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1. Executive Summary(including top 3 achievements in the year)

An important focus of theCSGthis yearhas been to strengtherthe translational science
portfolio. Thishas been demonstratedhrough recent successful fundig applications oftwo key
translational studiesand the appointment oftwo new members with a focus on the pathology
and biologyof childhood cancer

A challenge for theGroupwas that several studied have clasd within the past 1218 months;
however, the number of studies in development and submitted for funding has been high and we
anticipate several studies openingn 2017-2018.

The CCL CSG heldhannual trials meeting in November which was highly successful with a

larger registation than in previous yearsThe meeting now brings togetherlal t ri al s i n chi
cancer with the leukaemia trials movinghis yearfrom a joint meeting with the adulHaem Onc

CSG into a meeting focusedn ch i | d caecer @rglleukaemiatrials across the portfolia

The CSGBubgroups are particularly active with new studies in development and submitted for
funding across allSubgroups

2. Structure of the Group

The Group now has a good balance of representation across the wide range of tumour sitense
within chil dr en?os,and thengeagraphiaahbdlancedsialsairapnovirdjhere is
also an increased focusn pathology and opportunities for translational researchith the
appointment of Dr Deborah Tweddle and Professor Andy Hall

The Subgroups continue to be extremely active, developing cliniddals across the portfolio.
There is dso astrengthening partnership with the CCLG Special Interest Groups.

We would like to thankPrdafessor Ajay Vora and Dr Amy Michalski for their hugecontribution as
CSGSubgroup ®airs in leukaemia and brain tumours respectivelyVe look forward to working
with Dr Philip Anclifand Professor Simon Bailey as they take over responsibility for these very
active Subgroups.

TheCCL CSG/CCLtrinee scheme continues to be very popular and there was recruitment of
the second cohortof traineesto all subgroupslast summer.Feedback to date has been positive,
with mentors and projects assigned to all new recruits.
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3. CSG & Subgroup strategies

Main CSG

A keyCSGstrategy continues to be addressing theanmet need for patiens with rare tumours
(with poor outcomes) and thosavho relapse and the need toincrease availability of and
participation inearly phaseclinical trials. There has been significat progress towards this during
the reporting period with the recently funded translational studieshe increase in funding for
paediatric ECMC centreand improving access to new agents through close working with the
pharmaceutical industry.

Another important theme of workfor the Groupis our partnership with the TYASGIn developing
studies that cross the age barriers and potentially improve outcomes for patients through
childhood, adolescence and into adulthoodAn example of a major achievement irhis area is

the funding of the collaborative International Phaskl Study for Low and Standard Risk
Extracranial Germ Cell Tumours whidchiso includes translational biologicbkelements. The Germ
CellTumourSubgoup isworking across CSGs (with thee$tis and Gynaecological CSGs) creating
a national consensus approach to the treatment of patients with GCT stratified for age and risk
and a further grant is being submitted in June 2017

The CSGs working withpartnerstoexpandc | i ni cal tr i al cenaegprasedrchin f or
the UK There is a focus on the timelppeningof studies and addressing the challenges of
openingstudies with sponsors outside theJK Further to feedback from the 201516 annual

report, the Groupheld an indepth discussion in their October CSG meeting to discuss optimal
structures for increased capacity, which was followed up by the Chair in a call to the NCRI Clinical
Director.

CNS Subgroup (ChairProfessor Simon Bailey)
Dr Michalski who hasdone an outstanding job of leading the CNSuBgroup for a number of
years stepped downand was replaced by Professor Bailey

A number of European studies are open in tHéKincluding the SIOP ependymoma study, a
Europe wide umbrella study (opened Decemb2015) which is open in 12 centres with mor@ue
to open. This is underpinned by a national MDT for ependymoma. The SIOP CNS germ cell study
continues to recruit in many UK centres. PNET5, the European standard risidoiblastoma
study is open in fiveUK centres with a funding request to open further centres. This is
underpinned by a national molecular diagnostic serviaghich essential for the trial but is being
extended for all children with medulloblastoma. The BIOMEDE study for children with diffuse
intrinsic pontine glioma is open in a number of centres. This study requires an upfront biopsy
before allocation to a treatment group with early phase agent&.number of other European
trials, some being led by the UKare indevelopment for a number otumour types. his is in
addition to the increasing number of early phase trials for children with CNS tumours.

Neuroblastoma Subgroup (Chair, DMark Gaze

TheSubgroup has been very active, with face-face meetings on 20 September 2016 and 17
March 2017 and supplemented by four telephone conference§he Subgroupalso held a
national Neuroblastoma Clinical Trials Meeting on 21 September 2016 in association with the
CCLG to showcase our clinical trial portfolio, with consumer involvement from both

Neurobl astoma UK and Solving Kids®& Cancer. There

was excellent, prompting us to make this an annual event.



Membership has been refreshed following the departure of Mr Squire and Dr Morgenstern, by the
recruitment of a radionuclide radiologist, Dr &on Wan, and paediatric surgeoMr Hany Gabra.

In addition, we have an active and influential consumer member in Mr Nicholas Bird, and a
trainee representative who is undertaking projects under the mentorship thie former Chair, Dr
Wheeler.

T he Subkpyiotarnatidreal randomised phase lll trial, the SIOPEN HRjisk Study, is
nearing its conclusionas recruitment to its fourth and fifth randomisations are completed. A
landmark paper has been published in Lancet Oncology with the results of the hitise
chemotherapy randomisation, showing improved survival and lower toxicity with the European
schedue compared with the American.

Leukaemia Subgroup (Chair, Professor Ajay Vorpoutgoing], Dr Phil Ancliff [incoming])
Professor Ajay Vora has completed a foyear term asChair and handed over to Dr Phil Ancliff
from March 2017. Dr Alice Norton has beenppointed as cclead for new agentsand Amy
Mitchell, statistician for UKALL 2011, has been appointed for input on statistical matters.

Recruitment to the first (Ridexamethasone) randomisation of UKALL 2011 was closed on 31
March 2017 following a review othe R1 data by the DMC which showed that the short
dexamethasone was unlikely to be associated with fewer side effects. We are partnering with
Dutch (DCOG), German (COALL), Scandinavian (NOPHO), Belgian (BSPH®Ytaggdiese
(SHOPYroupsto develop a sucessor international trial for first line treatment of children and
young persons with ALL.

The standard risk arm of the international relapse ALL trial, IntReALL, is open in Manchester with
other centres to open over the next few months. The pharded Blinotumumab randomisation

for high risk relapse has opened to recruitment. The first line AML trial, MyeChild01 started
recruiting in June 2017.

A pilot international study of Blinatumomab for infant ALL and an international study for Ph+ ALL
(EsPhALICOGcollaboration) will open in 2017 .The Subgrouphas supported new agent studies
for relapse and refractory ALL and CML.

Novel AgentsSubgroup (Chair, Dr Darren Hargrave)

The Novel Agens Subgroup remains very active withhie portfolio including20 open trials: 11
dose finding (phase I/1) anchine phase Il trials. Of these, 6@ arepharma industry sponsored
The portfolio focuses ortargeted therapies includingALK, BRAF, DNA rig/transferase, ERBB,
EZH2, MEK and/EGFR inhibitorsThere has also been an imease inimmunotherapy studies
e.g.the CRUKsponsored first in human study of 1RGCART therapin patients with relapsed or
refractory neuroblastomahas recruited 10 patients, withnine cell therapy products made and six
infusions administered Also, ompletion of the first phase of he immune checkpoint inhibitors
pembrolizumab and atezolizumab in relapskrefractory childhood tumours.

There have been multiple presentations from the portfolio includirsix at the ASCO anBSMO
annual meetings. There e at leasteight early phase trials planned to commence in 201:2018.
The Newcastle Cancer Centre Pharmacology Group provides national support for paediatric
pharmacology studieswith nine open studies and 94patients recruitedin this reportingyear.

In addition to theSubgroupd s cor e act i vi t,thereohfive bearrtwoynajprhase tr i a
initiatives this year. Firstly, the Paediatric Experimental Cancer Network renewal fig Dr Guy

Makin) was developed and submitted for an expanded and enhancedgzhatric ECMC to

facilitate the delivery of early phase trials, biomarker studies and translation of preclinical work to
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trial development. The renewal was successful and for the first tigthe NIHR, CRUK and Chief
Scientist Office for Scotland will allésupporting the additional funding for the expanded
network. The second major initiative has been the development of a National Molecular Profiling
programme to facilitate precision medicine/biomarker stratified early phase clinical trials and
this has been led by ProéssorLouis Chesler ad Dr Darren Hargrave. £1.5Mvas awarded from
Children with Cancer UK to setup and support the infrastructure to run a customised paediatric
NGS panel for children with cancer in the UK. In addition, tBeibgroup develope& and submitted

to CRUK a related proposal fdstratified Medicine Paediatricgo expand the targeted NGS panel
to a -oOmudd& ipl at f or miatdcand I¥Airetagsedosalid/laineumours he final
decision from CRUK will be expected in the rteneporting year.

Germ Cell TumourSubgroup (Chair, Dr Sara Stoneham)
Major achievements

9 Collaborativeinternational phase Ill trial design for low risk and standard risk extracranial
GCT patients agreed, funded and recently opened in first country (USA).

1 Opening of international phase lll trial for all high risk extracranial GCT patientthie UK;
this includesmale and female and inclusive eligibility for children and TYA

1 Both new clinical trials include translational biology elements with confirmagotesting of
new diagnostic/surveillance biomarkers.

9 Crosscutting NCRI CSG trial endorsement in UK frahe NCRI Testis, Gynaecological and
CCL CS§ thus for the first time creating a national consensus approach to treatment of
patients with GCT bettestratified for age and risk.

1 Ontarget recruitment to international SIOP intracranial GCT clinical trial.

9 Active participation in the NHSe GeCIP testis domain.

Areas of strength
1 International collaboration and crossCSG working.
1 Deliberate consideratiorof design to ensure eligibility of TYA patients in trial design.
9 Trial design agreed across different medical disciplines currently delivering regimens for
male and female patients differently.

4. Task groups/Working parties
The CSG currently has no active wiing parties
5. Patient recruitment summary for last 5 years

IntheChi I dr ends Ca nGSeportfolo, 11l wialskclasedrid racruitment and3
opened.

Table 1 Summary of patient recruitment by Interventional/Non -interventional

Year All participants Cancer patients only % of cancer patients relative
to incidence

Non- Interventional | Non- Interventional | Non- Interventional
interventional interventional interventional

2012/2013 | 1077 491 632 483 - -

2013/2014 | 1419 625 751 625 - -

2014/2015 | 1605 643 795 643 - -

2015/2016 | 1412 715 749 715 - -

2016/2017 | 1228 630 594 630 - -
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The slight fall in the number of cancer patienteecruited to interventional andnon-interventional
studies this year reflects the reduction in the numbers of trials in the C®Grtfolio last year.
However, anumber of new studies have now been funded and it is anticipated that the

recruitment will increase significantt in the coming 1218 months.

6. Links to other CSGs international groups and network subspecialty leads

Professor Andy Hall has been appointed this year and will represent the CCL CSG/Hath. The
Chair has contributed to theNCRI strategic work on the Living With and BeyondnCer (LWBC)

initiative.

The Groupis developing fomal links with the Natioral Sub-Specialty LeadqSSLs)and a report
will be sent to allSSLsfollowing each CSG meeting, highlighting the development of new studies
and important developments relevant to study implementation across the network.

The CS@lso has close links to othe Partners. The Chair coordinated a esearch update session

at

t h e AnGU@ILM8diirsy in JanuaryThiscomprised of an overview of theCSGstrategy and

portfolio, a presentation about the role of the CRCTU and NIHR and the development of the new
paediatric ECMC Centredor which further funding has been securednaking an expansion of

early phase studies across the UK now possible.

The CSG has actively engaged with CRUK regarding the Kids and Teens campaigddition to

increasing the profile of tle campaign, the CSG has provided an opportunity for thensumer

members to debate therole of the campaign directly with RUK.

7. Funding applications in last year

Table 2 Funding submissions in the reporting year

Cancer Research UK Clinical ResearctfCommittee (CRUK CRC)

Study | Application type | CI | Outcome

May 2016

A Phase Ib study of ch14.18/CHO in combination | Outline Dr Juliet Gray & Not funded

with IL-2 and zoledronate in patients with application Professor Pamela

relapsed/refractory neuroblastoma Kearns

Stratified Medicine Paediatrics a feasibility study | Outline Professor Louis Full

to deploy prospective genome sequencing for application Chesler& Dr Application

children with newly diagnosed or recurrent solid DarrenHargrave | Invited

tumours using a targeted rapid capture panel (Preliminary)

approach

November2016

PARC: A Phase Il study evaluating the activity of | Full (Feasibility | Dr FrancisMussai | Preliminary

Pegylated recombinant human Arginase (BQT0) | Study)

in Relapsed/refractory Cancers of childhood

SIORPNETSMB: An international prospective Full application | Dr Antony Not

study on clinically standardisk medulloblastoma Michalski Supported

in children older than 3 to 5 years with lowisk

biological profile or averageisk biological profile

CCLG tissue bank Sample Dr Deborah Supported
Collection Tweddle




The CSG has again been successful with the fund applications as noted abovéto note the full
application for SMPaeds and the resubmission of the PARC Study have been susfodly funded
along with 2 other national portfolio studies at thenost recent CRUK CRC committedhe SIOP
PNET-MB Study has been supported by the Birmingham CRCTU and will now be opening across
the UK

8. Collaborative partnership studies with industry

There are 11 open industrgponsored studies and many more in setp/discussion with pharma
partners including Amgen, AstraZeneca, Bayer, Boehringer Ingelheim, BMS, Celgene, Epizyme,
GSK, HoffmanA_a RocheGenentech, Johnson & Johnson, Merck, Novartis aRfizer. Working

with the European ITCC groyfhe first multi-Pharma paediatric basket study eSMART has been
developed and submitted to CRUK for funding support. TBeoup has been working with the
ECMC combinations alliance to further expand new industrgnnections and it is expected that
several agents will move forward into later phase studies in the next reporting year.

9. Impact of CSG activities

The SIOPEN High Risk Neuroblastoma Trial will besitig this year Membersof the

Neuroblastoma Subgoup have participated in the design and leadership of this international
study in a rare diseaseThis study has an adapted multiple stage approach with the instruction of
new randomisations as older ones closed (five randomisation questions in total, covering
induction, consolidation and minimal residual disease treatment with immunotherams well as
supportive care).Thishas led to improvements in outcome for children with very poor prognosis
cancer and has also managed to demonstrate a reduction treatment related toxicity.A

significant benefit identified through the first two randomisations of this trial have now been
adopted as a standard of care internationally.

The CSG caatinues to provide regular advie to NCRFunders, particularly the CRUKlinical
ResearchCommittee.The CSG is also contributing to the national strategy for cancer
genetics/molecular pathology, collaborating with scientific and olcal partners across the UK to
provide specific advice regarding future genomic testingn ¢ hscander e n 0

10. Consumer involvement

Two new consumers were appointed in Falary 2016 and they have been very active in their
contribution to the work of the CSGWe particularly appreciate their thoughtful and informed
contributions to the (many) studies tat we are asked to review that have been submitted to the
clinical trials committees for funding

Angela Polanco

As a consumer member, | have contributed to trial proposals, funding applications and provided
insight to researchers at CSG meetings, emphasig the importance of the patient role in
research developmentind advocating patientfocused research.

I am amember of the Novel Agents Sujroup and have attended international meetings to
represent collaborative efforts to accelerate drug development for children with cancer. | have
also actively participated in the NCRIonsumer Forum meetings and presered scientific posters
at conferences



I have commenced a MSc by research with a project relating to childhood cancer survivorship
and continued to participate within European initiatives to raise awareness of childhood cancer
research funding, survivorship issues and novel drug therapynspaigns.

As aCSGmember, | have been given the opportunity and support to be an active part of a
collaborative effort to help further childhood cancer research and be a voice for children and
families.

Nick Bird

Since joining the CSG last February, IVeactively participated in all main CSG meetings.
Outside of meetings, | haveeviewed and commented om humber ofresearch study proposals
and funding applications from a consumer perspective.

As a member of the Neuroblastoma Subgroup, | havantcipated in meetings and
teleconferences,principally around access to aMGD2 antibody therapy in the UK and input into
discussions about ongoing and future research

11. Open meetingdannual trials days /strategy days

Another successful and well attended annuatials day was held in November with argervenue
as the meeting was ovesubscribed the previous yearAlthough the majority of attendees were
consultants or doctors in trainingthe meeting was also well attended by researaturses and
trial coordinators. Thefeedback was very positive with ratings @xcellentor very good from
almost all participants

Weaim to ensure that all paediatriccancer principle treatment centres are represented. We also
encourage attendance from the paediatric oncologhared care centres where clinical trials are
open. Planning for the 2017 meeting is already well underway.

12. Priorities and challenges for the forthcoming year

Priorities

1 Tofocus on the inclusion of radiotherapy and surgeguestions within clinicaltrials. The
new study in Fontline and Relapsed RMSFaRRMS) sudy has three key randomisation
guestions relating to he role of radiotherapy in RMSThe role of surgey (and definition of
tumour resectability) isalso integral to this randomisation.

1 To improve access for all childrenvith cancer to clinical trialsln particular, to address
the barriers to recruitment into early phase studies of new therapeutic agents.

1 To work more closely with other CSGs in the development of clinical trials open to
patients of all ages and address the gaps in the portfolio.

Challenges

1 To work withpartners to ensure timely opening of the recently funded studies and
improve recruitment overall.

1 Toimplement pathways for patients with high risk and relapsed cancers to tteatified
medicines programme

1 To develop clinical trials addressing the unmet need of children with very rare tunsur
which may have a poor prognosis and the challenges of international collaboration and
funding for such studies
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Appendix 1

a

MembershipoftheChi | drends Can€®8@d & Leukaemi
Name Specialism Location
Dr Henry Mandeville Clinical Oncologist Sutton
Dr Phil Ancliff Consultant Haematologist London
Mr Nicholas Bird Consumer Epsom
Mrs Angela Polanco Consumer Warwick
Mr NeilMeemaduma* Children with Cancer UK London
Dr John Moppett Paediatric Haematologist Bristol
Professor Simon Bailey Paediatric Oncologist Newcastle
Dr Amos Burke Paediatric Oncologist Cambridge
Dr Julia Chisholm Paediatric Oncologist London
Dr AngelaEdgar Paediatric Oncologist Edinburgh
Dr Matrtin Elliot Paediatric Oncologist Leeds
Dr Mark Gaze Paediatric Oncologist London
Dr Juliet Gray Paediatric Oncologist Southampton
Dr Darren Hargrave Paediatric Oncologist London
Dr Lisa Howell PaediatricOncologist Liverpool
Dr Meriel Jenney (Chair) | Paediatric Oncologist Cardiff
Dr Pamela Kearns Paediatric Oncologist Birmingham
Dr Guy Makin Paediatric Oncologist Manchester
Dr James Nicholsoh Paediatric Oncologist Cambridge
Dr Sara Stoneham Paediatric Oncologist London
Professor Bruce Morland | Paediatric Oncologist and Clinical Director | Birmingham
Mrs Julie Evans Paediatric Oncology Senior Research Nursg Leeds
ProfessorAndy Hall Pathologist Newcastle
Dr Deborah Tweddle Professor ofPediatric Oncology Newcastle
Dr Alasdair Rankin Research Director, Bloodwise London
Professor Keith Wheatley | Statistician Birmingham
Mr lan KamalyAsl Surgeon Manchester

*denotes ex-officio/observer member



Membership of the Subgroups

Central Nervous System (CNS) Subgroup

Name Specialism Location
Ms EricaMoyes Brain Tumour Charity Farnborough
Dr Nicki Thorpe Clinical Oncologist Liverpool
Dr Tom Jacques Neuropathologist London

Dr Chris Lethaby* Paediatrician Leeds

Dr Jenny Adamski Paediatric NeureOncology Birmingham
Professor Simon BaileyChair) Paediatric NeuraOncology Newcastle
Professor Richard Grundy Paediatric NeuraOncology Nottingham
Professor Colin Kennedy Paediatric Neurologist Southampton
Professor Steve Clifford Paediatric Oncologist Newcastle
Dr Darren Hargrave Paediatric Oncologist London

Dr Andrew Peet Paediatric Oncologist Birmingham
Dr Sue Picton Paediatric Oncologist Leeds
Professor Barry Pizer Paediatric Oncologist Liverpool
Mr Connor Mallucci Surgeon Liverpool
Novel Agents Subgroup

Name Specialism Location

Dr Sam Behjati* Clinical Fellow Cambridge
Mrs Angela Polanco Consumer Warwick
Professor Ajay Vora Paediatric Haematologist Sheffield

Dr Josef Vormoor Paediatric Haematologist Newcastle
Professor Steve Clifford Paediatric Oncologist Newcastle
Dr Martin Elliot Paediatric Oncologist Leeds

Dr Darren Hargrave (Chair) Paediatric Oncologist London
Professor Pam Kearns Paediatric Oncologist Birmingham
Dr Guy Makin Paediatric Oncologist Manchester
Dr Bruce Morland Paediatric Oncologist Birmingham
Dr Andrew Peet Paediatric Oncologist Birmingham
Dr Gareth Veal Paediatric Pharmacologist Newcastle
Germ Cell Tumour (GCT) Subgroup

Name Specialism Location

Dr Gail Horan ClinicalOncologist Cambridge
Dr Dan Stark Medical Oncologist Leeds

Dr Claire Thornton Pathologist Belfast

Dr Mark Brougham Paediatric Oncologist Edinburgh
Dr Juliet Hale Paediatric Oncologist Newcastle
Dr James Hayden Paediatric Oncologist Liverpool
Dr Mathew Murray Paediatric Oncologist Cambridge
Dr James Nicholson Paediatric Oncologist Cambridge
Dr Anthony Penn Paediatric Oncologist Manchester
Dr Sara Stoneham (Chair) Paediatric Oncologist London

Dr Sarita Depani* Paediatric Oncology GRIDrainee | London

Mr Suren Arul Surgeon Birmingham
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Leukaemia Subgroup

Name Specialism Location

Dr Rachael Hough** Clinical Oncologist London

Mr Neil Ranasinghe Consumer London

Dr Anthony Moorman Epidemiologist Newcastle

Dr Brenda Gibson Haematologist Manchester

Dr Clare Rowntree Haematologist Cardiff

Dr Phil Ancliffincoming Chair) Paediatric Haematologist London

Dr Denise Bonney Paediatric Haematologist Manchester

Dr Michelle Cummins Paediatric Haematologist Bristol

Dr John Moppett PaediatricHaematologist Bristol

Dr Anupama Rao** Paediatric Haematologist London

Dr Sujith Samarasinghe** Paediatric Haematologist Newcastle

Professor Owen Smith Paediatric Haematologist Dublin

Professor Josef Vormoor Paediatric Haematologist Newcastle

Professor Ajay Vorao(itgoingChair) | Paediatric Haematologist Sheffield

Dr Donna Lancaster** Paediatric Oncologist London

Neuroblastoma Subgroup

Name Specialism Location

Mr Nicholas Bird Consumer Epsom

Dr John Anderson** Paediatric Oncologist London

Professor Louis Chesler** Paediatric Oncologist Sutton

Dr Penelope Brock** Paediatric Oncologist London

Dr Martin Elliott Paediatric Oncologist Leeds

Dr Mark GazgChair) Paediatric Oncologist London

Dr Juliet Gray Paediatric Oncologist Southampton

Dr Guy Makin Paediatric Oncologist Manchester

Dr Lynley Marshall** Paediatric Oncologist London

Professor Andy Pearson** Paediatric Oncologist London

Dr Ramya Ramanujachar Paediatric Oncologist Southampton

Professor Deborah Tweddle PaediatricOncologist Newcastle

Dr Kate Wheeler Paediatric Oncologist London

Dr Elwira Szychot* Paediatric Oncology GRID Traine( London

Professor Sue Burchill Professor of paediatric & Leeds
adolescent cancer research

Dr Simon Wan Radionuclide Radiologist London

Professor Keith Wheatley Statistician Birmingham

Mr Hany Gabra Surgeon Newcastle

* denotes trainee member
**denotes non -core member
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Appendix 2

CSG & Subgroup Strategies
A d Main CSG Strategy

Children’s Cancer & Leukaemia CSG Strategy: September 2014 - June 2016

This strategy timeline has been produced to support the CCL Research Strategy Plan of Implementation (Draft vO.3 September 2014)_ It runs from
September 2014 until June 2016, and will be reviewed and updated (by MJ, JB and SA) on a regular basis.
The document is composed of the following:

Page 2 - 5!
Page 6 - 7:
Page 8 - 9:

MCRI CCL CSG Strategy: plan of implementation, containing agreed strategic objectives (1-6), specific actions, CSG leads and proposed
deadlines.

Overview of the entire strategy timeline, spread over two pages; September 2014 - July 2015 (Page 6) and August 2015 - June 2016
(Page 7).

Strategic objectives 1la - 1e. spread over two pages; September 2014 - July 2015 (Page 8) and August 2015 - June 2016 (Page 9).
Same information as shown in the pink boxes of the plan of implementation (pages 2 - 3) and pink arrows of the overview (pages 6 - 7).

Page 10 - 11: Strategic objectives 2, 3a - 3c, spread over two pages; September 2014 - July 2015 (Page 10) and August 2015 - June 2016 (Page 11).

Page 12 - 13:

Same information as shown in the grey and teal boxes of the plan of implementation (pages 3 - 4) and the grey and teal arrows of the
overview (pages 6 - 7).

Strategic objectives 4. 5 & 6. spread over two pages: September 2014 - July 2015 (Page 12) and August 2015 - June 2016 (Page 13).
Same information as shown in the orange, yellow and blue boxes of the plan of implementation (pages 4 - 5) and the orange, yellow and
blue arrows of the overview (pages 6 - 7).

CCL strategy leads

AB
AE
AM
AP
AV
cc
DH
DHT
DR
EL
GM

Amos Burke 1B Jane Beety
Angela Edgar IC Julia Chisholm
Anthony Michalski IN James Nicholson
Andy Pearson KW Kate Wheeler
Ajay Vora MG Mark Gaze

Chris Copland M) Meriel Jenney
Darren Hargrave MMcC Martin McCabe
Danielle Horton-Taylor MP Mark Powis
Derek Roebuck PK Pamela Kearns
Eileen Loucaides SA Seema Alexander
Guy Makin SS Sara Stoneham
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Strategic objective

1a. Portfolio
development
(general)

1b. Portfolio
development (local
control)

1c. Portfolio
development (cross
cutting themes)

1d. NCRI Teenage
and Young Adult CSG
(TYA CSG)

Action

Development of prioritisation process for the development and set
up of studies that takes account of CRCTU and PTC capacity,
available funding opportunities and clinical need

Determine level of use of tissue bank samples for clinical research

(3G subgroups to identify potential surgical studies, to be
coordinated across the CSG

Engage with Royal College of Surgeons initiative to increase the
number of surgeons receiving training in clinical trials, by
encouraging paediatric surgeons to attend national training events

Link with CTRad to expand RT studies in CCL portfolio, including
establishing a research programme for proton beam therapy as
this facility is established in the UK

Identify leads within the CSG to link with the following cross
cutting C3Gs and advisory groups:

*Psychosocial Oncology and Late Effects Special Interest Group
(survivorship and late effects)

*Palliative and Supportive Care

*Primary Care

*Screening, Prevention and Early Diagnosis (SPED) Advisory Group

Establish regular contact with NCRI TYA C3G to work together to
widen participation in research studies by young people, and
share papers

Agree most effective way of adult and paediatric groups working
together, e g Hodgkins and Sarcoma.

Invite AE to CCL C3G

13

CSG Lead

AM/ KW/ AV/ AP/ SS

DH with tissue banks

Subgroup Chairs/ MJ

MP (await report from
surgical workshop)

MG

LC to put on agenda

GM
TBD at next C3G mtg

MJ/ SS/ JC

MJ/ SS/ JC

AB/ AE

MJ/ LG

Date Outcomes

Dec 2014

Report 6-monthly

Ongoing

Oct 2015

Jun 2015

Jun 2015

Jun 2015

Apr 2015 (TYA
Strategy Day)

Apr 2015

Feb 2015

Nov 2014 Complete



Strategic objective Action

1e. Mational Cancer
Intelligence Network
(NCIN)

Establish clear link with NCIM Children Teenage and Young Adults
Site Specific Clinical Reference Group (CTYA SSCRG)

Explore with MCIM the development of relapse studies that use
relapse data from national data sets

2_Increasing early
phase activity and
participation

Increase the availability of early phase studies for patients at all
PTCs by:

*Agreeing a development plan so more PTCs are able to undertake
and deliver early phase studies to time and target

*Promoting and monitoring the referral of patients between
centres so that more patients are considered for early phase
studies

*Developing an information portal for parents and patients to gain
knowledge of early phase trials (website?)

Address the Paediatric Investigation Plan issue through the MHRA
MJ on MHRA Paediatric Medicines Group

Develop plan for how to take forward research opportunities with:
*MNew drugs which show activity in childhood cancers but have
been withdrawn from development by pharmaceutical companies
*Increasing predictive biomarker studies that are undertaken by
more pre-screening to effectively target novel agents and increase
response rates

*Increasing number of pharmacodynamics biomarkers to increase
understanding of drug interactions with targets

3a. Raising profile Routine dissemination of results from studies through Annual

Trials meetings and Annual Report

Clarify links with CCLG Special Interest Groups, holding back to
back meetings where appropriate

Submission of abstracts to -

*NCRI Cancer Conference

*European Cancer Organisation (ECCO)
*NCIN Conference

*SI0P

*BSH
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C3G Lead

MJ/ MMcC

DH/GM

DH/ PK/ GM

DHT/ CC

AP/ PK/ MJ

AP/PK

MJ/ EL/ All

AM/ KW/ AV/ AP/ SS

All

Date

Winter 2014

May 2015

2016

Ongoing

June 2015

Mov 2014
May 2015

June 2015

Ongoing

Outcomes

Complete

Ongoing -see
objective 2

Active discussions
within CSG - ongoing

New Agent Studies
approved by Sub
Group now presented
at main CSG.

CSG important forum
for discussion /
approval of trials of
new agents and
integration into clinical
pathway

Complete
Successful review
meetings ongoing

Links are strengthening
across GSGs and CCLG
Special Interest Groups.

Ongoing discussion re
dissemination of
important results
required



Strategic objective Action CSG Lead Date Outcomes

3b. Ensuring Clarify position of UK and Ireland CCL Clinical Research Forum within AB (NSL) Feb 2014 Cancer Mational
successful delivery the new NIHR CRN structures and implement appropriate reporting Theme Group
of studies through structures
integration with :
MIHR CRMN: Cancer Work with PTCs in England to ensure they are able to provide equity AB (NSL) Ongoing
to engage with PTCs of access to the clinical research portfolio for their patients
Monitor studies that are open at PTCs within England and facilitate AB (NSL) Ongoing
the development of balanced local portfolio
Input into emerging processes within England fir Local Clinical AB (NSL) Ongoing NH—_|R (_IHN Speciality
Research Metworks to improve delivery of studies to time and target Objective
Continue to develop and monitor the shared care model for POSClUs AB (NSL)/PK Ongoing

so they can participate in suitable studies, including consideration of
shared care model between PTCs

Promote the need for PTC research staff to access work force RDMSs via AB (MSL) Ongoing
development opportunities within their LCRN and region in England

Facilitate agreement of a set of data items that PTCs agree to collect AB (NSL) /MMcC Mar 2016
to benchmark their performance with each other, including supplying
information about whether patients are eligible for studies

Monitor resources provided for PTC and POSCL research teams in AB (NSL) Ongoing
England, and flag where difficulties are encountered to NIHR CRN CC

Contribute as far as possible to NIHR CRM: Cancer Speciality AB (NSL) 2015, then
Objectives so they reflect what LCRMNs need to deliver to ensure CCL annual
patients can access the full portfolio of studies within England

3c. Maximise Establish working groups for studies within 6 weeks of funding ClyCRCTU/AB Winter 2014 Ongoing.

output from clinical award to facilitate swift set up, including representation from I,

trials CRCTU, NIHR CRN: Cancer

4. Strengthen UK Refine clear prioritisation process for international clinical trals to PK,/ All S T

wide and be submitted for funding to optimise the timing of applications Ongoing International studies
international reviewed — part of
working Define funding opportunities for travel to attend meetings with TED

regular CSG
responsibility
Successful funding
of PHITT Study.

international partners

DH
Target seventh EU funding (Horizon 2020) for international studies

where appropriate.
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Strategic objective Action CSG Lead Date Outcomes

5 (5G structure Establish Renal Working Party MP Jun 2015 Complete
and function
Establish Hepatobiliary Working Party DR Jun 2015 Complete
Consider case for Germ Cell Tumour Subgroup JN/ EL/ MJ Done Complete
Consider establishing Working Party to develop appropriate research AB/ MJ/ SP Jun 2015 Complete

studies for patients with retinoblastoma. Discuss with Sue Picton in
arder to liaise with Retinoblastoma Special Interest Group

Central Nervous System and Brain Subgroup to consider setting up AM Jun 2015 Complete
Working Party if appropriate

Agree mechanism and governance for co-opting trainee registrars M)/ MG Done Complete
onto the main C3G and subgroups, including:

*Transparency

*Role

*Selection Process

*Tenure Period

*Funding through CCLG and Cancer Research UK

6. Patient and Increase the number of consumers involved in the Paediatric All Ongoing
Public Involvement Oncology Reference Team (PORT) through advertising for
and Impact membership via the CCLG and members clinics
Increase the number of children in less developed countries that DHT/ CC/ PK with Ongaing
participate in clinical tnals relevant CCLG SIG
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B 8 CNS Subgroup Strategy
Strategic aims
1 Improve Event Free and Overall Survival for all patients CNS tumours with a poor prognosis
and reduce morbidity and long term toxicity in those with good risk CNS tumours.
1 To better identify prognostic and predicte biomarkers and to implement their use in clinical
trials using routine real time molecular diagnostics for all CNS tumour types.

Trials

The number of clinical trials for children with CNS tumours needs to be increased. This will be done
at a European leel due to the rarity of the diseases. There are a number of trials in development as
well as some diseases for which there are no planned trials and alternative strategies need to be
developed.

Application of molecular diagnostics to routine clinical practice

The development of funded centralised routine molecular diagnostics and pathology review for all
children with CNS tumours is in the process development. This is in place for the PNETS5 trial and is
in late development for high risk and infantnedulloblastoma as well as other embryonal tumours.
This process for other CNS tumour types are in earlier stages of development although a central
review pro@ss is in place for ependymomavith a weekly national MDT.

C 0 Neuroblastoma Subgroup Strategy
Strategic aims
1. Improve Event Free and Overall Survival for all Neuroblastoma patients
2. Diagnosis, staging andisk stratification: Refine the prognostic significance of tissue and
imaging biological markers and integrate them into stratification of treaent groups in
clinical trials.
9 Finalise analysis ircurrent HR study of dataihking biological markersand radiology
specificallymIBG scans 2016
1 Evaluate FDG PET amdIBG PET
1 Undertake an international retrospective study of ALK mutation testing anext
generation sequencing for selected genes from banked DNA samples from patients
treated on the high risk Neuroblastoma trial
3. Define molecular targets in NBLntroduce molecular targeted treatments upfront into ultra
high risk and relapsed patienstudies.
9 Continue to increase the portfolio of molecularly driven early phase trials for patients
with relapsed neuroblastoma in conjunction with the NCRI New AgeStsgoup.
4. High Risk NBL
1 Continue to enrol all eligible UK patients in the SIOPEN HR trial
1 Work with the Europan group to develop the next high riskial for 2017.
o Induction chemotherapyContinue enrolling into R3 to evaluate the best induction
regimen
0 Local therapy Establish evidence for current local therapy in HR NBL, radiotherapy
dose and extent of field and timing and extent of surgical excision of primary tumour
o0 Immunotherapy Define and refine mmunotherapy administration to maximise
effectiveness and minimise toxicity
A Get the R4 in HR NBL 1 open in the UK and in all centres 18 Q3.
A Open thePhase 1b trial of zoledronate and K2 combinedwith ch14.18 anti-GD2
antibody2015.
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A Facilitate data collection and analysisegarding immunotherapy in HR studgnd
LTI study 2017
0 Surveillance Monitor off treatment HR patients withmaging and molecular
monitoring and link with clinical data to better understand patterns of relapse
A Set up a randomised maintenance treatment study with biomarker monitoring
alongside maybe including DFM@016.
0 Refractory disease
A Ge SIOPEN Veritas cligal trial open in the UK by 2016
0 Relapsed diseaseTo better understand the biology and clinical characteristics of
relapsed Neuroblastoma
A Continue recruitment into BEACON studyd getamendment through UK
regulatory process for additional thirdandomisation with TOTEM 2015
A Await outcome of a granapplication fora national retrospective genetic and
Epidemiological study of relapsed Neuroblastoma 2015

5. Low and Intermediate Risk NBLFacilitate registration and collection of toxicity and outcome

data for these Neuroblastoma patients who are not currently treated within a clinical trial as

unable to get the SIOPEN LINES trial open in the UK in 2012

9 Participate in the PICORET study, a Horizon 2020 project that is comparing outcome in
comparable patiens treated within and without a clinical trial. Await grant application
2015 Q4 and, if favourable,participate.

1 Achieve UK participation in the SIOPEN spinal cord compression study 20/

9 Plan for involvement in next low and intermediate risk NBL tri&itiinvolves further
randomisations

D & Leukaemia Subgroup Strategy
Strategic aims

1

=a =4 —a

Open international trials for Phpos and infant ALL.

Continue monitoring recruitment to UKALL 2011, MyeChildO1 and InteReALL

Contribute to international collaborations i€ML and MDS

Agree an international first line ALL trial.

Open registries with linked biological sample collection and studies for APL;AML, CML
and MDS.

Liaise with new agents group to increase portfolio of phase | and Il leukaemia trials testing
antibody and cellular therapy and targeted agents, especially focdll and AML where there
is an unmet need.

E & Novel Agents Subgroup Strategy
Strategic aims

1

To continue to develop and deliver novel agent studies for children and TYA across the
cancer spectum in partnership with academic and industry partners.

To focus on novel agents for poor prognosis tumours at diagnosis and relapse in
collaboration with tumour specific subgroups.

To develop and deliver biomarker and pharmacokinetic studies.

Implementation of the successful renewed and expanded Paediatric ECMC network with the
aim of better linking translational science with early clinical trials and improving recruitment
to early phase clinical trials, biomarker and pharmacokinetic studies.
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f

Todevelop,ecur e funding for and i-oonmi ememol| ac WKaNap
platform for children and TYA with relapsed cancers to facilitate and enable

precision/stratified medicine trials and advance the understanding of tumour evolution.

Developmentof a UK National Molecular Tumour Board linked with the ECMC Paediatric

Network to feedback results from the molecular profiling programmes to better inform

clinical trial options for patients and recruitment to the NIHR portfolio.

F & Germ Cell Tumour Sufgroup Strategy
Key aim
To improveoverall survivaland quality of survival for all patients diagnosed with a GCT.

Strategic aims

1
1

Continue excellent recruitment to SIOP CNS GCT Il for intracranial GCT.

Submit application to CTAAC December 2016 for fundifay international collaborative, risk
stratified, randomised extracranial GCT trial. Hosted and supported at Birmingham CTU.
Understand role of biological mar ker s in risk
and surveillance in marker negative GCT.

Ensure trial eligibility for TYA patients in randomised clinical trial for relapsed patients GCT.
Systematic Review to investigate the Effectiveness of Chemotherapy Treatments for
Paediatric Germ Cell Tumours joint project between CSGsubgroup and withBirmingham
CTU to support evidence base for proposed clinical trial.

Secure funding stream to support PROMS alongside AGCT1531/GCA4.

Complete MaGIC (Malignant Germ Cell Tumour International Collaborative) trial database
analyses fora) TYA patient outcomeand b) dysgerminoma/seminoma and publish.

Analyse and publish outcomes for GC3.
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Appendix 3

Portfolio maps

CRI portfolio maps

Children's Cancer and Leukaemia
Map A — CNS, neuroblastoma, germ cell
Click ¥ below to reset map

1st line treatment 2nd line treatment Observational Supportive care

CNS 2004 10

Phase | trial of afatinib in
pediatric tumours

FACT study

Germ cell SIOP CNS GCT Il

NAVIGATE

NB 2002 06

LuDo

BEACON/Neurobla

[1241ImIBG PET/CT

UMSCOM

Neuroblas

Predictive Biom
toma

Circulating Neu

1RG/CART

IMAT/Neuroblastoma

Filters Used:
Active Status: All, CSG Involvement: All, Funding Type: All, Phase: All

. Open Multi CSG In Setup, Waiting .. In Setup, Waiting ..
. Open Single CSG In Setup, HRA Ap.. In Setup, Waiting ..
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Children's Cancer and Leukaemia
Map B — Leukaemia, lymphoma, all cancers
Click ¥ below to reset map

1st line treatment 2nd line treatment Observational Supportive care

Molecular Genet

Adverse drug reactions in a
children's regional oncology unit

Dabrafenib in paediatric BRAF

Lenvatinib

All
cancers

Anti/Pd/L1 Ab

IntReALL SR 2010

nvestigating how childhood
tumours and congenital disease
develop

Establishing prospective
Asparaginase activity
monitoring

UKALL 2011

DACOGEN

Leukaemia UCART19-PALL study

UCART19

CARPALL

UKALL 2011

EuroNet PHL/LP1 EuroNet PHL/LP1

Lymphom
a

Inter/B/NHL Rit

Filters Used:
Active Status: All, CSG Involvement: All, Funding Type: All, Phase: All

. Open Multi CSG In Setup, HRA Ap.. In Setup, Waiting .. . Suspended Single..
. Open Single CSG In Setup, Waiting .. In Setup, Waiting ..
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Children's Cancer and Leukaemia
Map C — Renal, sarcoma, melanoma, hepatobiliary
Click ¥ below to reset map

1st line treatment 2nd line treatment Observational Supportive care

Hepatobili
ary

Melanoma Ipi in paediatric melanoma Ipi in paediatric melanoma

IMPORT

Ipi in paediatric melanoma Ipi in paediatric melanoma

Euro Ewing 2012

Pharmacokinetic

Sarcoma

PREDICT

Tazemetostat

Filters Used:
Active Status: All, CSG Involvement: All, Funding Type: All, Phase: All

Il open Multi CSG [ suspended Multi ..
. Open Single CSG In Setup, Waiting ..
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