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Agnes Buzyn:
protecting France's
AARA rating for cancer care

MARC BEISHON

France’s relatively low profile on the European cancer stage belies a creative

and innovative approach to research and care that other countries could learn

from. Agnes Buzyn lifts the lid on how French cancer services continue to earn

their ranking among the best in the world.

n the first day of her job as president
and chief executive of INCa (Institut
National du Cancer — France’s cancer
institute), Agnés Buzyn had to field
calls from journalists keen to get com-
ment on a new report that raised the risk level of
cancer from using mobile phones. “That took me by
surprise, as | had not yet seen the report,” she says.
It was a taste of the wide ranging issues she would
have to deal with as the head of a national insti-
tute dedicated to both care and research — anything
related to cancer, including public concerns about
risks that are often wildly out of step with reality.
In its mainstream work, INCa has direct respon-
sibility for commissioning and organising research,
says Buzyn, which puts it in the same camp as other
national agencies such as the NCI in the US. “But
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the NCI does not deal with organising cancer care
— I think we are the only large state cancer agency
in the world that has not only research but also care
and prevention in its remit,” she says. “While other
countries have a division between research and
care, France has been a leader in saying that they
have to be very closely linked.”

France has for some time delivered some of the
best five-year survival rates in the world, ranking
in the top five alongside Australia, Canada, Japan
and the US. Though an achievement in itself, it
is the progress made in building on this success,
since the formation of INCa and a national cancer
strategy, that Buzyn wants to emphasise. Key ini-
tiatives include rapid implementation of genomic
mutation testing for personalising treatment, the
establishment of seven regional research networks



(called cancéropdles, which are now certified by
INCa), and the imposition of quality standards,
which has led to fairly brutal cuts in the number
of clinics allowed to treat cancer patients (more
than half have gone). The target of all patients
being seen by multidisciplinary teams is now met
in more than 90% of clinics.

Personalisation is a key theme where France
appears quietly to be taking a lead in Europe.
“We were able to quickly convince our min-
istry of health that detecting patients
with mutations could save a lot of
money by avoiding inefficient
treatments, which is why most
patients are now tested in France, §
and we are also now moving on
to wider molecular sequencing,”
says Buzyn. Coupled with a focus
on key populations where network-
ing and multidisciplinary working
are especially needed — such as older
people, teenagers and young people,
high-risk patients and those with rare
cancers such as sarcomas — the ‘land-
scape’ of cancer care in France has per-
haps changed more rapidly in recent years
than in most countries, and INCa has been
instrumental in this.

That said, Buzyn stresses that there
are formidable obstacles stemming from
inequalities, including in access to
high-quality healthcare. “The min-
istry of health is in charge of our
national cancer plan and we are
able to pilot only half of the plan’s
measures ourselves,” she says.
“When we are in charge of our j
half, it works well, but it gets S
much more complicated
where there are wider
social aspects beyond
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our power, such as insurance for people recover-
ing from cancer, whether people can return to work
or not, and changing systems for reimbursement of
treatment, such as arranging for radiotherapists to
be paid the same where we have shown that fewer
doses are just as effective.

“We are a coordination agency and have to
work with many different stakeholders, from char-
ities to professional societies to other government
agencies. We have the power to bring everyone
to the table, but finding solutions often
takes time and a lot of patience.”

She is candid about the main
failure she sees so far: that of
addressing inequalities. “It's in
our plan but it's been a disas-
ter — the only part we have had
success with is in early detec-
tion in breast cancer, where

we have done a lot of work
with isolated women
such as those who
don't speak French.
Here we have pro-
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“Although France has good overall figures,
they do mask a lot of inequality”

duced materials in various languages and worked
with associations in city suburbs to explain about
screening — but it's the only field where we have
substantially reduced inequalities so far. Although
France has good overall figures, they do mask a lot
of inequality, especially in areas such as the north
of the country.”

Buzyn took the job at INCa in June 2011 as
the third head of the agency, and its first woman
president. The institute was established in 2004
after the publication of the first French cancer
plan, one of the legacies of President Jacques Chi-
rac. She arrived midway through a second plan, due
to end this year, which was funded at more than
€730 million. “Last December at our annual cancer
congress President Francois Hollande announced
that we will have a third plan starting in 2014,” says
Buzyn, “although it is likely to receive less funding.
But all our stakeholders were glad to hear about the
third plan, as we need to keep on setting objectives
to bring everyone to the table — I told the President
that we needed another plan to go further.”

Hollande also addressed inequalities at the
announcement. “The cancer plan is a plan to fight
against inequality,” he said, noting that the risk of
dying from cancer among 30- to 65-year-olds is
twice as high for workers than professionals.

Setting five-year plans and sticking to compre-
hensive reviews and reshaping of objectives regard-
less of party political lines — especially now in a
time of austerity — also sets French cancer plan-
ning apart from most others. While most countries
recognise cancer as a priority, it is more usual for
national plans to lack the deadlines and renewal
that France now enjoys. To be fair, however, Buzyn
says that the early years of INCa were very much
those of an organisation feeling its way forward,
and it is only recently that its achievements are
starting to reach a wider audience internationally.
And as she comments, “Other health professionals
in France outside of cancer have questioned the
special status of INCa — but of course I agree that
cancer is different.”

Buzyn has a background in cancer. Her path-
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way into medicine was set in train when she
worked alongside her father, an orthopaedic sur-
geon, in her school holidays — handing him instru-
ments during operations. “It was natural for me to
20 to medical school and 1 thought I would be a
surgeon too, but it's not an option well suited to a
busy family life, so I looked for a specialty in a hos-
pital, as I didn’t want to go into private practice.

“I wanted to deal with a ‘real’ disease and chose
leukaemia partly because when I was five my best
friend disappeared from school and the teachers
told me she had died from leukaemia. I found a
strong woman mentor in Eliane Gluckman, who
started bone marrow transplants here and was the
only woman chief of department in France, and
went on to specialise in haematology and trans-
plants — but I'm not an oncologist and only really
found out a lot more about solid tumours when 1
came to INCa.”

Most of her clinical career has been at Necker
hospital in Paris, where she still has one morn-
ing clinic a week to keep contact with patients.
Though known as a paediatric centre, it also has
adult departments, and Buzyn decided to work
only with adults and teenagers. “During my resi-
dency, when I worked with Eliane Gluckman, a
child died in my arms — [ was eight months preg-
nant with my first baby and I just found it too hard
to work with children.”

A milestone in bone marrow transplants dur-
ing her time, she says, has been a huge expansion
in the donor population. “When [ started we only
had about a million — now we have 15 million from
many countries. Another big advance has been
that we can perform transplants with incompatible
donors — now almost all patients can have one.”

Buzyn has also pursued a research career in
leukaemias and immunotherapy at institutes in
Paris. Given the advances in immunotherapy
that are finally coming to fruition, she has some
regrets about leaving the field. “I was specialising
in chronic myeloid leukaemia (CML), and when
Glivec came along people told me immunotherapy
wasn't interesting anymore. But I'm sure now it will



be part of the mix of therapies we
need to treat cancer,” she says. In
other research work she has helped
to show how patients with certain
mutated acute lymphoblastic leu-
kaemias (ALL) do not need bone
marrow transplants.

In the clinic, a big issue she only
now has the power to address is the
needs of teenagers and young adults
with cancer. “It is a special popula-
tion group, as the diseases are very
different and the young people are
sometimes very mature but often
angry — it takes a lot of time and
energy to take care of them. I had
a lot of young people referred to
my department, and 15 years ago
[ wanted to open a special unit for
them — but [ wasn't able to. Now at INCa we are
finally making plans for such units.”

Although France is not seen as a rigidly patri-
archal society, Buzyn says that, in academic
medicine especially, there was and still is some
reluctance among men to see women in senior
positions — something she encountered when she
was appointed professor of clinical haematology at
Paris Descartes university. “It’s still hard for women
to have an academic career — men just don't see
women as taking their place even if you have all the
diplomas and research papers and are equivalent to
them. I had lots of jealousy from colleagues at the
hospital after my appointment as a professor. There
are many women working in labs and in special-
ties such as pathology and geriatrics — but there is
resistance to us becoming heads in what are seen
as major disciplines such as haematology. Other
women colleagues and I even thought of setting up
a pressure group to highlight this issue.”

To its credit, it was the right-wing Sarkozy gov-
ernment that wanted a woman as the third head
of INCa after the then chief executive was asked
to manage a new drug agency. Buzyn came to the
fore because she had also participated in a number
of French agencies, and was in any case on INCa’s
executive council at this point. “I was first involved
in a number of scientific councils such as at the
French blood agency. [ like being involved in soci-
ety as a citizen, and [ also like politics — it means
you have a chance to change things. But I didn't
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think I could be involved at a higher level.”

The appointment that brought her national
attention was to the board of the French radio-
logical protection agency. “This was my first real
administrative experience and 1 enjoyed it very
much. As a scientist [ brought input from the
research and university sector. But I then had to
deal with the Fukushima crisis, which was very
big in France.” Previously, she says, the melt-
down at Chernobyl had caused a scandal in
France after the public were advised that there
was no fallout over the country. “That was not
true and people got thyroid cancer after eating
wild produce. So when Japan's Fukushima crisis
happened — and with our own background with
nearly 60 nuclear power plants — it was a big con-
cern here, although this time there was no danger.

“With the media going crazy | had to go on TV
almost every day and explain what was going on,
and say there was no need for people to buy iodine
pills. I'm a leukaemia specialist so that was part of
the reassurance, as | was not seen as part of the
nuclear lobby. I didn’t want to do it, but [ realised
that the journalists wanted to hear from me.” They
still want to hear from her now she is at INCa —
and possible leukaemia associations with power
plants are another ongoing and controversial issue.

When she was a full-time clinician, the cancer
plan did not concern her much, she says. “But the
one thing that was really interesting was that any
patient with cancer had to be discussed first in a

Atrusted source

of information.

Agneés Buzyn fields
questions from the
media about the
potential cancer risk
posed by leaking Poly
Implant Prosthése
(PIP) breast implants,
December 23,2011
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“It’s a sobering thought that more than 1000 places were
deemed not qualified to work with certain cancer patients”

The second cancer plan 2009-2013

The second cancer plan covers five areas, 30 measures
and 118 actions. Here are some of the key planks:

Research
Increase resources for multidisciplinary research;

accredit five multidisciplinary cancer research integrated
sites.

Increase patient participation in clinical trials by 50%,
prioritising the most vulnerable populations.

Devote more than 15% of the research budget to ana-
lysing environmental and behavioural risks.

Contribute to the full genome sequencing of the five
most common cancers.

Observation
Produce and communicate information on cancer and
cancer research and treatment on an annual basis.
Produce an analysis of cancer distribution across the
country each year.

Prevention - Screening

Increase participation in organised screening pro-
grammes by 15%. The level of increase should be 50%
in the départements experiencing most difficulties.

Patient care

Individualise patient care and expand the role of the
referring doctor. Ensure that 80% of patients benefit from
at least one individualised care plan.

Life during and after cancer

Develop individualised social support during and after
cancer. Ensure that 50% of patients benefit from at least
one post-cancer plan.

The cancer plans are available in English and INCa also
publishes major documents in English such as its yearly
activity reports and scientific reports on research. The
latest scientific report is for 2011-12 and has detailed
descriptions of national and international projects with
graphics and tables. See www.e-cancer.fr
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multidisciplinary team — no oncologist in France
is allowed to see patients on their own in private
practice. That is real progress for quality of care
and security for patients, and for me one of the
main achievements of the first plan.”

That plan, she adds, was also about structur-
ing oncology from a fairly uncoordinated state. “It
was decided to organise research and care networks
in the regions and accredited centres to take care
of patients — we fixed the minimum numbers of
patients a year to maintain quality” That led to a
dramatic reduction in the number of clinics treat-
ing various cancers. “Ten years ago there were more
than 2000 establishments — now there about 800,”
says Buzyn. It is a sobering thought, she adds, that
more than 1000 places have been deemed not
qualified to work with certain cancer patients.

Overall, the first plan had 70 ambitious areas
in six main themes to cover, but it lacked rigorous
indicators to monitor progress, says Buzyn. This
has now evolved into five areas, 30 measures and
no fewer than 118 actions — including ‘flagships’
with specific targets (see panel). Buzyn mentions
research as an area where they achieved particu-



lar success. “We've put a lot of energy into devel-
oping phase I and II clinical studies, and have
increased by 70% the number of patients in tri-
als. That is much more than the plan objective
of 50%,” she says, noting that these trials have
a focus on vulnerable populations such as chil-
dren, older people and those with rare and the
most serious cancers.

Another success has been the accreditation
of eight multidisciplinary research centres under
the SIRIC banner (sites de recherche intégrée sur
le cancer), including the Institut Gustave Roussy
(IGR) and the Curie, both in Paris. “Our ambi-
tion is to organise translational research in hospi-
tals integrated with care and prevention,” she says.

Molecular profiling of tumours for personalising
therapy is now being done in 28 regional centres,
notes Buzyn, and is at the heart of a wide number of
initiatives. “We have started a programme for phase
II trials for targeted therapies that are just approved
or about to be approved — we want to open trials
to patients who have a mutation such as BRAF in
cancers other than melanoma, for which vemu-
rafenib is approved. We will see whether drugs are
effective in other indications, and if so, we will ask
the industry to open an official trial. Many oncol-
ogists want to see this, because it will help them
avoid giving off-label drugs without knowledge of
their effectiveness and side-effects.” The project
is called AcSé (for secured access to drugs) and is
run at INCa’s CLIP? (accredited
early-phase clinical) centres. The
Institute is proposing it as a pos-
sible European model for public—
private partnership.

Meanwhile, the testing net-
work for mutations in common
cancers has ramped up to cover
most patients, identifying key
markers such as KRAS in colo-
rectal cancer and EGFR in lung
tumours, as well as possible
new targets. Buzyn reports that
€69 million has been saved at a
cost of only €1.7 million by ensur-
ing, for instance, that lung cancer
patients without mutated EGFR
are not treated with gefitinib.

Having reference centres for
pathology is also driving a man-
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datory second opinion system for rare cancers such
as sarcomas, where at least 15% of diagnoses are
changed when reviewed (France is one of the few
countries with a mandatory review — see also When
in Doubt, Ask an Expert, page 30). This process
also admits patients into clinical networks of spe-
cialists in rare disease. There are currently 17 such
networks, which include rare cancer types as well
as rare events such as cancer in pregnancy.

This in turn is feeding research, by building up
tumour banks and registries, and trial participa-
tion. “For example, we participated in a multina-
tional chondrosarcoma trial run from the US and
we were the first country to finish our inclusions,
identifying 45 patients in less than a year, who were
detected through our network. Most other coun-
tries do not have this level of organisation. We know
almost every patient with, say, a chondrosarcoma in
France.” For more on initiatives in molecular pathol-
ogy, see Testing the Testers (Cancer World Novem-
ber—December 2012) and also the key paper led by
INCa on the French tumour profiling programme
(Nat Rev Clin Oncol 2012, 9:479-486).

INCa also helps fund large-scale academic
research, such as the PHARE trial that aimed to
find whether 6 months of Herceptin is as effective
as 12 months for adjuvant therapy in breast cancer.
The trial enrolled some 3380 patients across more
than 150 centres in France.

Another pilot from INCa focuses on support-
ing patients by providing them with a personalised
therapeutic ‘project’ and post-cancer personal-
ised project, to give them a proper explanation of
their treatment plans, identify what supportive and
social needs they have and prepare the ground for
life in the community after treatment ends. “It will
be part of our third plan to put more emphasis on
ambulatory care in the community, involving GPs
and perhaps creating a new type of profession such
as coordinating nurse,” says Buzyn.

An overall aim of the third plan, she adds, is to
speed up innovation for patients. Though France
has a good record of introducing drugs early — as
they did, for instance, with Herceptin — Buzyn con-
siders the overall pace of innovation to be too slow,
noting again that areas less in INCa’s influence can
hold things up. A higher proportion of radiothera-
pists than medical oncologists work in private prac-
tice in France, for example, and not only are they
likely to be slower to make changes, they are also
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“I really want to work more on quality of care, as it is
unforgiveable if patients lose the best chances they have”

less well represented in wider research networks
(France is one of the membership ‘black holes’ for
ESTRO, the European radiotherapists’ society).

Radiotherapy has received more attention, how-
ever, since a major scandal about overdoses given to
more than 5000 prostate cancer patients in Epinal,
north-east France. Three professionals received
prison sentences this year for their part in this.

Other disciplines allied to oncology, such as
interventional radiology, also need to be integrated
much more into strategy, says Buzyn, and new
avenues with truly ‘outside’” professionals, such as
mathematicians, physicists and engineers, need to
be explored — a call for proposals from these disci-
plines has been made by INCa and several have
been funded.

To help break down barriers, Buzyn has reorgan-
ised INCa’s 150 staff into two main directorates —
public health and organisation of care, and research
and innovation. “The idea is to encourage transla-
tional actions and fewer ‘vertical actions,” she says.

Although public health messaging is handled
by another agency, INCa does have a role to play
in prevention messages on issues such as tobacco
and risky behaviour, she says. “French people tend
to think all things are equally risky — we need to do
more to show them that about one-third of cancer
risk is related to tobacco and alcohol, and not to
pollution in cities, for example.” INCa is exploring
whether to make research in areas such as behav-
iour change a priority for the next few years.

Regarding risk, Buzyn's reassuring presence
was called into play again recently during the PIP
breast implant scandal, as not only were many can-
cer reconstruction patients affected, but there was
alarm about a possible association with develop-
ing lymphoma (one woman did die of the disease).
“We approached this as an expert group to show
what the evidence was,” she says.

She places great store on INCa giving inde-
pendent advice, noting that the experts it uses for
recommendations must demonstrate they are not
compromised by involvement with industry.
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Internationally, Buzyn is keen to do more to talk
about the French experience, recognising that
there is not enough representation at present. “But
French oncologists are well connected in research
networks, and I gave a presentation at ESMO last
year on our progress and plans in personalised
care,” she says. There is, however, much more to
tell about how the French model is doing across
the entire patient journey, she feels.

INCa is a member of the European Partnership
for Action Against Cancer (EPAAC) working group
on cancer research, and recently hosted a meeting
in Paris where Buzyn discussed possible pilot pro-
jects to better coordinate European research, such
as a healthcare knowledge network, public—private
partnerships in early-phase clinical trials, and pre-
vention research. It is and has been active in various
other EU projects; for example it was the coordina-
tor of CoCanCPG (Coordination of Cancer Clin-
ical Practice Guidelines in Europe), and is active
now in programmes such as TRANSCAN (the net-
work on translational cancer research). However,
the very fact that she is not using English as much
as when she was a researcher is an indicator of the
need for more international work, Buzyn adds.

Two key people spring to mind in her life. One
is her husband, Yves Levy, an HIV/AIDS specialist
in charge of the French HIV vaccine programme.
“We talk a lot about research and he helps me a
lot,” she says. The other is Jean-Paul Vernant, a
retired professor of haematology and well known
to Buzyn — which is advantageous because he has
been charged with drawing up the third cancer
plan for 2014-2018.

Her appointment is for a five-year term and
she is clear about her priority. “I really want to
work more on quality of care for everyone, not just
access to care, which is in the current plan, as it is
unforgiveable if patients lose the best chances they
have. I receive a lot of letters from patients and
families and some are so sad, and 1 always answer
them — but [ want to be able to reassure them that
they had the best care.” m



