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A model in France based on the care-research-care continuum
B A national network 20 French Cancer Centers (FCCCs) :
Private nonprofit hospitals, with a public service mission
Threefold mission: care, research, education

19,000 employees and 135,000 patients hospitalized per year

B Integrated management of many types of cancer:
Mainly solid tumors (with 1/3 of breast cancer patients in France)
Rare cancers
Complex situations / advanced cancers

UNICANCER is one of the largest cancer care and research organisations in Europe
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Unicancer Organization: Health and Research <

French Comprehensive Unicancer Federation
Cancer Centers (FCCC) X 20

= Patient Care
= Education
= Research

= (Clinical Research R&D Unicancer
. Sponsor = Research
. Investigations

= Research on Data
= Research on Samples

= (Clinical Research
. Sponsor
= Research on Data
‘ ‘ = Research on Samples

Purchasing department Quality Hospital strategy Human Ress.
Health care management

Communication IT support



UNICANCER

R&D Unicancer: network of expertise and ressources,
for the benefit of the patients

International network

of~ 50 and
partners

Tumour expert Gross-pathology expert

groups groups

Scientific societies
4 Cooperative groups

Academic partners

Support Groups

Centralized Data

Centre EORTC » Clinical operations
 Real life Medical Data

 Development and partnerships

Biological
Resource Centre

liaison

* Reg. Aff, PV., QA

EORTC: European Organisation for Research and Treatment of Cancer 6 w
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The UNICANCER Groups, .
a large network of experts

<&

French Breas(tUCg;é;ar Intergroup Personalized Medicine Clinical Pharmacology and
| DrS. Delaloge / FCCC Villejuif Pr F. André / FCCC Villejuif Oncology (GPCO)
Pr J. Ciccolini / Aix Marseille
Gastro-l?:;eég:;al Group Early Phase (GEP) University
Dr D. Malka / FCCC Villejuif Dr T. Bachelot / FCCC Lyon
i i Evaluation of Inmunohisto-
Genito-urinary Group Onco-Immunology chemical Prognostic Factors in BC
(GETUG) Pr F. Penault-Llorca / FCCC (GEFPICS)
PrS. Culine / AP-HP Paris | Clermont-Ferrand Dr M. Lacroix-Triki / FCCC Villejuif
Head & Neck Group (UC HN) Oncogeriatrics (GERICO) . —
Pr J. Guigay / FCCC Nice Dr E. Brain / FCCC St Cloud Prevention of Infections in
L ) rE. brain ou Oncology (GPIC)
- N Dr P. Berger / FCCC Marseille

Sarcoma Group (UC Sarcoma) Supportive Care and Social

Pr J-Y. Blay / FCCC Lyon sciences & humanities

L ) Pr I. Krakowski / FCCC Bordeaux Genetics and cancer (GGC)

Dr C. Nogués / FCCC Marseille

Radiation oncology (UNITRAD)

Statistics
Pr D. Azria / FCCC Montpellier ISt

Pr S. Michiels / FCCC Villejuif

Epidemio Strategy Medical
Economics (ESME)
Dr D. Perol / FCCC Lyon

All Groups
are open to
non-FCCC
experts

Acknowledged by INCa as the key scientific group for the considered
oncology domain
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R&D Unicancer: National partners <:>

Academic Inserm, CNRS,
Publicand institutions Labex GENMED
private hospitals
- ex. IFCT, FFCD,
Cooperative | ggRRggg,
Charities groups GSF-GETO
- SFCE, FFCD
. [ ex. SFC
Scientific ’
ANSM B
INCa Health societies I QELSJ?OS’
HAS agencies

Biotech and
Pharmaceutical
companies




R&D Unicancer: international partners

Biotech and

Pharmaceutical
companies

Publicand
private hospitals
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R&D UNICANCER, . <

140 people, full sponsoring capabilities

W Clinical Trial operations team, structured with 5 expert poles
Close interaction with cooperative groups

18 Clinical Proj =
46 CRAs m
¥ Real World Data . .
e 93 active trials,

W Development an O i
e 41 ininclusion phase
Internal shared re * 52in FU phase

W Regulatory Aff
e 270 trial sites, 67/270 abroad

ISO 9001
Certification in

External sharedre | pa9g patients included in 2017
0 W Biological Res

W Centralized Datx\ J
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2. Research: quality through
cooperation and mutualization




Unicancer, a research and patient care Network
Quality through cooperation and mutualization

CTTI RECOMMENDATIONS: QUALITY BY DESIGN
June 2015

1. Create a culture that values and rewards critical thinking and open dialogue
about quality, and that goes beyond sole reliance on tools and checklists.

2. Focus effort on activities that are essential to the credibility of the study
outcomes.

3. Involve the broad range of stakeholders in protocol development and
discussions around study quality

4. Prospectively identify and periodically review the critical to quality factors.
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2. Research: quality through
cooperation and mutualization

2.1. Involvement of expertise in protocol concept,
development and conduct




R&D UNICANCER

Clinical Trial: From concept to implementation
Review process and Quality measures

resubmission
if required

c . SV Feasibility Protocol & study specific documents and
SIS ynop Overall  Regulatory / Logistical manuals development
A "
Concept Synopsis A
validated b :
: y validated by Protocol
Xpert PRC
v Group v Feasibility Internal
T T Protocol Review committee review
pert group : | committee
Committee
' N ICF
~--- patient review -
Ny T Internal Kick Off
& meeting with all

persons involved in
the clinical trial (PM,
CRA, dataMm, reg, ....)




Protocol Review Committee (PRC): duties

W Scientific review of all the projects submitted by the Expert
Groups

W Identification and approval of the projects to be sponsored
by R&D according to :

Clinical scientific interest
Interest of translational research
Study feasibility
W Other criteria to be taken into consideration:
Financial support
R&D UNICANCER human resources
W Other tasks: global scientific advice
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L R&D UNICANCER

Clinical Trial: Conduct and termination
Review process and Quality measures

SIvV FPFV inclusion phase & treatment FU Stat

Monitoring plan

During the trial:

Dedicated Steering committee meetings (>= twice a year)
IDMC (at least once a year)

Internal operational meeting

Internal management meeting

Audits

Internal Kick Off
meeting with all
persons involved in
the clinical trial (PM,
CRA, dataM, reg, ....)




R&D Unicancer International trials governance
The Steering Committee, a strategic role

Trial design If applicable, Members « Promoting patients

* Trial follow-up and of each national group quick access to
surveillance (safety) e Sponsor representative innovation

*  Amendments (as * Referent pathologist  Ensuring fair access to
needed) * Referent biostatistician data and biological

* Promoting translational * Ad hoc experts samples
research (appointed by the Ensuring research and

* Access to trial data Intergroup) results consistency /
(and access rules avoiding redundancy

definition)
* Access to biobank
(and access rules

definition)
* Publication rules
« Scientific

dissemination (call for
proposals, industrial
partnerships)

i



Il R&D Unicancer: Trial oversight with international partners

Intergroup collaboration model’| - Fundings
* Regulatory submission

PERNETTA °
R&D UNICANCER ¢+ Insurance
— . SlFes feasibility
(breast) « Trial management
PRODIGE « DM & data analysis
(CRC) -
National National National National
Group 1 Group 2 Group 3 Group n

. Site 1 - Site 1 - Site 1 - Site 1
Centralized
Biobank
~  Site 2 —  Site 2 —  Site 2 —  Site 2
Centralized
Data center
—  Site n —  Site n —  Site n —  Site n

K Delegated sponsor

: * Investigator sites contact point
National . . . :
G _ * Depending on feasibility, Unicancer can delegate to each
[BLIps . national group

* Drafting of contracts with sites « Monitoring
« Ethic Committee submission Recruitmentfollow-uqow




Il R&D Unicancer:Trial oversight with international partners

TRIALS

PEACE 1
prostate

PEACE 2
prostate
UNIRAD
(breast)

Direct collaboration model

R&D UNICANCER

(ovarian) \ K \ \

7

~/ N

[ Country /

territory 1 »‘ Country / territory ]

/
2

Biobank

Centralized

/

Centralized
Data center

UNICANCER

* Point of contact for

each site

full sponsor |« Regulatory (AC, EC)
(no delegation)  Insurance

Sites feasibility
Monitoring

Trial management
DM & data analysis

N
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2. Research: quality through
cooperation and mutualization

2.2. Concentration of Services by RD Unicancer:
Centers of Excellence (CoE)

¥ Centralized Data Centre (FCCC Montpellier)
¥ Biological Resource Centre (FCCC Lyon)

¥ Quality insurance, regulatory and PV Dept
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Concentration of Services by RD Unicancer <

W Centralized Data Centre (FCCC Montpellier) -
12 data managers
C-DISC SDTM, INCa-certified

2
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Concentration of Services by RD Unicancer

W Biological Resource Centre (FCCC Lyon)
94 503 samples stored (2017)

1O 9001 certified (AFNOR NF $96-900)

2



Concentration of Services by RD Unicancer

¥ Pharmacovigilance

Management of vigilance for all clinical trials sponsored by RD
Unicancer

Management of vigilance for clinical trials sponsored by FCCC
(7 centers)

2017: 85 projects managed (73 with full delegation and 12 with
partial delegation (periodic safety))

Management of vigilance for non Unicancer institutions /
cooperative group : 3

)
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2. Research: quality through
cooperation and mutualization

2.3. Cooperation on Methods and Practices
between FCCC and R&D Unicancer




Mion and mutualization . p—
Methods and practices
Sponsor entities in the Network

French Comprehensive
Cancer Centers (FCCC)

Unicancer Federation

=  (Clinical Research

. Sponsor

: Investigam
= Research on Data
= Research on Samples

R&D Unicancer
=  Data Center (FCCC Montpellier) = Clinical Research
= Bio Bank (FCCC Lyon) . Sponsor

= Research on Data
‘ = Research on Samples

Purchasing department Quality Hospital strategy Human Ress.
Health care management

Communication IT support
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Cooperation and mutualization: Methods and?ractices <
Between sponsor entities

B Common understanding of Regulations
W Main changes at National, European and ICH levels: clinical trails, Data protection
= Trainings on regulations and categorization of researches
= Clarification documents
" Questions / answers

B Harmonization of Practices
= Exchanges on practices: Risk based approach...

= (Clarification documents: Site implementation and monitoring, vigilance...
= Common Training kits development

W Electronic tools : E-CRFs, E-TMF, Remote monitoring, CTMS

Practical supports
» 4 meetings/Y
= |nformation / document sharing: dedicated platform
= Working groups

)
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Cooperation and mutualization: Methods and practices
Between sponsor entities: 1ISO 9001 Certification

w»FCCC

= All Sponsor entities ISO 9001 certified (2 certificates pending),
= 3 certified before 2015,

= Common initiative for 17 centres ,
= Granting, Coordination and Mutualisation enhanced through R&D Unicancer

® R&D Unicancer
= (Certification process ongoing, planned October 2018

Practical supports

=  Same development tools, same consultant

= 11 meetings

= |nformation / document sharing: dedicated platform
= Bilateral cooperation between FCCCs

28



Cooperation and mutualization: Methods and practices
ISO 9001 Certification, R&D Unicancer .

N J<
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Network
In summary...

Taking advantage of and strengthen a large Network of care, research
and education centers

» Involvement of expertise in protocol concept, development and conduct

» Designation of CoE shared between FCCC and R&D Unicancer
» Cooperation on Methods and Practices between ‘same job’ entities

Implies common objectives, common will and a strong QMS development
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Thank you

Dr Pierre-Henri BERTOYE, Head Regulatory Affairs, Vigilances and QA
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FCCC Figures
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1 7 % Approximately
of the patients treated 5 O O
in the FCCCs are included

in a clinical trial, vs 8.5%
of cancer patients
on average in France

active
clinical trials

FCCCs contributed

R 1/3

In the number of
of the French

publications*in the
field of cancer

publications in the
oncology field,
wordlwide

Research in the FCCCs: 2016 key figures

of the French hospital
clinical research
programs in the field of
cancer are granted to
the FCCCs

24"

of FCCCs articles
are published in the

10% most cited
journals in the world

* Publications : 2010-2015 period 33 w



Unicancer, a research and patient care
Network

Some Key programs




R&D UNICANCER flagship programs

Patient access to innovative drugs Large cohort studies

2011

SAFIR

To assess the efficacy of
high throughput genome
analysis as a therapeutic
decision tool for patients
with metastatic breast
cancer or metastatic
non-small cell lung
cancer.

Phase Il “umbrella”
studies

> 1000 patients included,
8 targeted drugs so far
Coordinators :

2013

AcSé
To give secure access to
targeted therapies for
patients with tumours
harbouring the
corresponding molecular
signature.

Phase Il “basket” studies
- 200 patients included in
the Crizotinib study

- 140 patients included in
the Vemurafeninb study

Coordinators :

2012

CANTO
To quantify and
predict treatment
related chronic
toxicities in patients
with non-metastatic
breast cancer.

Long term prospective
cohort study

>10,000 patients
included so far

Coordinator : Pr F. André,

\__/

2014

ESME
1st independent academic
‘real life” database in
oncology, centralising all
longitudinal data available
in routine practice in
France. Its aim is to
describe the use of cancer
treatments and assess the
therapeutic strategies.

Data available for : scientific
community, pharmaceutical
industry and French MoH.
2014: MBC-> > 17000 patients
2016: ovarian cancer

GR: Gustave Roussy ; CLB: Léon Bérard Centre

Breast: F. André, GR Pty R 2017+: lung
Lung: JC Soria, GR AcSe Crizotinib: G. Vassal, GR Future?: CRC, prostate,
AcSé Vemurafenib:JY Blay, CLB immunotherapy
2016 figures.

2
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R&D UNICANCER: new flagship programs

2016

EXPRESS
To determine the genetic
characteristics of the patients
presenting an unexpected and
exceptional response to a
targeted therapy approved in
France.

-> Recruitment objective: to

include 300 patients presenting
with diverse solid tumours. Patients will
be analysed in 6 (so far) separate
multui-drug cohorts according to tumour
type: advanced or metastatic breast,
lung, colorectal, ovarian cancer, a renal
cell carcinoma or melanoma.

Coordinator :
Charles Ferté, Gustave Roussy

2017

AcSé immuno
To give secure access to anti-
PD-1 for patients with rare
cancers
Objective: to assess the
treatment efficacy and safety in
each cohort , and to determine
the predictive factors of
response.

Phase Il “basket” studies

- Recruitment objectives:

Acsé nivolumab : 3000 patients, 6 cohorts
AcSé pembrolizumab : 300 patients, 6
cohorts

Coordinator :
Jean-Charles Soria, Gustave
Roussy

a® "
® g
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R&D UNICANCER: international trials Q

Conduct large international therapeutic srategy trials

2013 2016

PEACE 1 2013 PHRC* IROCAS 2015 PHRC*
Efficacy of abiratérone associated to androgen Irinotecan and Oxaliplatine (MFOLFIRINOX and
deprivation therapy (+/- Docetaxel) , mFOLFOX)
with or without local radiotherapy in hormono as adjuvant therapy in colorectal cancer.
naive metastatic prostate cancer _

640 expected patients

916 expected patients, in 9 countries France / Canada

Coordinator: PrKarim Fizaz Coordinator : Pr Jaafar Bennouna

*PHRC= French hospital clinical research program (public grant) w



