;

N/A

Chief
Investigator of
the MYCYC Trial

N/A

N/A

Administrator
of the MCRN
CSGs

N/A

Chief
Investigator of
the POPs Study

N/A

N/A

N/A

Chief
Investigator of
the SPARKS
CHARMS Study
Principle
Investigator of
the Tocilizumab
Trial

2007

January 2008

January 2008

June 2008

January 2008

May 2008

January 2008

January 2008

January 2008

September
2007
June 2008

January 2008

January 2008
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at Great Ormond Street

Hospital
Mrs Joanna Consumer Representative Consumer N/A June 2008
Worsfold Representative

The CSG is very grateful to the invaluable input of Professor Tauny Southwood, Scientific Member of
the RANII CSG representing paediatric rheumatology, who initiated the integration of paediatric
rheumatology into the MCRN. In addition to Ms Jennifer Blakeburn, who was administrator for the
CSG in its initial phase and Dr Sarah Rudkin, Research Manager at the arc who coordinates the
activities of the arc CSGs including this one.

Two calls have been sent out for Allied Health Professional and Clinical Nurse Specialist. No
applicants came forward, and this is still open for applicants. Agreement made with the BSPAR
Clinical Nurse Specialists to allow targeted

CSG Meeting: Summary
Below is a summary of the meetings that have taken place since the CSG was started. Minutes of all
meetings available on websites or from the CSG Administrator (laura.pilkington@liverpool.ac.uk)

28" January 2008 15 e Inaugural meeting, including participation by Director
(face-to-face) MCRN, Medical Director ARC, MCRN CTU
e Discussion about the overview and remit of the CSG
e Establishment of the development of Topic Specific Groups
(TSGs) for areas of key strategic support
e Agreed Terms of Reference
Al April 2008 6 e TSG update ¢ initial ideas and plans
(teleconference) e Newly adopted trials (x2)
e Recent approaches to the CSG re trials
e Consumer representation ¢ call for applicants
e ERANET ¢ agree to participate / time lines
6" May 2008 8 e ! LIRIGS 2y 1w/ Qa { hdtie T2NJ J
(teleconference) e 5A40dzaaA2y | o62dzi F NOQa ¥Fdz
e Update from the each TSG
e |dentification of Biologics as key strategic focus
e Discussion about collaborating with CARRA
e Decision to convene a Bone Health TSG
e Uveitis in JIA ¢ Agree to support meeting re trial proposal
2" June 2008 10 e Update on work of CSG re Biologics and BSPAR
(teleconference) e TSG leads provided a brief update on recent developments
and informed the CSG of future plans
e Discussion about the advisory role of the CSG
e Update given on membership; consumer representatives,
clinical nurse specialist, allied health professional
8" July 2008 16 e Introduction of Consumer representatives and discussion
(face-to-face)

8|Page



about their roles on the CSG
e Development of CSGs portfolio and progress with each TSG
e Prioritization of study proposals to take forward for funding
to the arc in November
o |dentification of key areas for probable strategic support
e Biologics¢dzLJRIF 0SS | YR RA&AOdzAaA2Yy
discussions proceeding with MCRN re adoption; agreement
to carry out feasibility study
e MCRN Coordinating Centre update
a" August 15 e Update relating to the Biologics Registry Including MCRN
(teleconference) Adoption
e JDM / Vasculitis project ¢ supported and to take forward
e Discussion re support for Genetics project
e Update from the coordinating Centre
e Discussion about membership

Reactive Role of the CSG (Studies Reviewed by the CSG):

The CSG has responded promptly to all applications from investigators to it for advice and support.

Some of these coincided with the initial setting up of the CSG and therefore investigators were

informed of this and kept up to date with progress. Where specific application came to the CSG for

arc funding, the investigators have been invited to participate in the development of tK S/ { DQa

strategy accordingtothearcQad A YA GA Il G A BS I ad fifal TriSs&Funding & dzo & Slj dzSy
opportunities as outlined in the arc website.

The following studies / trials have been directed specifically to the CSG since it was established:

MYCYC Trial - A randomised Funded December Comments Adaptations for
clinical trial of Study 2007 / submitted to Paediatric patient
mycophenolate mofetil January 2008 investigators inclusions achieved;
versus cyclophosphamide for (via email) successful MREC
remission induction in ANCA approvals;
associated vasculitis Adopted by MCRN
Tocilizumab Trial - A 12-week Industry January 2008 Comments Adopted by MCRN
randomized, double blind, Fynded (via email) submitted  to

placebo-controlled, parallel Study the

group, 2-arm study to investigators
evaluate the efficacy and
safety of tocilizumab in
patients with active systemic
juvenile idiopathic arthritis

(sJIA); with a 92-week single
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arm open-label extension to
examine the long term use of

tocilizumab

Optimal exercise programme Initial proposal May 2008 Setting up Bone Awaited
and level for bone accrual in ¢ seeking ARC (via email) Health TSG

children? funding

Multicentre RCT Initial proposal May 2008 Setting up Bone Awaited
bisphosphonates for AVN of ¢ seeking ARC (via email) Health TSG

femoral head funding

Functional development of Initial proposal May 2008 Setting up Bone Awaited
MS system and skeletal (¢ seeking ARC (via email) Health TSG

fragility during childhood and funding
adolescence

Trial of Early Aggressive FundedStudy May 2008 (via Comments Support for
Therapy in Juvenile Idiopathic email) submitted to collaboration with
Arthritis (TREAT in JIA) CARRA CARRA but not for

trial (timescale and
intervention)

RCT of efficacy of Seeking Initial January Comments Supported by CSG ¢
adalumimab in paediatric funding 2008; submitted to application underway
uveitis secondary to juvenile August 2008 investigator; with MCRN CTU for
idiopathic arthritis funding

Proactive Role of the CSG (Studies Developed by the CSG)

From its establishment, the CSG has seen its major role in fostering the proactive development of a
comprehensive portfolio for clinical trials and related studies covering the spectrum of major disease

areas in paediatric rheumatology.

This is of particular relevance to its role within the arc who look to the CSG to develop a detailed

strategic approach to UK Paediatric Rheumatology Clinical Trials and Related Studies, but also

ensures a robust and comprehensive portfolio to be submitted and adopted by the MCRN / UK CRN.

A key driving force for the proactive work of the CSG is therefore:a L & G KA a GKS 1S@& Of A\
GKA& FNBF G2 FaiKé

The CSG is developing its proactive activity in an inclusive, open and collaborative way with all

potential stakeholders. It achieves this through its ethos, structure and the wide publicity of its

activities and initiatives summarised in also in this Report.

It is recognised by the CSG that clinical trials can provide a good opportunity to collect well

OKIF NI OGSNR&ASR Of AyAOl ¢ RFGF O6AYyOf dZRA-gHE (A8 dzB886a
and warmly welcomed by the arc.

¢ KS /prpaBti@&pproach has two main focuses:
. Development and support for its Topic-Specific Groups (see also above)
o gadlofAaKYSyld 2F 02YY2y SELISNIAAS NEBtFdAy3
cross the various TSG-related activities.
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Themes and Tools

The themes and tools established by the CSG are as follows:

Acceptability of intervention Characterised phenotype cohort studies
Quality of Life Biomarkers

Health Economics Genotype / Phenotype

Cardiovascular risk Pharmacogenomics

Skeletal Health Pharmacokinetic studies

Orphan drugs Pharmacovigilance

International collaboration Mechanism of disease

Assessment of availability, use and Phase Il and Il studies

the need for development of age-

appropriate formulations

Development of new trials/other well-designed studies

The development of new trials and other well designed studies is taking place through the work of

the TSGs. The various TSGs, their CSG-link person and a brief summary of their initial study
development are outlined in the table below. These activities are open and inclusive to all interested

a0 1SK2ft RSNAX YR NX3dzZ F NI dzLIRF GS& | Niilings oOf dzZRS R
BSPAR members.

A summary of the TSGs and their initial focus of activity:

Auto Inflammatory Professor Patricia Woo Tocilizumab Trial (systemic JIA) adopted;

Diseases developing links with European collaborators
to study clinical and genetic aspects of auto-
inflammatory diseases

Bone Health Dr Madeleine Rooney Priority support for POPS Trial. Process of
convening Paediatric Bone-Health meeting
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Formulations &
Pharmacy

Juvenile
Dermatomyositis

Juvenile idiopathic

arthritis

Juvenile-onset SLE

Childhood
Scleroderma
Uveitis in JIA

Vasculitis

Dr Utpal Shah Scoping exercise sent to BSPAR community C
priorities of formulation / palatability issues
with focus on Methotrexate

Dr Lucy Wedderburn Vasculopathy in JDM; possible participation

in PRINTO JDM; development of on-going

JDM study
Professor Helen Foster 5S@St2LIAY3I |y | 3 Sk
Dr Wendy Thomson AY tFSRAIFGNARO wKSdzy
assessment

Dr Michael Beresford Building on UK JSLE Study Group ¢ Steroids
in JSLE; MMF and cyclophosphamide in
JSLE; B-cell depletion in JSLE;

development of paediatric BILAG

severe
Dr Eileen Baildam (and JIA) Possible link with PRES Systemic Sclerosis
Study; localized scleroderma intervention

Dr AV Ramanan RCT of adalumimab in uveitis secondary to
JIA;

MYCYC Trial adopted with support of CSG;
Links with EUVAS; vasculopathy in JDM

Dr Paul Brogan

TSG-specific meetings

The following table summarises some of the specific meeting-activity of the TSGs illustrating how the

development of studies is going ahead:

UveitisandJIA o
Face-to-face, °
June 20" 2008, .
Bristol .

JIA °
Face-to-face °
8 "WdzZ & WY,
Bristol

Vasculitis °
Teleconferences o

JDM .

Rheumatologists and Ophthalmologists representing 6 UK centres

To discuss future research initiatives in children with Uveitis and JIA.

Well attended; general ideas and two trial design proposals were discussed.
the following trial design was agreed: A multi-centre, two-part, 1-year Phase
3 study with Part | consisting of a 12-week randomized, double blind,
placebo-controlled, parallel group, 2-arm study to evaluate the efficacy and
safety of Adalumimab in patients with active Uveitis in association with JIA
refractory to subcutaneous MTX therapy; with Part Il a 40-week single-arm
open-label extension to examine chronic safety and efficacy.

As part of BSPAR Research Day, call for ideas

Exploring biologics (all biologics, all diseases in which used)

Qualitative / survey regarding the design, feasibility and requirements of
conducting a prospective cohort study(ies) of children on biologics

Associated with the MYCYC Trial

Biomarkers in vasculitis; possibilities of trial in Childhood PAN

Vasculopathy in JDM

Feasibility of PRINTO JDM Trial
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Teleconference Development of JDM Cohort and Biomarker Study
71 dz3dza G e Vasculopathyin JDM
Scleroderma

Systemic sclerosis ¢ development of links with European collaborations
Teleconferences e |ocalised scleroderma ¢ developing links for interventional trials

JSLE e  On-going agenda of JSLE Clinical Trials Initiative

Face-to-face e Considered RCT of steroid use in induction of initial / flare including
7"WwdzAt & W methylprednisolone and weaning regimens; however for this, and also B-cell
Bristol depletion trials, need stronger evidence base for biomarkers / disease activity

scores in JSLE ¢ particularly paediatric BILAG - this therefore is the priority for
the next six months

Prioritisation of future research topics relevant to the CSG

The CSG has set a time frame of late autumn 2008 to develop its initial comprehensive strategic
portfolio for clinical trials and related well-designed studies. This is also for submission to the arc as
partofthearcQd AYAGALI GA@GS® ' G GKS alyYS GAYS A

A&
Ada 2NBFYAO YR gAff S@2f BST lcbs@of idvestigatois Knd th&k S/

CSG and new initiatives that come arise.

Prioritisation of studies is at an early stage and is being undertaken by the TSGs and then in open
discussions at CSG meetings. Recognising the importance and relevance of the proposed study, as
5S¢t f 4 fAYAGSR LI GASYld ydzYoSNBRIZI Of AYAOALlY

K

NE O
{D

Ay

keyOf AVAOLE jdS&aiA2y Ay GKA&Z FNBF G2 FalkKé GKS 7

To date (August 2008) the CSG has identified from the activity of the TSGs a number of specific
projects it has adopted and will already support in their current development.

ERA-NET PRIOMEDCHILD

The CSG has actively participated in the ERANET Process to extend its role across the development of
a trans-national research programme in paediatric rheumatology.
This is of particular importance in view of the rare / orphan diseases common to paediatric

NKSdzyYlFG2f23ed LG A& +faz2 Ay @GASs 2F (KS$rde{ DQa S:

in proactively contributing to setting the international paediatric rheumatology clinical trials agenda.

LG &adzoYAGGSR | aSNRASa 2F {(S& LINAZ2NARGE | NBI &

actively participated in the Delphi Consensus Survey, and encouraged the whole of the BSPAR
community to participate.

Links with the Pharmaceutical industry

The CSG sees its role as close partnership with the pharmaceutical/biotech industry to maximise the
development of safe and effective medicines and formulations for children. In addition to non-
commercial research, we support both industry-sponsored and investigator-led (independent)
partnership studies in over 100 NHS sites serving approximately 6 million children. We are currently
supporting several industry-sponsored studies, with both multinational and small companies.

13| Page
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Progress since the previous 2006 Report

As there was no MCRN/arc Paediatric Rheumatology CSG in 2006, and no specific reference to

paediatric rheumatology in the RANII report of 2006, it is not possible to comment on whether

specific parameters have been achieved. However this current Report outlines the progress that has

been made in this area.

Future Work Plan for 2008/09

In just over 6 months since its inaugural meeting, the MCRN/arc Paediatric Rheumatology CSG has

initiated a process that will now mature and develop over the next 18 months.

The future work plan of the CSG includes the following:

Infrastructure

Standard Operating
Procedures

Topic-Specific
Groups

CSG Portfolio /
Strategy
Membership

Awareness of the
CSG in the wider
research community
Proposals for linking
into existing RCPCH
research groups

In setting its Terms of Reference, Roles, Structure, Membership, Publicity,
Consumer Involvement, and initiated regular meetings (face-to-face and
teleconferences), it has developed the initial infra-structure to optimise the
success of its work. This infra-structure needs maturing and consolidating.
With each new activity the CSG undertakes, it has started to develop
Standard Operating Procedures to enable subsequent activities of the CSG to
work smoothly and quickly. Examples include: feasibility studies,
dissemination of information to BSPAR, establishing collaboration with a
CTU, CSG support for investigators, etc.. etc.. Preliminary Standard Operating
Procedures for the CSG need to be tested and refined and new ones
developed as the work of the CSG extends
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fostered and developed for each TSG, with the support and expertise of the
multi-disciplinary CSG membership

The initial time frame for this is autumn 2008, with six-monthly review and
development

The CSG has undertaken a careful process of appointing members to the CSG.
Attempts to appoint an Allied Health Professional and Clinical Nurse
Specialist have been in place. Ad hocmembers of the CSG may be called
upon to support the work of the CSG. It is not otherwise anticipated further
members will be appointed for the time being, although this process will be
reviewed regularly

This Report outlines the mechanisms by which the CSG is attempting to
achieve this. These will be reviewed and audited on a timely basis

This has already taken place with the major relevant group (BSPAR). However
links have already been established at various levels with the British
Association Paediatric Nephrology (BAPN) through the Nephrology CSG, and
British Paediatric Bone Group and the CSG will aim to foster these links
where possible. Links with the other arc CSGs has been established in certain
specific areas and these links will also be fostered for collaboration
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Summary

This Report has outlined the work of the MCRN/arc Paediatric Rheumatology CSG since appointment
of its Chair and the last six months activity since its inaugural meeting.

It has been an exciting time and much has been achieved already. It has been the fruit of the
expertise and strong collaborative ethos of the CSG, integrated closely into the established clinical
research community of UK Paediatric Rheumatology, supported by the unique partnership that the
CSG forged between the expertise and extensive resources provided by the MCRN and arc.

The CSG offers a real opportunity for the development of a comprehensive, nationally agreed and
scientifically robust research strategy for clinical trials and related studies in paediatric
rheumatology. It is anticipated that the CSG in this way will contribute to major advances in the
treatment of rheumatological diseases affecting children.
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