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INNOVATION & DIALOGUE

Leem’s Cancer Committee is made up of com-
panies committed to combating cancer and has
made it its mission to drive innovative advances
in oncology and provide guidance on the choices
made today that will in turn determine the health-
care of tomorrow.

The field of oncology is experiencing a shake-up
due to an unprecedented wave of innovations
such as next generation immunotherapies, targe-
ted therapies, genome sequencing, big data and
its growing influence in research, and changes
in the organisation and pathways of care as a
result of digital transformation.

This accelerated pace of innovation in oncology
presents France with a great opportunity to
further enhance French excellence and simul-
taneously a formidable challenge.

Translating these innovations into a therapeutic
reality for patients: such is our responsibility as a
pharmaceutical industry engaged in education,
outreach and dialogue with all stakeholders to
combat cancer on the basis of concrete proposals.
A national framework - three Cancer Plans - and
the creation of the National Cancer Research
Institute (INCa) have resulted in improved and
structured research and healthcare initiatives
across the country, providing a real impetus to
cancer care in France.

France is at the forefront of Europe in leading
research and care for cancer patients as well as
in the distribution of innovative therapies.

Today, the challenging economic environment
and the growing needs of patients mean that
this unigue model must be defended and stren-
gthened. France can only continue its pionee-
ring and leadership role in the field of cancer
therapy through a partnership approach that
encompasses all stakeholders - patients and
their representatives, researchers, clinicians,
healthcare professionals and manufacturers,
and government.

This is the goal of this platform: to open up dia-
logue in a spirit of sharing, engagement and
transparency with the same aim in mind, to roll
back cancer.
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Source: Données INCa 2015 - 2016. Source: Unicancer
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The medicines in development Innovative therapeutic drugs

1,813 medicines are being developed to treat cancer. More than 70 new
cancer drugs have been granted authorisation over the last 5 years, a
large proportion of which have been targeted therapies.

The cancer drugs under development are at the forefront of innovation.

e 47% of the 804 clinical trials of innovative therapies underway
in December 2016 worldwide are for cancer (Source Alliance for
Regenerative Medicines).

e The term innovative therapies encompasses gene, cell (CAR-T cells),
tissue and combination therapies.

France is the only European country to have set up an academic network
of 28 molecular genetics platforms to perform molecular diagnostics for
the approved targeted therapies. 100,000 molecular tests are performed
each year for 75,000 patients.

Over the course of 5 years, several immune checkpoint inhibitors (PD1/
PDLT1) have been indicated for the treatment of several advanced-stage
cancers.
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1 « Normally, the immune system cells (self)
recognise pathogens or tumour cells (nonself)
and are able to destroy them.

Immunotherapy drugs

2 « The tumour cells can send a signal to block
this destruction by binding one of their membrane
proteins (PD-L1) to the immune cell receptor (PD-1).
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3+ By binding to PD-L1, the anti-PD-1 agents allow
the immune cell to play its role (diagram 1) and
destroy the tumour cell.

Immunotherapy involves using the patient’s natural defences by mobilising the immune system to recognise and destroy cancer cells.
The immune system responds when a virus, bacteria or other pathogen enters the body. It is thus able to recognise and destroy cells that
have turned cancerous. Unfortunately, in some instances they are able to evade this immune reaction by activating another pathway.
One of the major challenges of immunotherapy, therefore, is to restore the anti-tumour action of our defence system.
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Research Development
.7////////////////// LIS I I NPT I I
STIMULATE

RESEARCH

1 / Make the French regulatory framework
for clinical trial setups more fluid.

2 / Speed up regulatory approvals for
early-phase clinical trials.

3 / Optimise patient enrolment into clinical
trials.

4 / Structure large clinical research
programmes through public-private
partnerships (PPP).

5 / Make the Research Tax Credit (CIR)
a permanent fixture in order for France to
remain fiscally attractive.

MA: Marketing authorisation
* The 15th goal is a shared goal still under development

Drug life-cycle
& ranking of the 14* goals

Early access MA

FACILITATE EARLY PATIENT
ACCESS TO INNOVATIVE
MEDICINES

6 / Anticipate innovative breakthroughs.
7 / Adapt assessment methodologies to
the new challenges posed by cancer drug
therapies.

8 / Optimise real-time data collection.

9 / Improve early access schemes (ATU -
authorisations for temporary use - and RTU -

recommendations for temporary use).

10 / Develop performance-based
contracts for innovative products.

11 / Reform the arrangements for funding
in-hospital cancer drug therapies.

Care
Pathway

Pricing/
reimbursement

IMPROVE

THE CARE PATHWAY

12 / Encourage the shift to outpatient care
and ensure that the the change is managed
to improve the organisational impact of the
treatments.

13 / Support integrated care initiatives.

14 / put in place funding for the pathway.
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Ensuring that France remains
an attractive location for clinical
research is a priority concern for
patients, because rapid access to
innovation is crucial, including at
the early stages of development.
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Factors determining the choice of country
where the trial is to take place

GOAL' S5

RESEARCH } REGULATORY

TAX CREDIT TIMESCALES
(CIR)

CHOICE OF
COUNTRY
WHERE THE TRIAL
IS TO

PARTNERSHIP TAKE PLACE
GOAL 4 STRUCTURING INSGSRSVNEONN GoAL 2

PATIENT

RECRUITMENT

GOAL 3
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GOAL 1 7777700000000

Make the French regulatory framework for clinical trial setups more fluid.

1o .\ Wy Q77 777//////////2///2A4

Speed up regulatory approvals for early-phase clinical trials

GOAL 3 7777777070000

Optimise patient enrolment into clinical trials

GOAL 4 7777777770700

Structure large clinical research programmes through
public-private partnerships (PPPs)

GOAL 5 7777770000000

Make the Research Tax Credit (CIR) a permanent fixture
in order for France to remain fiscally attractive




7z GOAL 1

Make the French regulatory framework 45 %
for clinical trial setups more fluid

The proportion of clinical studies
for cancer conducted by industry.
This figure was 41% in 2014.

(]

Regulatory timescales for setting up 6 0 days
clinical trials in France The regulatory time limit set for 2019.

57 days

The median time for ANSM (National
Agency for Medicines Safety) to give its
approval.

for setting up clinical trials in France
Technical and regulatory authorisations
(ANSM, CPP)

62 days

The median time before the Comité de
Protection des Personnes (CPP - equivalent
to the Institutional Review Board in the US

and the Ethics Committee in the UK)

issues an opinion.
’//////////////////////////////////////////} %
/////////////////////////////////////////////////////////
Coordinating Associated %
centre agreement centres agreement Single agreement

To improve the timeliness of setting up
clinical studies, France has made a single
agreement mandatory for all industrial
clinical trials since November 2016. It
sets a time limit of 45 days for signing
with the coordinating centre, plus an
additional 15 days if other associated
centres are taking part in the study.
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Overview

France is at the forefront of global clinical
research and has the wherewithal to conduct
high-quality clinical research: academic ex-
cellence, high-calibre clinical trial centres,
research structuring, doctors with a high de-
gree of scientific expertise, quality of care, etc.

However, the implementation of the Jardé Act
in 2016 (research involving human beings),
requiring the random distribution of dossiers
among the different CPPs, poses the risk of
further delaying the start of clinical trials. In-
deed, some CPPs do not yet have the expertise
required to investigate oncology dossiers, the
bulk of which have been dealt with until now
by only a small number of CPPs.

By way of illustration, 50% of studies (all di-
seases combined) have received a favourable
opinion from only nine out of the forty CPPs
in France and 80% of studies have received
an opinion from 21 CPPs, which shows that
dossier management is highly concentrated
among some CPPs. The Jardé Act requires
that all studies carried out on human beings
be appraised by a CPP. These changes were
not anticipated and risk increasing the time
taken to start the studies.

ANSM: National Agency for Medicines and Health Products Safety
CNIL: French Data Protection Authority
CPP: Institutional Review Board (USA) or Ethics Committee (UK)

ANSM is confronted by a rise in the number
of dossiers for processing and by the growing
complexity of oncology protocols. There is
a risk that the arrival of advanced-therapy
medicinal products (gene, cell, mixed) may
increase the specific nature of the agency’s
work and extend the lead time as a result.

The longer regulatory timescales represent a
loss of opportunity for cancer patients who
are often faced with a survival issue. This is
because clinical trial participation is often the
last treatment alternative or allows them ac-
cess to promising investigational treatments.

Often the difficulties encountered when ob-
taining approval for and implementing trials
make France a less attractive destination and
result in a lower number of clinical trials in the
country. As a consequence, several biotech-
nology companies have decided to relocate
their clinical trials because of the unreasonable
regulatory timescales.

v
Our proposals

> 1/ Pool the skills of the various
CPPs and increase their expertise in
oncology by training them in the speci-
ficities of the clinical trial protocols and
in the new mechanisms of action of the
innovative technologies in an effort to
shorten the dossier processing times-
cales

> 2 / Allow each CPP to capitalise
on its experience and handle the deve-
lopment plan covering the same mole-
cule for a given indication or therapeutic
area, especially where gene therapy and
paediatrics are concerned.

> 3 / Provide the bodies which
scrutinise the approval dossiers
(CPP, ANSM) with additional human
and financial resources to shorten the
administrative timescales for setting up
clinical trials.

> 4 / Streamline approvals
for observational trials:
simplification of requests for CNIL
approval.

> 5 / Support the roll-out of the
Single Agreement by providing new
users with information and training (via
frequently asked questions or recom-
mendations).
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7z GOAL 2

Speed up regulatory approvals
for early-phase clinical trials

Map of INCa-accredited early-phase centres (CLIP)

@ Adulte + Pédiatrie
@ Adulte

GCS C2RC Lille
CHU Lille / Centre
Oscar Lambret

Centre francois
Baclesse

Centre Eugéne
Marquis

GCS IRNCA
CHU Nantes / Institut
de Cancérologie de I"'Ouest

Institut Bergonié

Insititut Universitaire

du Cancer de Toulouse-
Oncopdle / Institut Claudius
Regaud

(D Site: www.e-cancer.fr

Hépital
Saint-Louis

Hopital pitité-
Salpétriére/ Hopital
. Henri Mondor

Institut Curie

Gustave Roussy

Centre Georges-
Francois Leclerc

Centre Léon
Bérard

‘ Hospices Civils

de Lyon

Institut Paoli-

. Calmettes
. Assistance

Publique
des Hépitaux
de Marseille

Institut Régional
du Cancer
Montpellier-Val d’Aurelie

60 days

The time taken for ANSM to approve
early-phase trials in 2016.
This figure was 54 days in 2014.

Y

Early phase

An early-phase clinical trial (or phase
1 trial) involves an assessment of the
safety profile of new agents (administe-
red alone or in combination with another
therapy), their effects on the body, and
the adverse reactions they may cause
in humans, and sets out to obtain initial
information concerning their activity. It
often coincides with the first administra-
tion of a medication in humans.
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The CLIP centres
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These centres were first set up in 2010
and currently number 16. The CLIP
centres are helping to improve the qua-
lity of clinical trials in France and to
enhance the profile and attractiveness
of France for early-phase studies among
pharmaceutical companies’.
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Overview

As a country with outstanding expertise in
the field of research and that benefits from
initiatives recently introduced to improve the
timescales for clinical trial setups (single agree-
ment, new European regulation), France is well
equipped to attract early-phase clinical trials
to his soil. These strengths are bolstered by
the existence of expert clinical trial centres
dedicated to early-phase studies, the Accre-
dited Early-Phase Centres (CLIP).

France, however, has to contend with regula-
tory difficulties to secure ANSM approval for
early-phase trials, thereby resulting in overruns
of the time limits set by the European Regu-
lation (60 days) or a rejection.

In 2017, for example, one manufacturer waited
82 days for regulatory approval to launch its
clinical trial, much longer than in previous years.

A lack of internal resources at ANSM is the
reason for these lengthier timescales

ANSM: National Agency for Medicines and Health Products Safety
CHU: University Hospital

CLCC: Cancer Research Centre

CLIP: INCa-Accredited Centre for Early-Phase Trials

CPP: Institutional Review Board (USA) or Ethics Committee (UK)
INCa: National Cancer Institute

The random assignment of dossiers to the
newly established CPPs does not put their
experience to full use and dilutes expertise.
As a result, the CPPs are facing difficulties
when analysing the often more complex ear-
ly-phase dossiers, thus causing the regulatory
timescales to overrun.

The issue of regulatory timescales is crippling
France because the speed at which early-phase
trials are set up is a key criterion in choosing
a country. The harm to France is greater still
as it is more likely to attract phase Il and Il
trials if the phase | trial was conducted on
French soil.

v

Our proposals

> 1/ Support changes to the inter-
nal organisation of ANSM for the
creation of a unit dedicated to reviewing
early-phase trial dossiers and provide it
with the necessary resources to process
cases within a competitive time frame.

> 2 / Allow certain CPPs to specia-
lise in early-phase trial dossiers so as to
equip them with the expertise needed
to analyse these often more complex
dossiers.

> 3 / Promote early-phase trials by
introducing an administrative fast-

track mechanism which allows priori-
tisation of their dossiers at ANSM and at
CPP level.

Leem’s commitment to combating cancer




GOAL

Optimise patient enrolment

into clinical trials

Clinical trials

Average number of United States
patients per trial France
Spain

Italy

Germany

Asia

Eastern Europe

Australasia

Canada

United Kingdom

Africa Middle East

Others Western Eur.

Latin America

Scandinavia

Average number of Spain

patients per centre Canada
Australasia

Italy

France

United States
Others Western Eur.
Eastern Europe
Asia

United Kingdom
Germany

Africa Middle East
Latin America
Scandinavia

Rate of recruitment Latin America
(number of patients recruited Eastern Europe
per centre per month) Italy
Others Western Eur.

Asia

Spain

Africa Middle East

United Kingdom

Canada

France

Germany

Australasia

Scandinavia

United States

Source: Leem 2016 Survey: www.leem.org

Recruitment

The recruitment of oncology patients
in France has improved slightly since
the Leem 2014 survey. The average
number of patients per study rose
from 22 in 2014 to 23 in 2016. The nu-
mber of patients per centre increased
from 4 in 2014 to 4.4 in 2016 and the
recruitment rate from 0.6 in 2014 to
0.7 in 2016. France is thus still level
pegging with its Western Europe and
US competitors in oncology research.
Patients now have a better unders-
tanding of clinical trials and associate
them with early access to innovation.
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Overview

France must take action to maintain its po-
sition as a benchmark country. To optimise
recruitment, 5 areas of improvement have
been identified:

urge clinicians or institutions to become
involved in the recruitment process;

provide stakeholders in the system (clini-
cians, patient associations, families, the ge-
neral public, etc.) with better information
on trials that are open to recruitment, so
that better guidance is given to patients;

challenge the geographical inequalities of
access to clinical trials due to the uneven
distribution of the clinical trial centres;

address the shortage of human resources
needed in order for the centres to include
patients in the trials;

Improve the INCa-run clinical trials da-
tabase, which is still not comprehensive
enough.

GIRCI: Interregional Clinical Research and Innovation Group
INCa: National Cancer Institute
RCP: Multidisciplinary Consultative Meeting

v

Our proposals

> 1/ Continuously feed information
into the INCa public database on
clinical trials for adults and children and
make it available on the online portal of
the National Insurance Fund in a for-
mat that is easily readable by clinicians,
associations, patients, families and the
general public.

> 2 / Expand the tools already avai-
lable to the multidisciplinary consul-
tative meetings (RCP) with the infor-
mation contained in the database listing
all the relevant trials for each centre so
that an alert can be triggered if a patient
is eligible to join a trial.

> 3 / Identify patients who are
eligible to join each clinical trial
from existing databases (the National
Hospital Database made available on a

monthly basis, data from the genome
platforms, etc.) and,

determine in real time the number of
patients eligible for a trial and relay
this information through an alert
system to the health centres and to
the RCPs so they can increase the
patient recruitment rate;

relay this information via an alert
system directly to patients (via the
patient’s cancer communication file)
to inform them of the existence of
the trial;

optimise the resources of the onco-
logy mobile clinical research teams
led by the 7 GIRCI.
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77z GOAL 4

Structure large clinical research
programmes through public-private 2
pa I’tnerShipS (PPP) The number of new programmes proposed

in the Genomic Medicine France Plan 2025
that are due to be launched for sarcoma
(Multisarc) and colorectal cancer (Acompli).

Wt
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The number of INCa-accredited molecular

New study designs

UMBRELLA TRIAL BASKET TRIAL cancer genetics platforms
A clinical study involving multiple drugs Clinical study involving a single agent
and multiple biomarkers in a single and one or more biomarkers in several
cancer type (e.g.: SAFIR). cancers (e.g.: AcSé). ;///////////////////////////// //é
7 : 7
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Overview

Personalised medicine demands new designs
for specific clinical trials such as baskets trials.

The clinical research projects initiated in per-
sonalised medicine in recent years (AcSé,
MOSCATO and other programmes) have
proven their scientific value. Other trials of this
type could also see the light of day by way
of a new University Hospital Institute (IHU)
specialising in oncology.

These programmes are based on an analy-
sis of a patient’s tumour profile using high-
throughput sequencing to identify tumour
biomarkers and direct the patient, where ap-
propriate, to the most relevant clinical trial
based on the biomarker expression in the
tumour.

And yet studies such as AcSé experience a high
rate of attrition in patient recruitment because
they require that a large number of tumours
be profiled to obtain a representative sample
for a given alteration. Considerable human
and financial resources are thus mobilised
to form relatively small cohorts, which often
culminates in insignificant results.

INCa: National Cancer Institute

Multisarc: Personalised medicine programme for soft tissue sarcoma
AcSé: Secure access to innovative targeted therapies

AMM: Marketing authorisation

The paucity of therapies available for each
biomarker means that the economic risk in-
volved in this type of study is huge. Forma-
lised partnerships with other manufacturers
would spread the risk while also testing a larger
number of agents. State intervention would
strengthen their economic viability by poo-
ling existing infrastructures and would allow
them to benefit from a large-scale database
provided under the Genomic Medicine France
Plan 2025. The public-private partnership
(PPP) framework is thus proving effective in
ensuring the optimal implementation of basket
or umbrella trials.

To optimise the generation of meaningful
results, the Multisarc and Acompli studies
include the profiling of a much larger number
of biomarkers and a trial design that involves
the testing of several molecules according
to identified biomarker. These two French
government-sponsored clinical research pro-
grammes operate across the 28 INCa-accre-
dited molecular cancer genetics platforms
already in existence.

v

Our proposals

> 1/ Foster exchanges between
academic and industrial researchers
in an effort to facilitate the implemen-
tation of joint fundamental and trans-
lational research projects such as RIR
(International R&D Dating) and RIB
(International Biotechnology Forum).

> 2 / Deploy new clinical research
programmes through the PPP model
with the aim of assessing multiple agents
targeting different genetic alterations.

The upstream organisation of these
trials (choice of targets, molecules,
target populations) would be a col-
laborative effort between clinicians
and manufacturers;

The government would provide the
infrastructure (genetics and sequen-

cing platforms and associated data)
and the manufacturers would supply
the molecules for testing;

The data obtained at the end of
these major research programmes
could ensure the use of these treat-
ments within the framework of a
managed off-label MA (see proposal
10) or help to assess the molecule
with a view to its market access.

Leem’s commitment to combating cancer




77 GOAL 5 €5,71

Make the Research Tax Credit (CIR) billion

a permanent fixture in order for France The CIR budget for 2013
to remain fiscally attractive T A A
20,000
Eligible expenditure under the CIR The number of French companies
(rate of 30% and 5% over 100 million) in receipt of the CIR

30%

The amount by which the cost of research
activities is reduced as a result of the CIR

12%

The percentage of the total CIR allocated
in 2015 which went to the pharmaceutical
sector

//////////////////////////////////////@

CIR

The Research Tax Credit (CIR) is a measure
designed to support the R&D activities of
companies, with no restrictions as to their
sector or size. This scheme was introduced
by the Finance Act 1983 and has under-
gone several changes over the past 15
years. Companies that allocate expenditure
towards fundamental research and expe-
rimental development are eligible for the
CIR by deducting such expenditure from
their taxes subject to certain conditions.
The CIR rate varies according to the invest-
ment sum (30% of R&D expenditures are
eligible up to a ceiling of EUR 100 million
and 5% above this figure).

RAAEAAAAAAAAAAAAAAAAAAAAAAAAA

L

CIR: Research Tax Credit
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The German exception

The domestic R&D expenditure of German
companies is double that of French com-
panies. Nevertheless, Germany has no R&D
tax incentives at present and has instead
chosen to align itself with EU targets: rai-
sing of R&D expenditure to 3% of GDP, 2%
of which financed by the private sector.
Aid at federal or Lander level is targeted
preferentially at SMEs and partnerships
while more than 80% of R&D expenditure
comes from industry, which is much more
buoyant than in France. In addition, general
taxation is more favourable to companies
and seems to require no R&D incentive
schemes.

Overview

The French Research Tax Credit (CIR) scheme
makes the country really attractive.

The project to introduce a common corpo-
rate tax base for the European Union (CCC-
TB Directive) is due to be rolled out in 2018.
It would allow Research and Development
(R&D) spending to be uniformly deducted
from corporate tax in all European countries.

The competitive advantage afforded by the CIR
that has until now made France fiscally attrac-
tive could be lost to this scheme; meanwhile
strong competition is coming from Eastern
European countries due in particular to the
speed of patient recruitment.

Trend in the annual tax expenditure relative
to the CIR (in € billion)

v

Our proposals

> 1/ Maintain a CIR scheme

specific to France or consider a scheme
which complements the European sche-
me to ensure that France remains more
competitive than other European coun-
tries as a fiscally attractive destination.

> 2 / Link up the French scheme
with the European scheme by establi-
shing a one-stop-shop and by standardi-
sing the French eligibility criteria based
on the European criteria.

> 3 / Develop the schemes
by making two improvements:

more generally, by raising the cap
for subcontracting;

more specifically, by making health-
care industries eligible to conduct
epidemiological studies, including
studies undertaken at the request
of the authorities.
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Many innovations in oncology are
expected to emerge in the coming
years and their specificities call
for more suitable assessment
methods.
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Hospital funding

GOAL 10

Conditional reimbursement

GOAL 6 GOAL 9 GOAL 7
Identify future innovations Revised ATU and RU Methods & criteria

7///// ///////// Clincal trils and epidemiological stuies

ANSM
EMA MA assessment ‘ HAS assessment ‘ ‘

‘ HAS (relmbursement Price
ATU, RTU X supplementary list) |

¢ ? a i
GOAL 8
Setting up of registries

MA: Marketing authorisation

ANSM: National Agency for Medicines and Health Products Safety
ATU: Temporary authorisation for use

EMA: European Medicine Agency

HAS: Haute Autorité de Santé (French National Authority for Health)
RTU: Temporary recommendation for use
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Anticipate innovative breakthroughs

Inspirational foreign models

Other countries use prospective methods to gain an insight into the impact that innovations
have. The UK horizon scanning exercise and the Canadian experience are two such examples.

N/
VAN

In the United Kingdom, the aim of the
Horizon Scanning Programme is to
anticipate the introduction of emer-
ging technologies 2-3 years prior to
launch on the NHS. These studies are
conducted jointly with academics to
predict the clinical, economic or or-
ganisational impact of new innovative
technologies.

i+l

The Canadian Agency for Drugs and
Technologies in Health (CADTH) has
implemented an horizon scanning
programme specifically for cancer
treatments: the pan-Canadian Onco-
logy Drug Review (pCODR) process
established in 2010.

It tracks new cancer treatments in the
pipeline based on information provi-
ded not only by the pharmaceutical
companies but also by the FDA and
other horizon scanning programmes
already running in other countries. All
the data is aggregated into a da-
tabase and a summary report is sent
to CADTH, which thus has knowledge
of emerging drugs 1-5 years ahead of
their introduction for an assessment
of their potential impact.

110

The number of phase Il cancer clinical trials
in 2016. More than half are investigating
tyrosine kinase inhibitors or monoclonal

antibodies

]

3

The number of phase Ill trials involving can-
cer treatment vaccines

2to 3

vears

The lead time for emerging new medicines
and new health technologies before their
launch by the NHS in the UK

////////////////////////////////////////

N\

Horizon Scanning

The information collected in the hori-
zon scanning process (description of
the technology, targeted cohorts, es-
timated number of potential patients,
lists of comparators available on the
market, clinical evidence of efficacy,
clinical, financial and organisational
impact presentations, etc.) is sent
continuously to NICE and the NHS.

AN

////////////////////////////////////////
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Overview

Many innovations with a high economic, finan-
cial and organisational impact will come onto
the market in the coming years.

In preparation for the introduction of these
innovations, information sharing tools have|
been deployed on future innovations by the
pharmaceutical laboratories and the govern-|
ment. The aim in the Cancer Plan 3 is to create
an INCa-led Technology Watch Committee. A
Prospective Committee for Drug Innovations,
has been set up at CEPS. In addition, the Ge-
nomic Medicine France Plan 2025 is expected
to provide an initial prospective analysis on
the impact of the new diagnostic test tools in
the system and on the organisation needed
to optimise their benefits.

anadian Agency for Drugs and Technologies in Health
mic Committee for Health Products
nd Drug Administration
1cer Institute
n Oncology Drug Review
al Institute for Health and Care Excellence
NHS: the National Health Service

Our proposals

, in conjunction
with the other European countries and un-
der the direction of a strategic committee
which includes ANSM and the HAS, to bring
all stakeholders on board (INCa, healthcare
providers, researchers, manufacturers, pa-
tients, associations) and to be tasked with:

periodically reviewing all technologies
that impact funding by type of cancer
from a clinical, organisational and bud-
getary perspective;

prioritising the work carried out by
the HAS to assess the most promising
technologies in terms of public health;

providing high-quality information to
patients.

assessment methodologies (especially
for the internet of things, telemedicine,
combined advanced-therapy medicinal
products);

training needs for healthcare professio-
nals and assessors (ANSM experts and
CPP members for example),

care pathway organisations;

financial impacts (loss of earnings

compared with existing products in the
case of substitutive innovations).

Leem’s commitment to combating cancer
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Adapt assessment methodologies to the 1
new challenges posed by cancer drug 3
therapies

The number of phase Il cancer trials
underway that do not include
a comparison arm

Various therapeutic targets A AN,

EGFR inhibitor Cyclin-depfenqe_nt kinase The proportion of phase Il and Il clinical
(cDK) inhibitor . . . .
trials involving targeted therapies

64%

Immunotherapies 64%

(anti-CTLA4, anti-PD1, anti-PDL-1)

The number of phase lll trials in progress
which involve molecules tested in several
concomitant trials, in most instances cove-

L. ring several indications or several combina-
Telomerase activity tions
indicators

Angiogenesis inhibitor _ S
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Overview

Clinical trials undertaken to assess innovations
in oncology have new characteristics (per-
sonalised therapies, gene therapies, smaller
populations, treatment sequences, etc.) with
new designs (basket trials, large-scale PPP
trials, etc.) and new primary endpoints.

This new reality has meant that the policy of
registering cancer drug therapies with the
EMA has evolved in recent years:

¢ the accepted endpoints are usually diffe-
rent from overall survival or progres-
sion-free survival;

* studies without a comparator arm are
accepted;

*  studies on small populations are accepted.

PPP: Private public partnership

EMA: European Medicines Agency

AMM: marketing authorisation

HAS: Haute Autorité de Santé (French National Authority for Health)

In France, the emergence of targeted thera-
pies requiring the concomitant assessment of
a drug and its biomarker test to identify the
responder population has met with a number
of setbacks. Firstly, the HAS methodological
guide on targeted therapies with companion
diagnostic testing was published in 20141,
almost 15 years after the MA was granted for
the first targeted therapy for metastatic breast
cancer. In addition, to ensure that the test is
valid, the methodological guide recommends
that the drug be assessed on both the biomar-
ker-positive and biomarker-negative popula-
tion. As this study design was never proposed
by the pharmaceutical companies2, very few
biomarker tests are assessed favourably at
present, unlike in other countries. Moreover,
the advent of genomic screening may increase
this problem. Finally, the assessment process
is increasingly opening up to contributions
from stakeholders in the system.

Since November 2016, patient representatives
have been invited to help assess health pro-
ducts by answering a questionnaire on their
experience of the disease and their expecta-
tions for treatment. Yet these contributions
have not been made public and this approach
is not applied systematically to all products.

Similarly, although consultation of the scientific
community on the methodology used by the
HAS is indispensable, it is impeded in practice
by the need to manage conflicts of interest.

These sweeping technological changes pose a
human resource challenge to the HAS, which
is responsible for incorporating these new
approaches.

(1) French National Authority for Health Methodological Guide - Targeted therapies and their companion diagnostics: definition and assessment method. February 2014
(2) The assessment of a drug on a biomarker-negative population is generally considered unethical by law.
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Other innovations

Example:

Bispecific antibodies

TDB

Complete antibody

v

TDB
made up of two separate
strands
v
1\ 1\
( Hole: ( Knob:
aCD3 aTumor anigen
+
T366S
L368A T366W
Y407V
g J g J

Products using a «Knob into holes» technique

Low immunogenic potential
Pharmacokinetic profile similar to a conventional IgG1 antibody

EMA: European Medicine Agency

HAS: Haute Autorité de Santé (French National Authority for Health)
MA: Marketing authorisation

pCODR: Pan-Canadian Oncology Drug Review

INCa: National Cancer Institute

(1) A recent publication shows just how widely the assessments of the national assessment agencies vary

against the ESMO and ASCO systematic assessment scales (Oudard et al. 2017

/////////////////////////////////////@

Assessment criteria

)

Once the EMA has given its approval,
these products may become stalled
with the HAS: comparative phase Il
studies in particular with endpoints fo-
cused mainly on patient survival (overall
or progression-free).

This inconsistency between the EMA
and the HAS may result in unequal
access to healthcare in France when
compared to Europe. Thus, of the 49
treatments that were granted marke-
ting authorisation between 2010 and
2014, 38 were accessible in Germany, 37
in England, 36 in Italy and 28 in France.

Yo,

AN

N\

Y ////l////////////////l/////l///%

Early-stage meetings

Although a one-off consultation is open
to pharmaceutical companies to dis-
cuss certain methodological issues at
early-stage meetings, such meetings
are rare because in 2015 there were
only 9 for every 232 notices of initial
registration issued by the Transparency
Committee(1). Moreover, the sole pur-
pose of these meetings is to remind
manufacturers of the current assess-
ment methods adopted by the HAS.
Innovations arrive with such speed as
to require regular updating by the HAS
of its assessment policies.

Indeed, taking targeted therapies as
an example, the latest clinical deve-
lopments demonstrate the advisabi-
lity of targeting several biomarkers
to increase the efficacy of precision
drugs. This example shows the need
for the HAS to change its assessment
criteria in line with the methodological
challenges posed by the assessment
of new health technologies.

w

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
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Inspirational
foreign models

One of the tasks of the pan-Canadian
Oncology Drug Review (pCODR) in ad-
dition to Horizon Scanning is to develop
its assessment policy on a participato-
ry basis. It was established in 2010 to
bring consistency to the assessment of
cancer drugs in Canada by reviewing
the clinical and economic evidence,
while taking into account the views of
all stakeholders in the system (patient
groups, pharmaceutical companies, on-
cologists, etc.).

Thus, when an application to review a
product is submitted to the Agency,
patient representatives are asked to
provide input via a dedicated website.
Oncology-specific experts are then in-
vited to share their recommendations
via the same website. Subsequently,
a Clinical Guidance Panel and an Eco-
nomic Guidance Panel are formed to
review the drug from these two pers-
pectives.

The pCODR Committee comprises mul-
tidisciplinary experts (medical oncolo-
gists, doctors, pharmacists, economists,
patients) and examines all the informa-
tion collected on the website in addition
to the clinical and economic guidance
reports. Its reimbursement recommen-
dations are made to the Canadian pu-
blic health insurance systems and to
the provincial cancer agencies and are
published on the Canadian Agency’s
website, along with the comments sub-
mitted by the various parties.

Our proposals

methodologies and policies of the HAS:

arrange for a full debate to be regu-
larly held with the entire scientific
community and other stakeholders,
including patient representatives and
industry, concerning the methodolo-
gies currently adopted by the HAS in
an effort to identify areas where the
agency’s policy has changed;

define, by drawing on the information
provided by the horizon scanning
tools, the work programme of the
HAS with regard to the new metho-
dologies or new assessment criteria
and their implementation;

construct a stronger ongoing dia-
logue between government, pharma-
ceutical laboratories and academic
teams around scientific assessment
issues and the basis of draft proto-
cols through systematically organised
early-stage meetings in oncology;

provide medium-term visibility (over
3 years) of HAS policy changes and
of the criteria for access to medicines
with a high ASMR for major haema-
to-oncology diseases21 in which reco-
gnition is given to therapeutic value.

methodologies and criteria in the
HAS programme. A number of items
should already be in the HAS programme
and involve stakeholders (pharmaceutical
companies, learned societies, patients,
etc.):

assessment of the value of treatment
combinations;

consideration of other assessment
criteria (quality of life, etc.) in addition
to conventional survival criteria;

methods for the assessment of in-

novative treatments not compared
in trials to a placebo or to another

alternative treatment;

consideration of the specific value of
the last lines of treatment for non-res-
ponding patients.

The debate on the overhaul of the assess-
ment methodologies could be led by the
HAS in consultation with INCa.
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Optimise real-time data collection

What is the point of a complete registry?

A complete and unified registry makes it possible to:

. adapt cancer care according to the treatment given and patient characteristics;

. collect additional data to allow a full assessment to be made, within a specific time
period, in implementation of contingent reimbursement mechanisms;

. collect data in implementation of payment by results mechanisms;

. facilitate patient recruitment to trials by determining their eligibility based on a

specific biological marker;

. conduct more complete phase |V real-world studies more quickly.

Inspirational
foreign models:

Italy established a national registry in 2005
for the collection of real-world data on
medicines. The first registry was created
in 2005 for the first targeted therapy for
metastatic breast cancer, gradually expan-
ding to other cancer drug therapies, and
followed by the development of new re-
gistries for different therapeutic areas. This
registry was the result of a public-private
partnership (PPP) involving the Ministry
of Health (authorities, doctors) and the
pharmaceutical industry. Today, the re-
gistry’s running costs are shared among
all the stakeholders in the public-private
partnership.

The registry provides overall patient moni-
toring, from diagnosis to drug dispensing at
the hospital pharmacy. The computerised
database contains the key data:

. the indication for which the treatment
is used;

. disease progression, treatment-related
side effects

. the costs incurred.

Healthcare professionals are required to
participate in the registry. Their partici-
pation is needed so that the facility res-
ponsible for distributing treatment can be
reimbursed by the Health Insurance Fund.
The registry also allows pharmaceutical
companies to access anonymised data
with respect to their molecules.

1,2

billion
The annual number of treatment forms sent
to the Health Insurance Fund

L]

500
terabytes

The density of the data contained in the
medical administrative database

/I/I/II/I/II/I/I/II/II/I/I/II/I/II/I/@

The national health
data system

The SNDS (National Health Data Sys-
tem) came on stream in April 2017
alongside the creation of the INDS
(National Institute of Health Data) tas-
ked with ensuring health data quality.

A

R RN RN

S

DCC: Cancer communication file

GHT: Regional Hospital Group

INCa: National Cancer Institute

INDS: National Institute of Health Data

MIG: Mission of general interest

PUI: Hospital pharmacy

PMSI: Medical Information Systems Program, tool to describe and measure
hospital activity from a health economic perspective

RCP: Multidisciplinary Consultative Meeting

SNDS: National Health Data System

SNIIRAM: National Health Insurance Cross-Scheme Information System

40 / Leem’s commitment to combating cancer



v
Overview

The French computerised health databases of
the National Health Data System are the most
comprehensive in the world and the scope
of SNIIRAM has been further broadened by
the latest Health Act to become the SNDS in
due course.

Although many studies already draw from
the PMSI (hospital data), SNIIRAM (health
insurance data) offers huge potential which
has hitherto been underexploited in oncology.
Indeed, its user base has long been very nar-
row and for-profit organisations were denied
access to it.

In addition, the hospital information systems
(chemotherapy software, PUI, data from the
RCPs and data from molecular genetics plat-
forms) show good potential thanks to the
data they contain, and thus provide food for
thought on the new arrangements for funding
innovative cancer products and on the pricing
of a medicinal product in line with its actual use.
France also has a number of oncology registries
but they are not comprehensive. They cannot
therefore track the use of cancer treatments,
their indication and line of therapy or toxi-
city, nor indeed off-label or non-reimbursable
prescriptions.

Our proposals

dwhich would be ma-
naged by the National Institute of Health
Data (INDS) and by the National Cancer
Institute (INCa) and which would allow the
collection of product efficacy data as well
as information on pathways and on orga-
nisational and budgetary impacts.

This registry would be fed with:
data from the SNDS (SNIIRAM and
PMSI) augmented with some addi-
tional criteria (treatment line, indica-
tions, etc.);
data contained in hospital software
(chemotherapy software, PUI sof-
tware, DCC, RCP data);

by the INCa platform software so as
to capture biomarker data;

data from future GHT software;

data from existing registries.

for healthcare profes-
sionals, comprising:

a target-based payment for clinicians
in healthcare institutions based on the
IFAQ (Financial Incentive for Quality
Improvement) pilot model;

Payment for Public Health Objectives
(ROSP) for clinicians;

a more rigorous system whereby the
facility is not reimbursed if informa-
tion is not entered in the registry;

a mission of general interest (MIG) of
the «innovation» type that would at-
tach value to the collection of clinical
and health economic data in conjunc-
tion with the assessment of health-
care technologies.

Pharmaceutical companies could help to
fund the registry by paying for access to
anonymised data relating to their pro-
ducts.
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Improve early access schemes (ATU - au-
thorisations for temporary use - and RTU
- recommendations for temporary use)

Early access schemes do exist at present (temporary authorisations for use and temporary
recommendations for use) but they face a number of obstacles and are unable to respond
to every situation.

overV|eW )
The Temporary Recommendation RTU
for Use

The RTU offers a secure prescribing framework
for cancer treatments for off-label indications
and makes it possible to gather real-world
data on small cohorts (linkage to a particu-
lar biomarker or grouping of patients with a
rare cancer). However, its implementation is
difficult:

ANSM is able to accommodate off-la-
bel prescribing practices, provided
that:

. there is a therapeutic need;

. and that the risk-benefit ratio
of the medicinal product is pre-
sumed to be favourable, based
chiefly on published scientific
efficacy and safety data.

* requests for an RTU cannot be made by
the pharmaceutical companies but must
be sent by a third party (within ANSM, a
learned society, INCa, etc.);

*  requests for an RTU, unlike for an ATU, are
administratively complex and lengthy, as
are the timeframes for their implementa-
tion;
the budgetary impact of products with an
RTU may worry public authorities, thus
making them less inclined to grant an RTU;

e The granting of an RTU is contingent on
setting up a study protocol aimed at col-
lecting efficacy and safety data. Pharma-
ceutical companies do not always plan for
a phase lll trial setup, thus rendering the
mechanism unsuitable.

To this end, ANSM makes Temporary
Recommendations for Use (RTU).
RTUs are issued for a 3-year re-
newable term.

Their objective is to ensure that the
medicines are being used safely
through patient monitoring organised
by the relevant laboratories.

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
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23

The total number of medicines
with cohort ATU status in 2016

L

6

The number of cancer therapies
with cohort ATU status

11

The number of medicinal
products currently granted RTU status,
none of which in oncology

85%

The proportion of medicines covered
by an ATU which were used
in cancer care in 2016

MA: Marketing authorisation

ANSM: National Agency for Medicines and Health Products Safety
ATU: Temporary authorisation for use

HAS: Haute Autorité de Santé (French National Authority for Health)
INCa: National Cancer Institute

RTU: Temporary recommendation for use
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Temporary authorisation for use

The French ATU scheme is very attractive and
the envy of many countries. Nevertheless, its
application is restricted by several constraints:

¢ whereas oncology products have several
indications, the ATU is approved only for
the primary indication;

¢ moreover, the existing ATU scheme is
threatened by the Social Security Finan-
cing Plan (PLFSS 2017), which caps the
annual average cost per patient at EUR
10,000 for all products with sales in excess
of EUR 30 million;

¢ due to the significant discrepancies in
methodological requirements between the
EMA and the HAS; trial results may well
suffice for the EMA but rarely satisfy the
HAS, which tends to draw out the time
between the end of the ATU period and
price setting, thereby increasing the time
that patients have to wait before benefiting
from treatment for all indications.

The data collected under the RTU and ATU
schemes are used mainly to assess the be-
nefit-risk ratio of a molecule and its clinical
efficacy.

The ATU scheme does not currently allow for
the collection and analysis of data that make
it possible to comply with the binding time-
table for application filing, reimbursements
and pricing.

W/I/I/I/I/I/I/I////////////////////////é
ATU

In France, the exceptional use of me-
dicinal products with no initial mar-
keting authorisation (MA) and not
subject to a clinical trial is contingent
upon first obtaining a Temporary Au-
thorization for Use (ATU).

ATUs are issued by ANSM under the
following conditions:

. the medicinal products are in-

tended to treat, prevent or dia-
gnose serious or rare diseases;

. there is no suitable treatment;

. they are presumed to be effective
and safe on the basis of current

scientific knowledge.

RN

N
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Inspirational foreign models:

In the United States, when a product has been registered by the FDA for
its first indication, the National Comprehensive Cancer Network (NCCN)
may issue a recommendation to approve reimbursement for an extended
indication, thereby allowing the system to flow smoothly..

Robert h. Lurie comprehensive
cancer center of Northwestern

University
@® Fred Hutchinson cancer
research Center / Seattle
cancer care alliance
Mayo clinic

cancer center

Huntsman cancer Institute

at the University of Utah

[ Fred & Pamela

Buffett cancer @
center

UCSF Helen Diller family
comprehensive cancer center

Stanford cancer Institute PY

University of Colorado

cancer center .
Siteman cancer center

at Barnes jewish hospital ®
and Washington University
school of medicine

@ City of hope comprehensive cancer center St. Jude children’s

°® UC San Diego Moores cancer center research hospital /

@® Mayo clinic cancer center

The University of Texas Md
Anderson cancer center®

University of Michigan @ ®
comprehensive cancer

Case comprehensive
cancer center / University
hospitals Seidman cancer
center and cleveland clinic
Taussig cancer Institute Dana-Farber /
Brigham and women's
cancer center

University of @ Massachusetts general

Wisconsin Roswell park hospital cancer center
carbone cancer cancer Institute
centerg ® PY Yale cancer center

® / Smilow cancer hospital

® Memorial Sloan Kettering

cancer center

° Fox Chase
([ J ° cancer center

The Ohio state University The Sidney Kimmel
comprehensive cancer center comprehensive cancer
James cancer hospital and center at Johns Hopkins
Solove research institute

center

@® Vanderbilt Duke cancer Institute

ingram cancer
center

the University of Tennessee
health science center

@® University of Alabama
at Birmingham comprehensive
cancer center

® Mayo cancer clinic

@ Moffitt cancer center

lllustration: The National Comprehensive Cancer Network (NCCN)

44 / Leem’s commitment to combating cancer



Our proposals

Reform the two existing ATU and RTU sche-
mes to lift the constraints, improve early pa-
tient access and regulate off-label products.

Reform the ATUs:

following the first indication to ensure
that patients have early access to innova-
tive cancer treatments where new indica-
tions can satisfy an unmet therapeutic need.
An opportunity loss for patients between
the clinical assessment and the funding
decision is thus avoided.

Reform the RTUs:

of off-label indications for treatments in
respect of which an MA extension appli-
cation will not be made (introduction of a
non-temporary recommendation for use -
RU).

, especially for products resul-
ting from major clinical trials conducted
through public-private partnerships (PPP).

to ensure the correct use of their molecules
and avoid unregulated off-label indications.

, the
procedures for ensuring the correct use of
treatments within the RU scheme.

within these two schemes.

risation de mise sur le marché
risation temporaire d'utilisation
: Food and Drug Administation
INCa: Institut National d
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Develop performance-based contracts
for innovative products
Inspirational foreign models

Les modeéles étrangers qui nous inspirent

¢ 200

millions

The amount of discounts granted in Italy by

Since 2005, Italy’s national registry for
the collection of real-world data on me-
dicines has proven to be a particularly
useful means of financing innovations
in cases where the manufacturer’s in-
formation (efficacy, budgetary impact,
etc.) on its product is insufficient to
obtain funding.

Thus, the establishment of robust regis-
tries in Italy has prompted the systema-
tic introduction of performance-based
agreements.

Since 2012, almost 6% of total expen-
diture on costly treatments was reim-
bursed by pharmaceutical companies for
failing to achieve the performance tar-
gets. The amount of discounts granted
by pharmaceutical companies rose from
nearly 80 million in 2012 to 200 million
in 2015, reflecting the mounting success
of the scheme.

Furthermore, almost half of the perfor-
mance agreements in Italy are used to
fund multi-indication cancer medicines.
Lastly, performance-based payments
significantly reduced patient access
time to innovative therapies (median of
83.7 days with risk-sharing agreements
versus 342.7 days without), thereby en-
abling patients in Italy to benefit more
quickly from innovative therapies.

46 / Leem’s commitment to combating cancer
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In England, where cancer treatments
are concerned, the National Institute
for Health and Care Excellence (NICE)
has three options when deciding on a
reimbursement claim. It can thus:

> Grant reimbursement for a therapy;

> Refuse reimbursement for a therapy;

> Provisionally grant reimbursement for
a therapy.

This third option, which was recently
adopted via the Cancer Drugs Fund,
allows therapies with a high reimburse-
ment potential but whose clinical data
and therefore cost-benefit ratio are not
sufficiently mature to award an upfront
fixed reimbursement agreement, to par-
ticipate in a temporary reimbursement
mechanism.

NICE thus approves funding on a provi-
sional basis for a period of not more than
2 years. If, once this period has expired,
the laboratory is unable to provide the
trial results expected by NICE, reimbur-
sement will be automatically suspended.
If the opposite occurs, confirmation of
the drug’s reimbursement will be given
subject to the usual conditions.

The Cancer Drugs Fund’s reimburse-
ment conditions are regulated, each
treatment being subject to a perfor-
mance-linked agreement in which pay-
ment is adjusted according to the clinical
results observed.

pharmaceutical companies in 2015

¢80

millions
against in 2012 in ltaly

Wt

83,7

The median number of days before patients
were able to access innovative therapies
under the risk-sharing agreements in Italy

342,7

The median number of days before patients
were able to access innovative therapies
without the agreements in ltaly

MA: Marketing authorisation

ASMR: Improvement in medical benefit

CEPS: Economic Committee for Health Products

HAS: Haute Autorité de Santé (French National Authority for Health)
NICE: National Institute for Health and Care Excellence




v

Overview

The framework afforded by the performance
agreements is hugely advantageous in cases
where payers are in doubt about the value of
a product due to the potential variability in
therapeutic benefit resulting from the uncer-
tainties of the treatment populations, because
it allows for the payment of treatments accor-
ding to their real-world performance and not
their theoretical clinical value as reported in
clinical trials.

This funding mechanism is also useful for pro-
mising products whose value has yet to be
determined from clinical findings. The clinical
performance payment can then be combined
with a conditional reimbursement mechanism.
Although performance-based payments have
begun to take hold in France for a number of
years now, following the introduction of the
Payment for Public Health Objectives (ROSP)
for private doctors in 2011 and the Financial
Incentive for Quality Improvement (IFAQ) for
healthcare facilities in 2012, they are still seldom
applied to health products.

The LEEM-CEPS framework agreement signed
in late 20151 provides for the use of an outco-
mes-based agreement for health products, yet
the French authorities are traditionally wedded
to a «price/volume» negotiating logic and are
less inclined to accept new funding methods,
which is why this scheme has been slow to
extend to medicines in France.

The development of this type of funding is also
hampered in France by the weakness of the
real-world performance measurement tools.

een the Economic Committee for
u Médicament)

(1) Framework agreement of 31/12/201
Health Products and LEEM (Les Entre

Our proposals

Encourage the establishment of fun-
ding mechanisms:

performance-based agreements and
conditional reimbursements for innova-
tions involving a degree of uncertainty for
governments in order to facilitate early
access to innovation.

Performance-based agreements:

for innovative cancer products whose
real-world value is still uncertain or whose
therapeutic benefit is expected to vary as
a result of the treatment populations.

on the attainment of clini-
cal and/or economic objectives without
assessments or reassessments by the
National Authority for Health: simplify and
specify the criteria and objectives to be
met under the performance-based agree-
ments along the same lines as the English
model which uses the criterion of overall
survival on treatment as a substitute for
progression-free survival.

of each signatory. In
addition, for transparency purposes, the
existence of performance-based agree-
ments and their operational mechanisms
should be made public.

renegotiation of clauses
with CEPS following a period of real-world
observation.

Conditional reimbursement
mechanisms:

for post-marketing
products whose therapeutic value has
still to be demonstrated and which do
not meet the standard criteria of the HAS
for determining reimbursement eligibility
due to insufficient, but promising, clinical
data (in the case of adaptive licensing for
example) or due to unsuitable assessment
methodologies (breakthrough innovations
for example), subject to the mechanism
satisfying the following general conditions:

determination of the suspended ASMR
level;

obligation on the part of pharmaceuti-
cal companies to conduct the studies
needed to provide additional data that
will help determine the value of the
product;

funding would be possible through

a payment by results mechanism (a
fixed reimbursement rate can also be
set).
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Reform the arrangements for funding
in-hospital cancer drug therapies € 1 y 7

] ]
billion
The costs of cancer therapy agents

charged on top of short-term inpatient

The price of cancer drug therapies is on the rise sorvices

Median monthly price of cancer drugs at the time of FDA approval (1965 - 2015)
L A

50,8%

The proportion of the cancer therapy

agents in the total expenditure of costly
4,—17 agents reimbursed on top of the GHS rate

//////////////////////////////////////¢

Homogeneous Group of
Hospital Stays (GHS)
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W

Hospital activity is defined through
Diagnosis Related Groups (GHM) and
Homogeneous Groups of Hospital
Stays (GHS). For example, the hos-
pital receives payment for a patient
admitted for a certain number of days
rather than admission to a specified
hospital service.

.

1970 1980 1990 2000 2010
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Overview

Products reserved for hospital use face the
issue of access to the add-on list, and the
rigidity of the GHS system leaves no room to
fund the costly products.

Moreover, the recent enactment of a new
decree prohibits de facto access to the add-
on list for ASMR IV and V products (unless
they are of significant public health value or
their comparators are already registered on
the add-on list).

However, therapeutic innovations with high
efficacy potential have to contend with metho-
dological assessment barriers that sometimes
preclude the award of an ASMR reflective
of their value. Accordingly, although these
products promise very good results, they will
not be eligible for reimbursement on the add-
on list, thus acting as a barrier to access for
patients.

What is more, the constraints imposed on
hospital products place them on an unequal
footing with retail pharmacy medicines, access
to which is guaranteed regardless of ASMR
level provided that the SMR (actual benefit)
is not insufficient.

ASMR: Improvement in medical benefit

CEPS: Economic Committee for Health Products
CCAM: Common classification of medical procedures
GHS: Homogeneous Group of Hospital Stays

SMR: actual medical benefit

has put in place working
practices which allow it to conduct a
real-world appraisal, at the earliest pos-
sible stage, of an innovation.

An OPS procedures code (equivalent
to the French medical classification for
clinical procedures) can be created for a
procedure that includes the innovation
or for the innovation alone, in order that
the technology can be tracked.

Thus, throughout the funding period, the
German system uses the corresponding
code to carry out cost accounting. If, at
the end of the interim coding period,
the financial impact is negligible, the
German equivalent of the GHS will not
be changed. Conversely, if this is not
the case, the GHS can be revised upwar-
ds or downwards more quickly using
the data collected in full knowledge of
the fact that the German GHS system
is reviewed every year to update the
amounts involved in new technologies.

Our proposals

include all hospital distributed cancer
drug therapies with an average cost of
more than 30% of the relevant GHS tariff
on the add-on list as a transitional mea-
sure until such time as the prescribing
volume is large enough for them to be
permanently incorporated into the GHS
system.

and
encourage the dynamic regulation of
listed products to reflect actual hospital
activity whilst maintaining an add-on list
mechanism for the most costly products.

return the discounts obtained by
CEPS for the products on the add-on list.
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Therapeutic advances and
organisational developments
require a restructuring of the care
pathway to ensure equal access
to care and innovations for all
patients.
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The care pathway

TREATING

Thanks to personalised
medicine (surgery, radiotherapy,
chemotherapy).

@v,/////////// GOAL 13;
GOAL 12: A

Iintegrated care

Shift to outpatient care

GOAL14:
Cancer care pathway

=

Covering the cost
Multidisciplinarity,
research-care continuum, accessibility

for everyone, no fee overruns.

M

Screening Diagnosis Preparing for cancer aftercare
Participation in Integrated diagnosis: Educational therapy, work reintegration programmes,

SCl’eenLng, consulta- biological, genetic, /,/// monitoring, tertiary prevention, coordination with
tion and oncogenetic clinical and // // 2 non-hospital care, etc.
programmes. radiological. //////////////////
SUPPORTING PARTNERING
Social, psychological, The patient as partner (discussion
socio-aesthetic groups, information spaces, etc.) and
and dietary support. local practitioners (nurses, doctors,
pharmacists).
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GOAL 12 7777777777777 p.5a

Encourage the shift to outpatient care and ensure that the change
is managed to improve the organisational impact of the treatments

GOAL 13 7772722277727777777777777777 p.58

Support integrated care initiatives

GOAL 14 7777772727777:777777777777777777 p.60

Put in place funding for the cancer care pathway




% GOAL 12

Encourage the shift to outpatient care
and ensure that the change is managed
to improve the organisational impact of

the treatments

Care pathway of a patient treated with oral cancer treatments

RCP

v %
o Long initial
Prescribing prescribing

consultation

Pharmaceutical

Dispensing advice

Home monitoring
and coordination
of care pathway

Outpatient
follow-up

Assessment

Check-u
& renewal P

Outpatient SRN
follow-up

L

Post-treatment
follow-up

Source: INCa

End of
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consultation

v

Medical Oncology or organ
q specialist
consultation

Detailed
meeting

State registered nurse

Hospital
pharmacist
meeting

Hospital pharmacist

Dispensing _ _
chemist Dispensing
F chemist
meeting

Medical General Home
supervisi on practitioner

monitoring

content:
Compliance
Safety
Managing adverse
reactions
Hospital readmission

Network SRN

and/or
follow-up

Network
Dispensing

. Dispensing
chemist chemist
follow-up
Medical Oncology or organ

ConSUltationS IS =LY

then Medical

supervision

23

The number of oral chemotherapy agents
newly available on the market between
2010 and the end of 2014

Wt

73

The number of oral cancer treatments
available at the end of 2014
One-third are targeted therapies

Cytotoxic agents

Targeted therapies

Hormone therapies

Other
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Overview

The administration of intravenous (1V)
treatments to patients was, until recent-

ly, managed predominantly in a hospital
setting but now the advent of oral cancer
therapies has seen a transformation in care
pathways and has supplanted inpatient with
outpatient care.

This trend towards to outpatient care is
very positive as it brings improvements to
the quality of life of patients, lower direct
and indirect costs and efficiency gains for
facilities in the case of outpatient surgery.
Nevertheless, it faces setbacks in several
respects.

First of all, the shift to outpatient care has
met with economic and financial challenges
where oral therapies are concerned. In-
deed, the introduction of oral therapies may
lead to a bias in terms of offer of therapies
available to patients, in light of the financial
challenges facing health facilities.

CLCC: Cancer Research Centres
HAS: Haute Autorité de Santé (French National Authority for Health)
PUI: Hospital pharmacy

(1) «Outpatient surgery and targeted therapies: two major ways forward in cancer care of the future for UNICANCER», Unicancer Press Release, 3 February 2015

HAD: hospital-at-home care

Thus, there is a low take-up of hormone thera-
pies in France, which are prescribed in 60% of
cases compared to approximately 90% in other
countries. Chemotherapies, on the other hand,
account for approximately 1.5% administered
in hospital-at-home care whereas this figure
should be 14% according to estimates by the
HAS(1). Such a bias is unfortunate for patients
who could benefit to a far greater extent from
outpatient or hospital-at-home care.

There is also an issue of quality of outpatient
care owing to a lack of information on the
part of primary care professionals (general
practitioners, pharmacists) about the disease,
innovative treatments, management of adverse
reactions, etc..

Yet it is these professionals who are increa-
singly expected to care for patients receiving
cancer therapies. The coordination between
outpatient medical teams and hospital teams
in cases of readmission due to serious adverse
reactions is also a point of breakdown.

The provision of hospital-at-home care for
the administration of IV chemotherapy is met
with an organisational obstacle because the
structures in place to administer IV chemo-
therapy are lacking.

An improvement in outpatient-hospital
coordination and in information exchanges
among professionals is one of the priorities
of the 2014-2019 Cancer Plan. This is set in
the context of developing outpatient surgery
and oral chemotherapy, thus making the issue
of coordination between hospital and private
practitioners all the more crucial.
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ANAP

French National Agency to support perfor-
mance in hospitals. Established by the Law
of 21 July 2009 reforming the hospital or-
ganisation, and on patients, health and ter-
ritories, «/ANAP sets out to help healthcare
and medico-social institutions improve the
service they deliver to patients and users
by developing, distributing, and monitoring
the implementation of recommendations
and tools that enable the institutions to
modernise their management, optimise
their property assets and monitor and
increase their performance with a view
to controlling their expenditure. (Extract
from Law 2009-879 of 21 July 2009 - Art
18 (V).

AR\

D

(1) Adoption support resources overview, NICE, 2015
(2) Site: www.sps.nhs.uk, National Homecare Medicines Committee, 2017
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Inspirational foreign
models

/!

The NICE Health Technology Adoption
Team (HTAT) in the UK.
Its mission:

- to identify innovative technologies with a high
organisational impact;

- to detect barriers to their adoption (changes
in processes, procedures, major changes to the
care pathway, etc.).

NICE bases the development of such tools on
the practical experience (prospective or retros-
pective) of early adopters who describe the
steps taken by the teams to adopt the scheme:
optimisation of the care pathway, training of care
teams, etc.®”’ The potential barriers to adoption
are identified and the associated solutions explain
how benefits to patients and the system (inclu-
ding cost savings) can be achieved in practice.
The British system thus encourages the adop-
tion of innovative health technologies with high
impact potential.

Running alongside this programme, the National
Homecare Medicines Committee (NHMC), which
comprises the NHS, industry and Department
of Health representatives, offers solutions to
develop and improve homecare services by
making this issue a key priority in the country.

The Committee examines each product and
identifies which could be administered at home,
along with solutions such as engaging the ser-
vices of homecare providers so that the transition
occurs safely and securely.

Recommendations are then made to the NHS and
key performance indicators are set to ensure that
the services provided are of high quality and safe®.
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Our proposals

especially for oral chemotherapy,
intravenous chemotherapy and outpatient
surgery (prostate cancer, breast cancer).

and care for patients receiving oral the-
rapy across both hospital and non-hospital
settings:

by assigning a key role to day hos-
pitals through a coordinating nurse
responsible for overseeing the care
pathway;

by forging a partnership with primary
care professionals (general practitio-
ners, retail pharmacists), who serve

as external points of contact with the
hospital team in the management of
adverse reactions and drug interactions;

by ensuring correct use of the medi-
cation and by optimising adherence to
treatment so that the outpatient care is
safe;

by allocating dedicated and ongoing
funding to coordination of the care
pathway to ensure that the public inte-
rest is further served by initial prescri-
bing of oral chemotherapy (MIG PPCO).

of portable outpatient treat-
ments, the development of home IV che-
motherapy and outpatient surgery, and
organise procedures around a preference
for outpatient care.

adapted to the shift to
outpatient care so that the gains intended
for patients and the system are attained by
transposing the role of the NHMC (National
Homecare Medicines Committee) identified
in the English model to ANSM and that of
the Health Technology Adoption Team from
NICE to ANAP.

savings achieved as a result of the shift to
outpatient care and plough all or part of the
savings made into innovation funding.

Leem’s commitment to combating cancer /57




% GOAL 13
Support integrated care initiatives

French initiatives
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Gustave Roussy Institute

N\

The CAPRI digital platform developed
by doctors at the Gustave Roussy
Institute sets out to improve coordi-
nation between the outpatient ser-
vices and the hospital by facilitating
interactions between the cancer pa-
tient’s different caregivers. It helps to
ease the flow of information between
hospital and non-hospital healthcare
professionals, and also between the
follow-up nurse and patient through
the action of two follow-up nurses
and an internet portal’

//////////////////////////////////%

Grenoble
University Hospital

Unnrormmmmmmnssnrrm .

The University Hospital has establi-
shed the University Prostate Cancer
Clinic in Grenoble. The Clinic brings
together urologists, oncologists and
radiotherapists where patient infor-
mation can be shared, innovative ap-
proaches to treatment proposed and
patient follow-up improved.
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Curie Institute

The BILBAO programme initiated by
the Curie Institute allows for highly
integrated and accelerated manage-
ment of the pre-therapy assessment
phase of women newly diagnosed
with breast cancer. All the profes-
sionals involved in this phase of the
care pathway (nurses, medical on-
cologists, surgeons, radiotherapists
and pathologists) work together at
the Institute and intervene in groups
or individually throughout the day as
the assessment takes place.

oy,

NN\
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(1) Gerves-Pinquié, C. et al,, «lmpacts of a navigation program based on
health information technology for patients receiving oral anticancer therapy:
the CAPRI randomized controlled trial.» BMC Health Services Research
17.1(2017):133

45

The number of teams of dedicated cancer care
coordination nurses (IDEC) responsible for
outpatient-hospital coordination

Wt

Over 5,000

The number of supported patients

2/3

The proportion of IDEC teams

that provide oral chemotherapy support

ARS: Regional Health Agency

CPAM: Primary Health Insurance Fund
INCa: National Cancer Institute

PLFSS: French Social Security Finance Bill
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Overview

Funding comes from INCa, ARS, and the care
facilities themselves, with a possible contribu-
tion from industry. Nevertheless, the lack of
sustainable funding and the regulatory difficul-
ties preclude the more widespread adoption
of this type of approach.

%/I/I/I/I/I/I/I/I/I/////////////////////

Within the framework
of the Cancer Plan

The IDEC trial involving dedicated
coordination nurses was first piloted in
2014 within 35 facilities. These nurses
are able to work alone, in teams or
linked to external care coordination
platforms. This scheme is still ongoing
after the INCa-led pilot phase among
complex targets (serious cancers, mul-
tiple diseases, psychological and social
vulnerability, etc.).
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The actions of regional health agencies (ARS)

has introduced measures
to encourage the development of in-
tegrated care models that allow for
collaboration between outpatient and
hospital care providers throughout the
care pathway.

These are primarily financial incentives
covered by the Special Care Coope-
rative Programme that pay projects
achieving gains for the Health Insurance
Fund. Thus, the support provided to
these integration projects (institutions
and health centres, industry) goes into
the funding of investments.

These projects operate on a portion
of the gains made by the Health Insu-
rance Fund, which is thus relieved of all
financial risk whilst recovering some of
the gains. Additionally, these coopera-
tion programmes are operated under
the Special Care scheme pursuant to
a contract between the supporters of
these projects and the regional health
insurance funds.

\\\\\\\\\
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Several regional health agencies have worked on new organisations to reduce access
times and to improve the quality and coordination of care. Prime examples are the
creation of a new Breast Institute in Bastia (Corsica) which provides care within 72
hours; the establishment in Nouvelle-Aquitaine of a healthcare cooperation group
between two cancer care institutions (Bordeaux University Hospital (CHU) and the
Cancer Research Centre (CLCC)) with the aim of integrating the region’s other two
university hospitals; the adoption in Normandy of a regional medical cancer care
project combining gradation of care and organisation of the care pathway, including
post-treatment (2 CHU + 2 CLCC); a project to extend the AYA (adolescents & young
adults) schemes in Auvergne-Rhéne-Alpes.

L
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Our proposals

Develop new ways of coordinating
care between disciplines and
professions.

to the Cancer Plan and select
projects in each of these areas.

in inte-
grated care organisation through regio-
nal pilot programmes.

These proposals are part of an incentive

measure, with performance-based fun-
ding for the integrated care initiatives.
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% GOAL 14

Put in place funding
for the cancer care pathway

The direction of the reforms:
4 complementary goals to improve the care pathway
Improve care quality and safety

Improve
care
quality
and safety

/f

Guarantee Increase the
access to . efficiency
care for eve- . e of care
ryone M’E’i\" n provision

Better use
of resources

71,000

The number of new cases of prostate °
cancer in France each year

]

54 OOO

The number of new cases of breast cancer
in mainland France each year

435,000

The number of new cases of colon cancer
in France each year, of which 23,500
are men

39,500

The number of new cases of lung cancer
in France each year, of which 28,000 are
men
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Overview

A number of care pathways are now perma-
nently established as a result of the adoption
of standardised care protocols for localised
cancers (breast, prostate, colon and rectum).
However, the cost and quality of treatment/
care provision vary widely.

Our proposals

Added to the problem of the quality of patient
care is the considerable cost variability. for funding the cancer care
pathway for certain cancers with

However, a number of standardised care pro- well-established protocols.
tocols for localised cancers (breast, prostate,

colon, rectum) could be used as pilots for

Some care pathways are still disorganised and
result in a discontinuity of care, preventable
emergency care and, overall, a lack of advice
and guidance on the best possible treatment.

Inspirational foreign
models:

In the United States, Medicare has intro-
duced an episode-based payment for can-
cer care.

The flat fee covers all the costs of a cancer
care pathway. As a result, care facilities that
manage to reduce their costs increase their
results and those that reduce the quality
of care are penalised.

CNAMTS: National Health Insurance Fund for Employees

(1) Changing Physician Incentives for Affordable, Quality Cancer Care: Results of an Episode Payment Model, Newcomer et al., Journal of Oncology Practice

10, no. 5 (September 2014) 322-326

funding the care pathway.

The cost-effectiveness ratio of the stan-
dard care pathway is thus substantially
optimised. As an illustration, a pathway fun-
ding system has been set up in the United
States which packages the cost of treating
a patient with breast, colon or lung cancer.

The introduction of this package, which
excludes the cost of the drug, has reduced
the cost of care by 34% through a reduction
in the number of hospital admissions and
unnecessary medical consultations, whilst
maintaining the same standard of care.®”

and the procedures for sharing
any financial gains generated as well as
the contractual arrangements between
the project backers, the CPAMs (Prima-
ry Sickness Insurance Funds) and the
region.

by the
payment system for organised care
pathways with a view to funding innova-
tion. This scheme would act as an incen-
tive to practitioners to optimise
the efficiency of the care pathways.
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GOAL 1S 7 e.ea

A shared goal: paediatric oncology.
Give the best chance of survival to the 2,500 children affected

each year by cancer.




% GOAL 15

Incidence of the different childhood cancers

Lymphomas,
lymph node cancer

Neuroblastoma

Tumours of the adrenal glands
and sympathetic

nervous system

Leukaemia,
bone marrow
cancers

Nephrobastoma
Kidney tumours

Rhabdomyosarcoma
and other soft
tissue sarcomas

Brain and spinal
cord tumours

Germinal cell tumours

Testicular and ovarian tumours
Other

Retinoblastoma
Embryonal
eye tumours

37

The number of early-stage trials in paediatric
oncology in France between 2010 and 2013

W Nl

60

The number of patients included in these trials

2,200

The number of new cases of cancer
in children each year in France

4 outof 5

The proportion of children who recover
from their cancer

1

The number of therapies with cohort
ATU status in paediatric oncology
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The worldwide one-of-a-kind

AcSé-ESMART trial

Launched in June 2016, the trial in-
cludes over a 3-year period 260 child-
ren who have reached a therapeutic
dead end. It is financed by Imagine for
Margo and INCa. The Gustave Roussy
Institute is the sponsor. 3 laboratories
are providing 10 molecules for evalua-
tion at no cost.

.
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Overview

Cancer is the leading cause of death from di-
sease in children and adolescents. A number
of initiatives in the field of paediatrics have
been undertaken at European and national
level. Since 2007, the European Paediatric
Regulation has changed the landscape of drug
development.

By introducing incentives for research, this
regulation has now made it possible for France
to become an agent of this change.

However, there is still scope to improve its im-
plementation, particularly in the oncology field.
The third Cancer Plan (2014-2019) has set a
specific goal of meeting the needs of children,
adolescents and young adults with cancer in
order to improve:

the quality and safety of care;
. access to research and innovation;
. full support for children and their families;

. preparation and follow-up for children and
their families in the post-cancer period.

More recently the ESMART trial, set up to
help children with cancer gain early access
to innovative treatments, has been a major
step forward..

Our collaborative
approach in paediatric
oncology

The Cancer Committee has taken on
board the persistent problems encoun-
tered by children, adolescents and their
families in the care pathways.

The Committee has chosen to focus its
work primarily on paediatric oncology.

In particular, it has chosen to work on im-
proving (i) the quality and safety of care,
(ii) access to innovation, and also (iii) full
support for children and their families
during and after the illness.

To achieve these objectives, the Com-
mittee has decided to involve all
stakeholders in a participative process

to develop an action plan based on a
shared analysis of needs.

Doctors, patient associations and families
have been consulted to identify needs
and elicit their suggestions.

This instructive approach has helped
determine several courses of action to
which industry can contribute.

At the end of a feedback workshop, it
was decided collectively to pursue this
course of action by developing a shared
plan for paediatric oncology.

This plan, which is being jointly devised,
will focus on three areas:

further developing the offer of
therapies available;

promoting access to treatment for
everyone;

improving the quality of life of
children and the support for their
families.
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