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rance is the second-largest European
F market and one of the world’s largest
consumers of pharmaceutical products.

The French pharmaceutical industry grew
by 17.9% between 2000 and 2010, compared
with growth of 6.1% in the manufacturing
sector.

This performance can be explained by solid
scientific, industrial and economic advantages,
and by the dynamism of its players of all
sizes, says Philippe Archinard, Ph.D., CEO of
Transgene and chairman of Lyon Biopdle.

However, according to GlobalData, the
French pharmaceutical market is expected to
grow by just 0.7% CAGR from $46.2 billion
in 2014 to $48.2 billion by 2020, mostly due
to an increasing focus on generic drugs. De-
spite the negative impact of generics, France’s
pharmaceutical market will be boosted by a
number of factors, including an aging popula-
tion, tax incentives, a substantial skilled work-
force and high public healthcare expenditure.

For the last 10 vyears, like many other
leading global healthcare markets, the French
pharmaceutical market has been experiencing
several external and internal pressures, says
Maryvonne Hiance, chairman of France Bio-
tech, the association of French biotechnology
and life-sciences companies, and VP of the
board and strategic director of OSE Immu-
notherapeutics. These include rising R&D
expenses, patent expiries, and increasing regu-
latory and pricing/reimbursement constraints.

“As a result, pharmaceutical companies
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French Connection:
Picture of an Evolving MARKET

France has long had one of the most comprehensive healthcare

systems globally, but as pressure‘mounts to cut costs,

have increased their focus on generic drug
development, emerging markets, and M&A
strategies,” Ms. Hiance says.

According to Deloitte analysts, the life-sci-
ences sector in France is expected to face a
challenging year this year. The government
has focused on cutting the rate of reimburse-
ment on many drugs, removing a number
from health insurance system coverage, and
promoting the use of generics. In addition,
life-sciences regulatory enforcement is likely
to intensify, with the competition authority,
the Autorité de la concurrence, becoming
increasingly assertive. Life-sciences companies
also will face obstacles created by a new market
access (MA) requirement. The French pharma
industry’s competitiveness has weakened and
the country’s attractiveness as an R&D site is
eroding, despite a very generous research tax
credit scheme.

The Evolving Pharma Picture

France has long been a leader in the re-
search, development, and production of phar-
maceutical products, thanks to high-quality
scientific and engineering education and a
strong industry that includes such companies
as Sanofi, Servier, Ipsen, and Pierre Fabre, says
Stéphane Boissel, CEO of biotech company
TxCell.

However, experts note that there has been
a reduction in terms of R&D by large pharma
companies. There is very little breakthrough
R&D taking place at French pharmaceutical
companies, with most developments being
fixed-dose combination products, says Kimty
Bui-Van, head of function, regulatory affairs,
ProductLife Group.

Pipeline renewal has been one of the major

attention turns torgenerics, M&A, and a push
for breakthrotuigh R&D.

The French landscape is paved with
small companies but midsized ones
are scarce,and as a result few have the
ability to reach the market.

JEROME GABARD
Pherecydes Pharma

concerns of pharmaceutical companies, many
of which are increasingly turning to M&A
transactions, strategic diversification as well as
deals and R&D collaborations with biotech-
nology companies, Ms. Hiance says.

French biotech company Innate Pharma
has entered into alliances with AstraZeneca,
Bristol-Myers Squibb, and Sanofi to advance
its immuno-oncology pipeline. Pfizer and Ser-
vier are both working with Cellectis on new
cancer treatments based on CAR T-cells, while
Eli Lilly has inked an agreement with Adocia
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FAST FACT

MORE THAN 93,000 PEOPLE
ARE EMPLOYED IN THE FRENCH
PHARMACEUTICAL INDUSTRY

Source: The European Federation of Pharmaceutical

Industries and Associations, 2015

to further develop a technology designed to
accelerate insulin absorption.

“In addition, there have been several sig-
nificant acquisitions, such as the acquisition
of Trophos by Roche and Ipsogen by Qiagen,”
Mz. Boissel says.

Foreign companies seeking to enter the
French market face specific challenges.

“Those companies must have an ex-
ploitant, which is a very specific role,” Ms.
Bui-Van says. “This person needs to have a
pharmaceutical establishment license, they
should have a qualified person, called a re-
sponsible pharmacist, and the exploitant is
accountable for distribution and marketing
of the medicinal product onto the French
market, for medical information, and for
pharmacovigilance. So whenever a foreign
company wants to get onto the French mar-
ket they have to have this exploitant on the
ground, as well as a local qualified person for
pharmacovigilance.”

While in 2010 the majority of drug R&D
and production was carried out by the largest
French pharma companies, this trend is now
shifting, Ms. Hiance says.

“In 2015, French biotech companies had
more products in development in their pipe-

line than the largest four pharma players
combined — Sanofi, Ipsen, Servier, and Pierre
Fabre,” she says.

According to Dr. Archinard, an aging
population and the need for better treatments
against severe diseases and better management
of chronic diseases, have opened opportunities
for biotech companies to develop innovative
solutions, and as such these companies have
become more numerous, better funded, and
more mature.

Over the past 10 years, the French biotech
R&D market has emerged as the leading Eu-
ropean market, as exemplified by the number
of companies listed on the Euronext market
— from a handful in 2006 and a com-
bined market cap below €500 mil-
lion ($564.6 million) to now
more than 50 life-sci-
ences companies listed
with a combined mar-
ket cap of more than
€10 billion, according to Mr.
Boissel.

Jérome Gabard, chief op-
erating officer of Pherecydes
Pharma, notes that while there
are many small companies in
France, there are few mid-sized
pharma companies, which means
few have the ability to reach the market and
funds are insufficient.

“Business angels are fairly active and tend
to invest in innovation more quickly and
are willing to take more risks than standard
life-science venture capital funds,” Mr. Gab-
ard says. “Raising private funds is particularly
difficult, however, public funding whether at
a national or European level, is fairly strong.”

Ms. Hiance says government support for
research in life sciences is strong, and cites the

France has always been
a leader in the research,
development, and
production of
pharmaceutical
products.

STEPHANE BOISSEL
TxCell

creation of competitiveness clusters (poles de
compétitivité) in 2005 as an example.

“These clusters bring together public aca-
demic research and private research to promote
market developments and foster innovation,”
she says.

Dr. Archinard says of the 71 innovation
clusters in France, seven are dedicated to
healthcare and life sciences, and have been
created to translate academic research into

Clinical Challenges in France

Clinical trials in France are in the spotlight,
particularly in light of the death of a
volunteer in January 2016
during a Phase | clinical
trial on a product from
Portuguese drug maker Bial
and run in Brittany by France’s
Biotrial. The trial was research-
ing a fatty acid amide hydro-
lase (FAAH) inhibitor in devel-
opment for a number of
neurological disorders.
’ As a result, the
National Agency for
Health Products Safety
(ANSM) has been taking steps to strengthen

French
Medicines and

patient protection and safety, says Stéphane
Boissel, CEO of TxCell.

The agency established a committee to
evaluate what went wrong in the trial, which
resulted in the death of one healthy
volunteer and the hospitalization of five
others in January this year.

“These measures make it more
complicated for drug companies to run trials
in France, due to additional delays and
paperwork,” Mr. Boissel says.

Clinical studies can be complicated in
other ways. For example, in the area of
antibiotics, which is the focus of Pherecydes
Pharma, setting up trials can be a challenge
given that innovation in the area has been
scarce for the past 20 years, and hospital
experience has been eroded.

“The level of clinical bacterial infection
epidemiology information is varied from
one infectious area to another,” says Jérome
Gabard, chief operating officer of Pherecydes
Pharma.
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The French healthcare
system is reputed to be
one of the best among

developed countries with
universal health

coverage and
transparency in healthcare
administration.

DR.PHILIPPE ARCHINARD
Transgene

innovation. More than 6,500 companies be-
long to these clusters, including 670 foreign
companies.

“These innovation clusters, along with
other government policies such as direct sub-
sidies, tax exemptions, and tax credits really
drive innovation,” Dr. Archinard says.

“For example, a Research Tax Credit
(Crédit Impot Recherche, CIR) offers corpo-
rate tax relief based on R&D expenses incurred
by firms operating in France. It covers 40%
of R&D expenses in the first year, 35% in
the second year, and 30% in subsequent years
up to €100 million ($139 million), and is
doubled for R&D outsourced to public-sector
laboratories.”

“In 2013, the CIR tax credit represented a
total of €6 billion,” Mr. Boissel says. “For Tx-
Cell, it reached €3 million for the year 2015,
which is a significant amount for a company
like ours.”

Ms. Hiance adds that the ‘Jeune Entre-
prise Innovante’ (Young Innovative Com-
pany) status, initiated by France Biotech in
2004 and targeting young companies with
fewer than 250 employees and spending at
least 15% of total expenses on R&D, offers
several advantages such as a reduction in
employer contributions as well as favourable
tax incentives.

Given challenges that French biotech and
medical technology companies face when rais-
ing funds with private investors during later
stages of development, more mature compa-
nies are turning to foreign investors (especially
U.S. investors) to fund their research.

Dr. Archinard notes that public invest-
ment bank Bpifrance has been more involved
in funding companies at all stages of develop-
ment, together with local private equity funds.

“In parallel, the numerous IPOs of the
last years have led to an increased appetite of
French investors for healthcare companies,”
he says. “These companies have capitalized on
their increased visibility to attract European
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and US-based specialized funds, before meet-
ing success and being acquired.”

“Continued government support through
tax incentives combined with increasing col-
laboration deals with pharmaceutical compa-
nies and fair valuation during initial public
listing should help these biotech companies
secure the necessary funds for program devel-
opment and subsequent organic growth or in
some cases a merger or an acquisition,” Ms.
Hiance says.

Pharma Innovation

Research and development in life sci-
ences and healthcare have always been one of
France’s strongpoints, Ms. Hiance says.

The country has a highly skilled work-
force and a large network of both private
and academic research institutions. France is
particularly well recognised in the areas of in
vitro diagnostics, vaccine development, and
immunotherapy.

“In 2015, most R&D programs undertaken
by French biotechnology companies were in
the areas of oncology, infectious diseases, and
the central nervous system,” she says, noting
that a third of French biotech companies are
focusing on oncology.

“France has worldwide biotech leaders in
fields such as cellular immunotherapy, im-
muno-oncology, diabetes, and allergy,” Mr.
Boissel says.

In oncology, immune checkpoint block-
ers have shown efficacy, Dr. Archinard says,
and the goal for many companies, including
Transgene, is to increase the rate of patients
responding to these treatments.

“To achieve this, the industry is now fo-
cused on finding the right therapeutic agents
that can be combined with these checkpoint
inhibitors,” he says.

In other areas, Pherecydes Pharma was
founded to focus on phage therapy to address
antibiotic resistance. The company is a spin-

The French Pharma
Industry Trends

» Research and Development in France —
4.564 billion euros

» Pharmaceutical Production in France -
20.981 billion euros

» Employment in the Pharma Industry in
France - 92,650

» Pharmaceutical Market Value in France -
27.366 billion euros

» Pharma Exports by France - 27.111 billion

» Pharma Imports to France - 24.593 billion

» Share accounted for by generics in French
pharma market sales value — 18.2%

» Total spending as a share of GDP in 2013 -
10.9%

Source: European Federation of
Pharmaceutical Industries and Associations, 2016

off from Paris-based Bio-Modeling Systems,
which works on information systems and
models to address some of the major issues in
health sciences.

Bio-Modeling had run a system on the
antibiotic resistance problem and found that
phage technology could be used to control and
kill bacteria. Pherecydes is the first company
to have launched a multicenter European
phage therapy clinical trial using Western
pharmaceutical and clinical standards, to eval-
uate phage therapy on infected burn wounds.
The first patient was enrolled in July 2015 in
France.

The company chose to conduct trials in
France and other French-speaking European
countries because of the work that needed to
go into training the medical team on a new
therapeutic approach, and the importance of
working in a common language.

“Not all nurses read and understand En-
glish,” Mr. Gabard says. “This is one of the
reasons that led us to choosing French-speak-
ing burn units in France, Belgium, and Swit-
zerland.”

Cost was another determining factor.
Under the French national health system, the
only cost incurred during a clinical trial is the
extra cost generated by the trial, Mr. Gabard
says. All costs that are required for the patient
standard care are paid for by the national
health system.

“For third-degree hospitalized burn pa-
tients, these costs are really high,” he says.

In addition, the French regulatory author-
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ity, the National Agency for Medicines and
Health Products Safety (ANSM), provides ex-
tensive scientific, manufacturing, and clinical
advice, and for experts involved in medicinal
or medical device developments, all regulatory
meetings with and recommendations from
ANSM are free of charge, Mr. Gabard says.

Another growing area in France is medical
technology, and these companies are increas-
ingly collaborating with both national and
international players to develop companion
diagnostics, Ms. Hiance says.

“The development of e-health solutions is
another major trend on the French healthcare
market,” she says. “Information systems and
software represent the largest share of the
French e-health market while digital and in-
terconnected tools are expected to grow with
an annual growth rate of 4% to 7% by 2020.”

Approval and Reimbursement

For products approved under the Cen-
tralised Procedure, which include Advanced
Therapy Medicinal Products, there is no dif-
ference among European countries in terms
of marketing authorization. Other approval
processes include the Decentralised Procedure
and the Mutual Recognition Procedure.

Once a treatment has been approved, com-
panies must negotiate its price and reimburse-

FAST FACT

THE FRENCH PHARMACEUTICAL
INDUSTRY SPENDS €4.8 BILLION
ON R&D

Source: The European Federation of Pharmaceutical

Industries and Associations, 2015

ment separately in each country. As the French
government aims to reduce the Social Security
deficit, price and reimbursement are very sen-
sitive topics in France, Mr. Boissel says.

Mr. Gabard agrees, noting there is a push
to reduce the costs by the national health and
health insurance bodies.

“The reimbursement of very expensive
therapies is at risk of being significantly re-
duced,” he says.

“Reimbursement rates can have a major
impact on the commercial success of a drug and
non-reimbursed medicines are much harder to
sell, especially if there is a reimbursed alter-
native for the same indication,” he says. “A
number of drugs have even been delisted over
the past decade as their therapeutic value was
considered insufficient by the regulator.”

Focus on
biopharmaceuticals,
strong government
support, and the
existence of a large
research

network in France
represent strong assets
for the French
pharmaceutical and
biotechnology markets.

MARYVONNE HIANCE
France Biotech

The push to lower prices and move to ge-
neric products is taking place across Europe,
Ms. Bui-Van says, adding that when there
is a medicine that is a true medicinal break-
through, authorities in France are keen to
promote access to these medicines and would
accept the allocation of high pricing for these
medicinal products that provide a true benefit
to patients.

France was a relatively late entrant to the
generics market compared to the UK and Ger-
many. In 2008, generic drugs accounted for
21.7% of the pharmaceutical market in terms
of volume, which increased to 30.2% in 2013,
according to GlobalData.

GlobalData analytics say the French gov-
ernment is promoting generics as a measure to
reduce healthcare expenditure. In September
2012, it introduced a scheme under which
patients who agree to generic substitution will
not be required to pay for their drugs.

Ms. Bui-Van notes that the timeframe
for getting a new marketing authorization
assessed in France is two years or more. She
says that the hold-up is due to huge backlog of
dossiers that have not been assessed.

As a result, France is now used less frequently
as the Rapporteur or co-Rapporteur for the cen-
tralized procedure as they are not compliant to
assessment timelines, Ms. Bui-Van says.

Mr. Gabard says the ANSM is fairly open
to innovation, supporting new approaches and
helping companies to maneuver through the
regulatory landscape.

“This is valuable especially when new
medical approaches are non-existent in the
European Pharmacopeia, such as phage ther-
apy,” he says.

At the patient level, Mr. Boissel says a
number of campaigns and incentives have
been launched to encourage patients to limit
their drug usage and to take generics whenever
possible.

“For instance, pharmacists are encouraged
to systematically replace branded drugs with
their generic alternative when they deliver
prescription medications,” he says. “Patients
may object but then have to pay the extra cost
of the branded product.”

However, when it comes to innovative
drugs for life-threatening diseases and drugs
with high unmet need, patients benefit from
relatively quick access through Temporary
Authorization for Use (Autorisations Tempo-
raires d'Utilisation, ATU), Dr. Archinard says.

“This system allows these drugs to be used
in hospitals even before they are registered,”
he says. “The growth in demand for innovative
medicines in the main therapeutic areas will
enable such therapies to command a premium
price and influence the value of the French

pharmaceutical market.”
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