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

In this reporting year we have seen 3Zitls closing balancedby the opening of 30 new studies
The numbers of patients recruited intstudies appearsto havedroppedin 2015-16 comparedto
previous years This hasbeen anticipatedas several studies with broad inclusion criteria have
closed and replacementNewstudies in many instancesiow need to fragmentbreast cancer
into subgroups defired by molecular or other sufzlassification often with smaller sample size
and frequently more complex in desigihere has been a response to the need to develop large
studies. Recently openecdbr opening imminently arestudies with broad inclusion criteria suclas
the Add Asjrin N=2000, OPTIMAN=4000 and ROSCQON= 1040 will resultin improved overall
recruitment as the number ofopen andparticipating sites increases over 2016/17 The ongoing
need to design and successfully funchore studies with broad eligibility andattractive to a broad
range of NHS site is an ongoingchallengeand a discussion topic at CSGtrategy andnew trial
developmentdiscussions The importance of new and innovative trials utilising cutting edge
technology and concepts are critically importanTheportfolio contains such trials with recent
success in funding new innovative studieg.he portfolio in developmentemains diversebut a
reversein the decline in recruitment requires close working with the CSG and bre&sthspecidty
Leads (SSLs)

Output successedrom clinical trialsthis year include the presentation of significant findings
from:

1 ThelIMPORTLOW studydemonstratinghe safety of partial breast radiotherapy

1 The IBIS Il study demustrating activity of anastraza after surgery for DCIS

1 TheNEOEXEtrial demonstrating that clinical response to neoadjuvant endocrine therapy
is significantly increased with the addition of the COXII inhibitor celecoxib.

1 The OPTIMA prelim study demonstrating the feasibility of npdirametric testing to select
patients for adjuvant chemotheapy in a randomised setting leading to a full phase 1l trial
of 400 patients.

1 The EPHOS B study demonstmag that dual targeted anti HER2 therapyas neoadjuvant
treatment in the absence of chenotherapycaninduce pathologicalcomplete responses
within a matter of days.



2. Structure of the Group

The CSG structure comprisesf the main CSG with @groupsfor advanceddisease,early
disease translational and imagingand symptom management.

Thefuture structure has been discussed whiléhe current structure is thought to work
productively The Translational& Imaging Subgroup may no longer be needed. The potential
formation of an immunotherapy subgroup or workinggrty is beenconsideredand a working

party to develop a platform on which to structure a suite of trials for optimisation of screening is
planned.

There has been stability in membership with a number of successfubpplications for a second
terms within the main CSG

3. CSG &Subgroup strategies

Main CSG

Thestrategy forthe CSG defined in the 201415 report continues to evolve we have been able to
develop and roll out trials of new technologgnd also deliver on the availability of trials that are
suitable for all breastunits to contribute to. For some trials the use of central testing facilitates
both of theseobjectives.For the next year a key new strategic aim is to unite the considerat
breast cancer screening expertise and explore research methods to underpinagionale for
redesign of the breast screening programme to include captiga range ofdiverse factors that
inform risk and allow a risk adapted approach to screening.

Translational & Imaging Subgroup (Chair, Dr Abeer Shaaban)
The Translational Imaging Subgroup reviewed and provided feedback on trials with
translational component and also on relevant Registration of Concept studies. The Subgroup
continued to produce thoughtful position papers on relevant topics for both clinicebts and
NHS serice delivery Key workstreamsmany with published outputs (see appendix)include:
1 Timelyavailability of molecular markers at the time of MDKi67 standardisation within
the context of clinical trial and also for standard laboratory testing.
1 Guidanceon neoadjuvant chemotherapy specimen handling and reporting for routine and
trial purposes
1 Recruitment of two eminent breast radiologists has promptdditiatives to address
standardization of breast MR imagingathology
1 Digital pathology in supportindgranslational research and analysis in the context of
clinical trials.
1 Subgrouprepresentation(A Shaaban, V Speirg)n the new CMPath initiative supported
by the NRCIExecutive

Early Disease Subgroup (UK Breast Intergroup) (Chair, Professor Judith iB$)

The Early Disease hgroup has broad multdisciplinary membership and aims to support the
research community in the development and prioritisation of trial concepts. In addition the group
has been proactive in identifying areas where there is a gap the portfolio and again

considering priorities for questions arising in those areas. One example of such, is work ongoing



to design a multiam, response driven platform trial for patients with Her2+ early breast cancer
with the aim of modulating treatmehaccording to a patients initial response to artiER2
therapyd escalating treatment for those whose disease does not seem to exhibit early evidence
of response and shortening treatment for those whose disease appeaxquisitely sensitive to
anti Her2 treatment.

The Subgroup engages actively with the wider research community via the UK Breast Intergroup,
hosted by theEarly Disease 8bgroup, which meets twice a year and where any investigator can
propose a new trial concept and receive structured feedblato enable revisions to be made prior
to submission to a funding committee. This has led to successful funding outcomes for several
trials in the last year including NOSTRAstudy to determine the feasibility of randomising women
with ER negative HER positive womento radiotherapy alone vs the inclusion of standard

surgery after apparent pCR in response to neoadjuvadhtal targeted anti HER2 agents with
chemotherapy. The-TRAK TN (ctDNA mutation positive driven intervention

The Subgroup willcontinue to work with the breast GECIP to ensure that genomic profiling from
multiple projects including the 100,000 genome project can be used to inform the design of
future earlybreast cancer trials. We are in discussion with Genomics England to identif
appropriate clinical trials where suitable samples already exist or can be collected during
recruitment where a whole genome sequencing approach my provide added value to the trial and
simultaneously fit the broader aims o6Genomics England.

Advanced Disase Subgroup (Chair, Dr Alastair Ring)
The Advanced Disease Subgroup oversees a large portfolio of therapeutic interventional trials.
Key achieements of the Subgroup include:

1. Delivery of a large trial portfolio (36 trials currently open or in the procestopening S
metastatic (ref: portfolio map)This portfolio is well balanced with good representation of
trials in all disease subgroups (defined by ER status, HEZRtatus and BRCA mutation
status). This maximises the likelihood that patients with advaed disease will be
potentially eligible for a clinical trial.

2. A number of academic studies have been funded and are underway or in-gpt These
include trials of ctDNA directed therapy (plasrAdATCH), studies addressing unmet
needs such as systemic theray for brain metastases (BLUEBELL and CiPHER) and trials
of novel agents (FURVA, CONCEPT and POSEIDON).

3. UK investigators continue to contribute at an international leve industry sponsored
studies.

Symptom Management Subgroup (Cochairs, Dr Deborah Falon and Dr Adrienne

Morgan)

ThisSubgoup was initiatedas a working partyin 2013 by patient advocate members of thenain

CSG. As such, th8ubgoup is a response to a patient identified need for more research to be

instigated into symptoms and symptormanagement that affect people with breast cancelvVe

believe that the patient driven aspect of this group is of fundamental significance and patient

advocates are an inherent part of th&ubgroup To capitalise on thiswe have ceopted

members fromtheclar i ti es I ndependent Cancer Patientsd Vc
Cancer Now to support our work. Three core members of the Group are patient advocates and



the group is cachaired by a health professional (Dr Deborah Fenlon) and a patient (Dr Auinie
Morgan).

ThisSubgoup was established with a remit to support the development of research into
symptoms that affect women with breast cancer. The original remit was to focus on hot flushes
and night sweats (HFNS); this is now to broaden outitelude other symptoms. In the first
instance, the strategy will be to focus on sexual difficulties as a consequence of treatment for
breast cancer. The same strategy that was used for hot flushes and night sweats will be used to
develop three streams of wrk:

1. Raising awareness of the issue

2. Supporting the development of current interventions to manage sexual related problems

3. Supporting the deelopment of new interventions.

Two new members with expertise in psychosexual issues have been invited to theigrio help
develop this stream of work. We are currently developing surveys to establish current practice in
the UK.

Where we have capacitywe will explore other issues that arise and continue to liaise with other
CSGs andsubgroups to ensure that reseash into problems relevant to people with breast cancer
is being addressed and supported by the most appropriate groughe Subgroup is kindly hosted

by Baroness Delyth Morgan, Chief Executive of Breast Cancer Now, at the House of Lords, who
also provides efreshments and secretarial support.

4. Task groups/Working parties
The Breast Cancer CSG currently has no task groups or working parties.
5. Patient recruitment summary for last 5 years

In the Breast Cancer CSG portfolio, 38als closed to recruitmen and 31 opened.

Table 1 Summary of patient recruitment by RCT/NorRCT

Year All subjects Cancer patients only % of cancer patients relative
to incidence
NonRCT RCT NonRCT RCT NonRCT RCT
2011/2012 | 33914 5483 8428 4772 19.6 111

Table 2 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 | 20257 11940 7154 6594 14.6 13.5
2013/2014 | 12148 5973 4642 5888 9.5 12.0
2014/2015 | 11417 5109 6042 3146 12.3 6.4
2015/2016 | 4065 4540 1654 2572 3.38 5.25




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

The CSG is represented at the Breast Internationatoup (BIG)which is the primary route to
international collaboration multiple BIG studies are in set up open or in follow includidg led
international studies. TheBIGscientific director Theodora Giuliotti spoke at oulnnualTrials
Meeting and attended a CSG meeting as an observer.

The CSG has close links with The Association of Breast Surgeons Research commitieles
exist with theSupportive & Palliative Care CSG Primary Care CSG, ihaging Advisory Grou@and

SPEDAdvisory Group

The Symptom Management Subgroup has formal links with the Psychosocial Oncofogy

Survivorship CSG with th€hair (Dr Jo Armes) as a eopted member and with the Supportivé

Palliative Care CSG with Lesley Turner as a member of bBtioups

7. Funding applications in last year

Table 3 Funding submissions in the reporting year

Cancer Research UK Clinical Research Committee (CRUK CRC)

Study Application type | CI Outcome

July 2015 (CTAAC)

A Window of opportunity study to assess the Feasibility ProfessorCarlo Funded

biological effects of Enobosarm (Gtx024) in application Palmieri

estrogen receptor positive, androgen receptor

positive early breast cancer

December2015

ImproveMet Liquid biopsies to improve metastatic Professor Carlos | Scored as

breast cancer outcomes Caldas, Dr Preliminary
Nicholas Turner & | -invited to
Dr Richard Baird | resubmit

Assay development to determine breast cancer | Feasibility Dr Chris Sutton Not funded

biomarker candidatedistribution in nipple aspirate | application

A Phase 2 SingléA\rm Study of Combination Dr Mary ( Scoredas

Therapy with the Immunological Breast Cancer Preliminary

Vaccine NelipepimuS/rhGM-CSF (NEUVAX) Plus -invited to

Pembrolizumab(KEYTRUDA) in Patients tvit resubmit

Advanced Breast Cancer

PARTNER Sample Collectidplatinum and PARP | Sample Dr Jean Abraham | Funded

inhibitor for Neoadjuvant treatment of Triple Collection

NEgative and/or BRCA positive breast cancer

May 2016

Improving survival in high risk early triple negative| Full application | Dr Nicholas Turner| Endorsed

breast cancer with intervention targeted to & Professor Judith

patients with minimal residual diseas& phase Il Bliss

study with pembrolizumab

A nonrandomised Feasibility Study to assess if Full application | Dr Adele Francis &| Endorsed

patients with residual cancer following dual Dr Daniel Rea

targeted neoadjuvant treatment for ERegative
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HERZ2positive early breast cancer can be identifieg
by multiple Ultrasound Scan (USS)rected
tumour-bed biopsies? All patients will undergo
surgery.

NEOTYPE (Neo2RS) A phase Il randomised study
of the cyclindependent kinase 4/6 inhibitor
palbociclib in combination with oestrogen
suppression theapy versus oestrogen suppressior
therapy alone as neoadjuvant therapy in ER
positive intermediate recurrence score primary
breast cancer

Full application

Professor Carlo
Palmieri

Not
endorsed

A Phase 2 Singlé\rm Study of Combination
Therapy with thelmmunological Breast Cancer
Vaccine NelipepimuS/rhGM-CSF (NEUVAX) Plus
Pembrolizumab (KEYTRUDA) in Patients with
Advanced Breast Cancer

Full application

Dr Mary O'Brien

Not funded

PHOENI X: A preoperatiyvy
phase lla biomarker endpmt trial of FAK or
P13K/MTORCZ1/2 inhibition in patients with post
neoadjuvant chemotherapy resistant residual
triple-negative breast cancer (TNBC)

Full application

Professor Andrew
Tutt and Professor
Judith Bliss

Not funded
due to
budget
constraints

ImproveMet: Liquid biopsies to improve metastatiq Full application | Professor Carlos | Not funded
breast cancer Caldas, Dr Nick
Outcomes Turner and Dr
Richard Baird
Other committees
Study Committee & Cl Outcome
application type
fMRI to predict treatmentoutcome of flushes in NHSGGC Dr Jenifer Funded
women with breast cancer using tamoxifen Endowment fund | Sassarini
PIONEERA Preoperative windOw study of AntiCancer Fund| Dr Richard Baird Funded

letrozole plus PR agonist [Megace] versus letrozo
aloNE in postmenopausal patients withER
positive breast cancer

MENOS4: A multicentre Randomised Controlled
Trial (RCT) of a breast care nurse delivered
cognitive behavioural therapy (CBT) intervention t
reduce the impact of hot flushes in women with
breast cancer

Breast Cancer
Now

Dr Deborah Fenlon

Funded

Improving adherence to adjuvant endocrine Breast Cancer Prof Eila Watson | Shortlisted
therapy in women with breast cancer: a feasibility | Now

trial of a community pharmacy intervention

Investigating the Aetiology of Hot Flush Breast Cancer Dr Melanie Flint Not funded
Mechanisms during Oestrogen Deprivation Thera] Now

using cell lines in vitro

Exercise for hot flushes Breast Cancer Dr Helen Jones Not funded

Now




8. Collaborative partnership studies with industry

The Astra Zeneca Alliance partnership continues to provide study opportunities in breast cancer
The STAKT study

Two new initiatives from Pfizer present new opportunitiesnew alliance partnership and an
access programme supported through Brea§lancer Now to provideaccessto Pfizer pipeline
drugs for use in translational studies

The portfolio comprises a heathy mixture of industry studies academic partnership stuckesl
exclusively academic studiesThe GG particularijthe metastatic subgroup is closely involved in
the planning of studies to minimise overlap and ensure that gaps in the portfolio are identified
and studies sought or developed to maximise opportunitieghen they present. A nonber of
industry studies overlap but it is unusual to have competing studies open at sites where the sites
with large populations are able to run overlapping studies but even within the overlapping
inclusion criteria areusually abk to identifypatient centred factors.

9. Impact of CSG activities

Five examples of CSG impact are:

1 The adjuvant Bisphosponatenetanalysishas clearly demonstrated the clinical argument
for introduction of adjuvant bisphosphonate therapy in postenopausal wanen this is
being introduced at local level in an increasing number of localities. A national policy from
NHS England is awaited

1 The recentmetanalysisanalysis of aromatase inhibitors the recent data on endocrine
therapy fin premenopausal womenJOFT ad TEXT studiesand the data on extended
adjuvant tamoxifen provides the evidence base for refinement in adjuvant endocrine
therapy.

1 The CSG provides comemtaryto all breast cancer applications to CRUK funding
committees

1 NICE appraisals for cancer drugare of increasing importance with the reconfiguration of
the Cancer Drugs fund. Appraisals of neoadjuvant pertuzumab and upcoming
reappraisalsof a number of breast cancer drugs are impacted by submissions and
representation on panels by CSG members.

1 The Symptom Management Subgroup had representation on the NICE menopause
guidelines and altered the remit to include recommendations for people with breast
cancer.

10. Consumer involvement

Excellent engagement and collaboration occurs between the consumerdarealth prdessionals
across the CSG, aBubgroups and beyond in the UK and sometimes abroad. Representation
occurs and is heard at each meeting and support is available where needed.

Thebreast research community values consumer involvement at all &8 of research design
and delivery. Working and communicating with a network of consumers, especially from



~

Il ndependent Cancer Patientds Voice, assists the
involvement needed, keeping the patient at the heart of search, and having a holistic view
across the wide range from translation to advanced disease.

In addition strong consumer representation continues to be a kelyiving force behind the
Synptom Management Sulgroup;initiated and cochaired by a consumerthrough individual
membership, ICPV and Breast Cancer Care asamied members and Breast Cancer Now, who
provide secretariat support and facilities for meetings including refreshments.

A few highlights from the individual activities of our NCRI consumarslude:

1 Members, and sometimes capplicants, of various TMG/TSG/protocol working groups
including GTRAK, REQUITE, PRIMETIME, UNIRAD, OPTIMA, OPTIMAM2, VOXTOX, 100,000
Genome Project Breast GeCIP, PIONEER, MENOS4

1 UK Breast Intergroup

1 RCR Breast Raditerapy Consensus Guidelines, presented and part of core development
group.

1 Co-author of publication from the Breast CSG Translational subgroup in European Journal
of Surgical Oncology

1 NIHR RFPB East of England Funding Board member

1 Chaired and presented at joint CRUK/CTRad/ICPV session at Britain Against Caimcer
December 2015 on importance of data collection

1 Workingto increase patient involvement in development of national data standards for

pathology
1 Presented at Europ@an Commission on Breast Cancd?lenaryin December 2015 on
0l nvolving Patients in Difficult Decisionsd

1 Ran workshop on Embedding the MCA among Health and Social Care Practitioners
Supporting Decision Making and Advocacy (Sept 2015)

1 Member of steering goup for the UK Therapeutic Cancer Prevention Network (UKTC&N)
part of ECMC

11. Open meetingdannual trials days /strategy days

The Anual Trials Meetingwas held on 6 March attended by over 250 researchepoviding an
opportunityshowcase and discusghe immunotherapy and genomic aspects of UK breast cancer
research and to present to investigators results from recently presented trials. The meeting
incorporated investigator meetings for the EPGBand IMPORT LOW studieshere investigators
were ableto see data from these trials presented for the first time ahead of public presentation
at the European Breast Cancer meeting. This aspect of the meeting is particularly appreciated
and we intendto repeat this at futureannual meetings where possible.

12. Priorities and challenges for the forthcoming year

Restoring recruitment to recently achieved levels th a priority and a challengdor the CSG.
This requires working with reghal subspecialty leadqSSLs)o identify barriers to site set up
and recruitment to open studies.



Maintaining the momentum for developing surgical trials in breast cances key. We continue to
encourage surgically led studies and actively promote a clinical trials culture within the surgical
community.

Delivery on the breast comonent of the 100,000 genome project with the linking of GEL to a
selected group of clinical trialswill be a focus for the CSGA process for considering clinical trials
to be formally linked to GEL is underway

The Group plan teestablish a mechanism ér a coordinated approach to evaluation of breast
screening initiatives with the intent todemonstrate how tointegrate novelimaginggenetic and
lifestyle informationto improve screening without increasing harnirough overdiagnosis.

The CSG will work tensure that the new NHS HRA trial approvals and set up procedure does not
cause undue delay in trial set upnevitable teething issues are emerging with the NEW HRA
process. There are currently significant backlogs in processiagiendments The CSG will share
experience in navigation of the new approvals process and in collaboration with trials units guide
researchers through the new arrangements.

13. Appendices

Appendix1 - Membership of main CSG and subgroups

Appendix2 8 CSG andSubgroup strategies
Ad Main CSG Strategy
B 0 Translational & ImagingSubgroup Strategy
C 0 Early DiseaseSubgroup Strategy
D & Advanced Diseas&subgroup Strategy
E & Symptom ManagemenSubgroup Strategy

Appendix 3- Portfolio Maps
Appendix4 - Publications in previous year

Appendix5 - Major international presentations in previous year

Dr Daniel Rea(Breast Cancer CSG Chair)



Appendix 1

Membership of the Breast Cancer CSG

Name Specialism Location

Dr Deborah Fenlon Associate Professor itCancer Care Southampton
Ms Shelley Potter* Clinical Lecturer in General Surgery | Bristol
Professor David Cameron Clinical Oncologist Edinburgh
Dr Charlotte Coles Clinical Oncologist Cambridge
Dr Carolyn Taylor Clinical Oncologist Oxford

Mrs Katrina Randle Consumer Leeds

Mrs Hilary Stobart Consumer Nottingham
Dr Elizabeth Mallon Histopathologist Glasgow
Professor Janet Brown Medical Oncologist Sheffield

Dr Ellen Copson Medical Oncologist Southampton
Dr Helena Earl Medical Oncologist Cambridge
Dr lain Macpherson Medical Oncologist Glasgow
Professor Carlo Palmieri Medical Oncologist Liverpool
Dr Daniel Rea (Chair) Medical Oncologist Birmingham
Dr Alistair Ring Medical Oncologist Brighton
Professor Peter Schmid Medical Oncologist Brighton

Dr Nicholas Turner Medical Oncologist London

Dr Andrew Wardley Medical Oncologist Manchester
Dr Abeer Shaaban Pathologist Birmingham
Professor Janet Dunn Professor of Clinical Trials Warwick

Dr Emma Harris Radiologist London
Professor lainLyburn Radiologist Cheltenham
Dr Ciara O'Brien* Specialist Registrar Medical Oncology| Manchester
Professor Judith Bliss Statistician London

Ms Adele Francis Surgeon Birmingham
Professor Chris Holcombe Surgeon Liverpool
Mr Stuart Mcintosh Surgeon Belfast
Professor Arnie Purushotham Surgeon London

* denotes traineemember
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Membership of the Subgroups

Translational & Imaging Subgroup

Name Specialism Location
Mrs Hilary Stobart Consumer Nottingham
Dr Rob Stein Medical Oncologist London
ProfessorJohn Bartlett* Pathologist Ontario
Professor lain Lyburn Radiologist Cheltenham
Professor Sarah Pinder Pathologist London

Dr Colin Purdie Pathologist Dundee

Dr Emad Rakha Pathologist Nottingham
Dr Abeer Shaaban (Chair) Pathologist Birmingham
Dr Val Speirs Pathologist Leeds
Professor Janet Dunn Statistician Warwick
Ms Adele Francis Surgeon Birmingham
Professor Alastair Thompson** | Surgeon USA
Advanced DiseaseSubgroup

Name Specialism Location

Dr Mark Beresford Clinical Oncologist Bristol

Dr Adrian Harnett Clinical Oncologist Norfolk

Dr Andreas Makris Clinical Oncologist Middlesex
Dr Duncan Wheatley Clinical Oncologist Cornwall
Ms Elizabeth Benns Consumer Letchworth
Ms Mairead MacKenzie Consumer Guildford
Mrs Katrina Randle Consumer Leeds

Dr Anne Armstrong Medical Oncologist Manchester
Professor Rob Coleman Medical Oncologist Sheffield

Dr Alistair Ring (Chair) Medical Oncologist Birmingham
Dr Rebecca Roylance Medical Oncologist London
ProfessorPeter Schmid Medical Oncologist Brighton

Dr Nick Turnet* Medical Oncologist London

Dr Cath HarpeiWynne Medical Oncologist London
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Symptom ManagementSubgroup

Name Specialism Location

Dr Debbie Fenlon@o-chair) Associate Professor London

Dr Adrienne Morgan@o-chair) Consumer Southampton
Dr Carolyn Morris Consumer Lewes

Mrs Lesley Turner Consumer Southampton
Dr Jenifer Sassarini Clinical Lecturer Glasgow

Dr Andreia Fernandes Clinical Nurse Specialist London

Dr MetLin AhSee ClinicalOncologist Middlesex
Professor Myra Hunter Clinical Psychologist London

Dr Melanie Flint Senior Lecturer in Immunopharmacology| Brighton
Professor Janet Dunn Statistician Warwick
Early Disease Subgroup (UK Breast Intergroup)

Name Specialism Location

Dr Deborah Fenlon Associate Professor Southampton
Dr Charlotte Coles Clinical Oncologist Cambridge
Professor Andrew Tutt Clinical Oncologist London

Mrs Katrina Randle Consumer Leeds

Mrs Hilary Stobart Consumer Nottingham
Dr Andrew Wardley Medical Oncologist Manchester
Professor Judith Bliss (Chair) Statistician London

Mr Peter Barry Surgeon London

Dr Cliona Kirwan Surgeon Manchester
Mr Anthony Skene Surgeon Bournemouth

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

CSG & Subgroup Strategies

A 0 Main CSG Strategy
Overall aim: Improve the outcomes and experience of breast cancer patients and those at risk of
developing breast cancer

The CSG strategy is described in hierarchical strata with 17 overarching aims which underpin the
strategic aims of the Breast CSG expanded in detail within descriptions of translational advanced
and early disease domains.

Aims:
1. Ensure that all breast caner patients have opportunity to take part in research with
access to a wide range of studies
2. Increasepatient expectation of being involved in a clinicatial.
3. Ensure equality of access for all patients through developing appropriate referral
pathways ard extended PIC sites for complex studies
4. Embed a research culture across the entirpatient pathway withinall healthcare
professionals and in all institutions providingpreast cancer services
5. Optimise trial design to adequately answer specific questiomsthin the confines of the
current and futurehealth care environment.
6. Empower and educate patients and the public to driverasearch oriented culture within
the provision of routine care
Increase the number of local Pls participating in clinical tr&l
8. Increase the level of access to and use of tissue from all patients throughout the patient
pathway.
9. Educate allhealthcare professionals on the advantages of recruiting patients to trials
10. Improve International collaboration where appropriate and keg the success of a trial
11. Strengthen links with other NCRI CSGs, HCa8visory groups and CTRad
12. Strengthen links with groups and alliances which impact on the ability to deliver trials
13. Ensure a balanced portfolio of clinical trials with appropriate mif complexity to allow
full exploitation of clinical trial expertise and capacity
14. Encourage the documentation of research initiatives and researcbmpetencies and
achievementsof all breast cancer clinicians
15. Disseminate trials information andavailability through regional subspecialty leads to
enhance recruitment
16. Deliver the commercial and nortommercial portfolia
17. Review configuration of subgroups

~
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B & Translational & Imaging Subgroup Strategy

Strategic objective Activity CSG Lead

Date
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Strategic objective

1d integrated
Imaging and
translational
research within the
breast portfolio

Activity CSG Lead

Promote and advise on the integration translational and imaging
research into all trials where possible to include

* Biomarker evaluation to identify sensitive subgroups

* Serial (plasma) monitoring for micrometastatic disease

* Mutation testing in residual disease

* Appropriate imaging modalities for all trials

* MNovel imaging (as subprotocol if appropriate ) in clinical trials

Develop virtual Biobank through cross talk between those holding NT

samples

* agreement about how material is collected, stored and shared
* common expectations for generic consent, sharing etc.

*  SOPs for collections etc

Link appropriate clinical trials to 100,000 genome project WG5S

15

Date

Ongoing

2016



Strategic objective Activity CSG Lead
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Strategic objective

3. Improving trials
methodology &
clinical utility

PB
JB

FG
IL

SP
CP
ER
AS
VS
1D
AT
AF
HS

Activity

Endeavour to identify new predictors of risk and outcome.

» able to identify/predict patients with residual disease risk
* Able to predict sensitivity/insensitivity to therapeutic intervention

Engage with trials methodologists and bioinformaticians to ensure trials
are designed so that translational data is exploited effectively and fully

Rob Stein

John Bartlett

Fiona Gilbert
lain Lybumn
Sarah Pinder
Colin Purdie
Emad Rakha
Abeer Shaaban
Val Spiers
Janet Dunn
Alistair Thompson
Adele Francis
Hillary Stobart

17

CSG Lead

NT

AS/JB

Ongoing



C o Early Disease Subgroup (UK Breast Intergroup) Subgroup Strategy

Strategic objective Activity CSaG Lead

18




Strategic objective ctivi CSG Lead Date
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Strateglc objective ' ity C8G Lead Date




Strategic objective

3. Improving trials

Activity

Endeavour to identify new predictors of risk and outcome

methodology & intermediate endpoints
clinical utility « aimed at being true surrogates of long term disease outcomes
(DFs, 05)

= able to identify/predict patients with residual disease risk
Collaborate with MCIN (inc Breast SSCRG) and CRS to validate
completeness and accuracy of data acquired from routine data
sources with a view to replacing hospital based follow up for disease
outcome
Engage with trials methodologists for optimising trial designs
efficiently — multiple questions within 1 trials (couple /[ decouple
studies).

FB Peter Barry

B Judith Bliss

DC David Cameron

CC Charlotte Coles

DF Debbie Fenlon

CK Cliona Kirwan

KR Kat Randle

AR Alistair Ring

AS Anthony Skene

NT Mick Turner

AT Andrew Tutt

AW Andrew Wardley

AF Adele Francis

DR Daniel Rea
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Lead Date

NT - Post neoadjuvant
ctDMNA mutation
identification &
monitoring for diseass
risk
annual
JB - NCIN Validation
project / with breast
S5CRG



D & Advanced Disease Subgroup Strategy

Aims:

1. Circulating tumour DNAlriven studies- With the funding by CRUK (in collaboration with commercial
partners) of theplasmaMATCH study, and the proposal of IMPROVEM&did biopsies to improve
metastatic breast cancer outcomes) we believe that this area is a key UK strength. We will encourage
the development of studies using this technology as a means to identify atis for trials of novel
therapies, and also for disease monitoring whilst on therapy.

2. Collaboration with industry The Subgroup has a good history of collaboration with pharmaceutical
partners, in particular AZ through the alliance strategy. With sinmilaitiatives from other partners
established/in development, the Advanced Disease Subgroup needs to capitalise on these.

3. Genomic profiling- The Subgroup will continue to work with the breast GECIP to ensure that genomic
profiling can be used to inform tk design of future advanced breast cancer trials. A number of
members of theSubgroup are also members of the breast GECIP, and Dr Nick Turner leads the
breast GECIP.

4. Portfolio management It remains a challenge to deliver the commercial trial portfolighilst
maintaining the presence of academic studie€Commercial trials are adopted onto the metastatic
portfolio assuming they achieve minimal criteria and this can mean that there are fewer sites
available to undertake academic studies, which themselveseaassociated with less funding. The
AdvancedDisease Subgroup needs to actively promote the academic portfolio in the UK. The
Subgroup would also be keen to be more involved in distribution of commercial studies, to ensure
better access for patients to éhical trial opportunities. This is particularly important with the
partitioning of breast cancer into smaller target groups (e.g. BRCA associated cancers) and studies
using agents with toxicities which sites may be less familiar with (e.g. immunothera@Qr patient
members are very active in supporting the work of the Group by attending conferences, giving
presentations and exhibiting posters and by stimulating thoughts around the develogmh of new
work in this field.
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E & Symptom ManagementSubgroup Strategy

Hot flush and night sweats workstream Outputs

1. Raising awareness of the issue 1 Undertaken rapid surveys into current knowledge and management of hot flushes with patier|

primary and secondary care health professionals.

1 Acted as consultants to NICE guidance on menopause management, to ensure that managen
of menopause after breascancer was included.
Presented eight posters and fifteen oral presentations at national and international conferencg
Presented a symposium on breast cancer at the European Menopause and Andropause So
conference 2015 and secured a further symposm for EMAS 2017.
Written five papers for publication
Developing a brief guide for menopause management after breast cancer in conjunction w
Macmillan.
Currently have four funded studies (MENOS4, green pessaries, PIONEER, fMRI)
FOAM is also on the NCRI portfolio (folic acid for menopausal symptoms)
Two further studies currently shortlisted.
Two studies have been presented and supported at Group meesng
Currently supporting the development of studies into acupuncture, CBT, adherence to horm
therapy and megace.
3. Supporting the development of nev I The group have identified researchers into the biology of oestrogen deprivation andwr]
interventions. researchers in this area who will pursue this avenue for future research. A review of the curt
state of research has been undertaken and several studies are currently in development.

=a =

E

2. Supporting the development of curren
interventions to manage hot flush relateg
problems

=a =4 -8 -8 -9

Our ongoing strategy is how broaden out to include other symptoms. In the first instance we will focus on sexual difficulties as a consequence of
treatment for breast cancer. The same strategy that was used for hot flushes and night sweats will be used to develop threaras of work: raising
awareness of the issue, supporting the development of current interventions to manage hot flush related problems supgporting the development of
new interventions. We will liaise with other CSGs where appropriate to ensure that researti ather symptoms related to breast cancer is being
supported in the most relevant CSG.
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Appendix 3

Portfolio maps

CRI portfolio maps

Breast Cancer
Map A — Epidemiology, prevention, screening

Click ¥ below to reset map

Epidemiology / prevention Screening

Embrace

. SEARCH
Invasive

(receptor
status

unspecified) The Useful Study

MBC - disease registry

Embrace

Identification Identification

Breast Screen...

NHS Breast screening
Non-cancer /

family
history
Breast Cancer Risk

The ENGAGE study

Comparing breas

FORECEE

Embrace

SEARCH

Pre-invasive
/DCIS/LCIS

Chemo-NEAR

The Useful Study

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

[l oven MuiticsG [l In Set-Up Pending ..
B open Single CSG
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Map B - Diagnosis, Imaging
Click ¥ below to reset map

ER-HER2+

ER-HER2+ (includes
triple negative)

ER+ HER2+

Invasive (receptor
status unspecified)

Non-cancer / family
history

Pre-invasive / DCIS /
LCIS

Filters Used:

Breast Cancer

Diagnosis / imaging

COPE
Digital breast
MagSNOLL
MIMIC
Cerenkov Lum
GE-137 fluor imaging
I
CIST full study
CHERNAC
Digital breast
MAMMO -50
SPECIALS
GeMCasS
= =
COPE
Digital breast
FABB study
TPI-invivo s
FAB-IE
MIMIC
EBLIS
POPPET

Digital breast

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

In Set-Up Pending . Open Single CSG . Suspended Single ..

B Open Multi CSG

25



NCRI portfolio maps

Breast Cancer

Map C — Neoadjuvant, perioperative, surgery
Click ¥ below to reset map

Neoadjuvant Perioperative Surgery

ER-HER2+ (includes triple
negative)

Neoadjuvant Letrozole
ER+ HER2+

PALLET

POSNOC

neoadj chemo

Invasive (receptor status
unspecified)

Pre-invasive / dcis / Icis

PREHEAT Tria

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

In Set-Up Pending . Open Single CSG
. Open Multi CSG In Set-Up NHS Per..
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NCRI portfolio maps

Breast Cancer

Map D — Adjuvant
Click ¥ below to reset map

Adjuvant - radiotherapy Adjuvant — systemic treatment

ER-HER2+

EORTC 90091-10093
ER-HER2+

(includes
triple
negative)
OLYMPIA

OPTIMA

EORTC 90091-10093

ER+ HER2+

EORTC 75111

FAST-Forward
Invasive
(receptor
status
unspecified)
TARGIT-B Trial

POSNOC

Add-Aspirin

Pre-invasive
I dcis / Icis

The use of a pr

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

In Set-Up Pending . Open Single CSG
B openmuticse [l Suspended Single .
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