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hat is the relevance of a six-mi-

nute walk test as a clinical end-

point for Duchenne boys when
they are already wheelchair dependent?
Elizabeth Vroom, president of the
Duchenne Parent Project, travelled to the
European Medicines Agency (EMA) in
London to ask the regulators this questi-
on and to show them films of patients
with Duchenne muscular dystrophy in
which the patients reveal what capabili-
ties they most fear losing.

Vroom wants to prevent candidate drugs
from being thrown out when the patients
who use them do not pass the six-minute
walk test even though the drugs could be
slowing down the progression of the
disease. In London Vroom advocated that
a drug which enables these boys to keep

using their laptops and the steering me-
chanisms on their wheelchairs for a
much longer period could make a huge
difference in their lives over time and is
worth approving in future.

‘The introduction of

patient participation is an
irreversible process’

Consulting patients in all phases of
drug development and approval is on the
agenda of more and more organizations
in the Netherlands. At this year’s edition
of the FIGON Dutch Medicines Days,
for example, patient representatives will
be ‘dating’ researchers. Furthermore,
ZonMW is actively promoting patient
consultation. The Dutch top sector plan

for Life Sciences and Health emphasizes
the importance of patient participation,
especially as far as prioritizing which
medical innovations are needed most, as
was advocated earlier this year by the
Gezondheidsraad, is concerned.

PRIORITIES

In reality, researchers, drug developers
and regulators are sometimes of two
minds concerning patient participation:
they wonder whether they should invest
time and energy in contact with patients
without knowing upfront whether it will
really bring them useful information. “In
my opinion, however, the introduction of
patient participation is an irreversible
process,” states Tineke Abma, professor
of client participation in elderly care at
the VU University Medical Centre.

Quality of life aspects are one of the
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main issues that patients bring to the
table, providing researchers input for
their research and for more relevant clini-
cal endpoints. Abma: “These disorders
include the terrible itch caused by burns,
and fatigue as one of rheumatism pa-
tients’ main problems.” Other examples
are the long-term side-effects of chemo-
therapy that survivors of breast cancer
experience every day. The impact of these
problems is often obvious for patients.
They would, however, not have been high
on the priority list of drug developers and
regulators if patients or their parents had
not been involved.

STRESSFUL VISIT

“Inviting patients to tell their stories in
a committee meeting at EMA influences
the general trend of thought of the other
committee members. That is one of the
main contributions of patient representa-
tives,” according to Pauline Evers, staff
member at the Dutch Federation of
Cancer patient organizations (NFK). On
behalf of the European patient network
EGAN, she is one of the three European
patient representatives at the Committee
on orphan medicinal products of EMA,
although not a patient or the parent of a
patient herself.

“It is difficult to pinpoint tangible re-
sults. Committee members starting to
think more in terms of patient orienta-
tion, however, does lead to granting the
orphan drug status more often to drugs
that do not offer prolongation of life
expectancy, but do bring major contribu-
tions to the patients’ quality of life. For
example, this status was granted to a can-
didate drug for combating acute angio-
oedema that patients themselves can ad-
minister, at school or at work, preventing
a stressful hospital visit to get an injec-
tion of another drug that prevents the
dangerous effects of rapid facial
swelling.”

There are more examples of patients’
influence. If rheumatism patients had
not talked about their fatigue problems
during the Omeract conferences, at which
scientists try to reach consensus con-
cerning clinical endpoints, fatigue would
not have been an important topic. It is
now. Scientists are developing and valida-
ting measurements methods to include
fatigue as one of the clinical endpoints.

“We would not have taken sleeping dis-
orders into consideration in our mouse
research on the Angelman syndrome if
the parents had not convinced us of the

need to do so,” Prof. Ype Elgersma of
Erasmus MC points out, to cite another
example. Not being able to get a good
night's sleep turned out to be a huge
problem for families with a child with
this syndrome. While trying to unravel
the molecular mechanism behind this
neuro-genetic disorder by knocking out
candidate genes in mice, he therefore
decided to look at the effects on not only
cognitive aspects and epilepsy, but also

‘In the cancer field

we are lagging behind’

on sleep behaviour.

Some patient organizations, especially
in the field of rare diseases, even set up
their own worldwide biobank and patient
database. “When an interesting candidate
drug has been found, the existence of
such collections helps the industry to set
up a clinical trial faster and to include
patients more easily,” affirms Cees Smit,
a patient advocate for over 40 years who
received an honorary doctorate from the
University of Amsterdam in 2003. “This
way a patient organization can speed up
drug development by already setting up
an infrastructure for a clinical trial, even
when at that moment no candidate drug
is available as yet.”

A good example is the Pompe survey of
the International Pompe Association and
Erasmus MC, in which they characteri-
zed the disease as precisely as possible.
Later on this served as input for the de-
sign of the phase 3 study of alglucosidase
alfa, brand name Myozyme. It has also

paved the way for the drug’s approval
because the patients could quantify the

benefits of the new medicine more preci- |

sely, according to Smit.

SHORTER TIMELINE

The well-known Duchenne story also
illustrates how patient involvement in
drug development can make a difference.
Starting 15 years ago with a roadmap and
a fundraising plan for 40 million dollars,
the United Parent Projects Muscular
Dystrophy has put Duchenne research on
the map, according to Cor Oosterwijk. He
is director of VSOP, a Dutch collabora-
tion of 65 patient and parent organiza-
tions. These Duchenne parents decided
not to spend their money locally, but to
fund only the best research proposals in
the world. One of the results was the pro-
mising exon-skipping therapy, which is
now in phase 3 of its clinical trials. With
this therapy, the Dutch start-up company
Prosensa and its partner GSK hope to al-
ter Duchenne into a much milder neuro-
muscular disease, known as Becker mus-
cular dystrophy.

“Such success stories inspire other pa-
tient organizations to become actively
involved if they are not satisfied with the
current progress concerning drug deve-
lopment for their disease,” Smit points
out. “They show that patients are capable
of moving the drug development process
forward to a shorter timeline and faster
approval.”

The power of patient advocacy groups
involved in several rare diseases is that
they themselves have taken the initiative
to bring all parties together, according to
Evers. “Patients, whose only interest is
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Prof. Ype Elgersma: ‘“We would not have taken sleeping disorders into consideration in our mouse

research on the Angelman syndrome if the parents had not convinced us of the need to do so.'
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P their own health, can more easily stimu-
late stakeholders to really work together.
Any other party involved might have a
hidden agenda.”

SIDE-EFFECTS

“In the field of rare diseases, coopera-
tion between drug developers and pa-
tients and their parents is already a mat-
ter of course,” says Evers. “In the cancer
field we are lagging behind, just making
the first steps in bringing patients, regu-
lators, physicians and industry together.
As a patient representative, it is difficult
to get started in this field. For heaven’s
sake, who do you contact first when there
are 500 companies involved in develo-
ping cancer treatments?”

Moreover, the advantage of including a
patient’s view is also less clear in cancer
research, says Evers. “Everybody, inclu-
ding patients, agrees that getting rid of
the tumour is the main priority in drug
development, and that side effects are ac-
ceptable when survival is at stake. Quality
of life seems to be less important at first
glance, but one thing patients did ask the
regulators for is to pay more attention to
the long-term side effects.”

“It is possible that not all consultations
require patient involvement. Purely tech-
nical discussions on clinical trial design,
for example, do not need patient input,”
Evers concludes after taking part as a pa-
tient representative in a European
Healthcare Innovation Leadership
Network pilot project that aimed to con-
sult all stakeholders during the whole
process of drug development for a breast
cancer drug.

CONFIDENTIALITY AGREEMENT

For judging research proposals in the
field of cancer, patient participation still
has to prove its added value. Evers is cu-
rious whether a KWF pilot, for which
thirty patients will receive special trai-
ning to enhance their skills in this area,
will demonstrate added value. She is
involved in this pilot: “Patients need to
review the clinical study proposals, com-
pleting a checklist with criteria relevant
from a patient perspective. I would have
preferred them to be at the committee
meeting in person, because they can have
more direct influence. But this is a good
first step.”

The European Union is a frontrunner in
this regard, according to Oosterwijk. EMA
takes patient participation very seriously.
The European Commission also asks for

patient participation in research proposals
for the Framework Programme increa-
singly more often. The EU funded project
Patient Partner developed guide books for
patient organizations as well as for indus-
try. “These include advice on how to deve-
lop sustainable and ethically sound rela-
tionships between the pharmaceutical
industry and patient organizations when
they want to discuss confidential pre-clini-
cal research,” says Oosterwijk. “One of the
recommendations is, for example, to care-
fully record the expectations from both
sides.” In continuation of this project, an
approximately 10-million euro IMI project
called European Patients’ Academy on
Therapeutic Innovation will start in 2012.
Nearly all major European patient organi-
zations will participate in it to interact with
industry in the field of therapeutic innova-
tion and to empower European patients

‘METC’s should not be

allowed to decide without
patient consultation’

and their organizations for that task.

In the Netherlands, however, patients
are not allowed to participate in the ap-
proval process for clinical trials, for which
local and central ethical committees are
responsible. Oosterwijk: “Current civil
representatives in so-called METCs are
not patient representatives, whereas that

would be much better since they could
bring in a network of patient organizati-
ons. He or she could consult the relevant |
patient organization, for example, to find |
out what invasive procedures patients
would be willing to undergo for a specific
clinical trial, or to review the patient in-
formation leaflet. Another option for or-
ganizing patient participation at this level
is that METCs are obliged to ask advice of
the proper patient organizations themsel-
ves. With clear procedures on all sides
and a proper (digital) infrastructure, this
will not delay the ethical approval
process.”

MANIPULATION

“An METC should not be allowed to
decide without patient consultation,”
concludes Oosterwijk. Evers and Smit
could not agree more. According to them,
the resistance to patient participation at
the METC and CCMO level is a lost
opportunity. Smit: “In my opinion, not
listening to patients at all, as in the case
of the CCMO, is a worse form of manipu-
lation than the pressure from industry
that patient organizations sometimes
experience.” |

At the Date2lnnovate meeting on October 4th
during the FIGON Dutch Medicines Days,
patient representatives and researchers and
developers can ‘date’ to exchange information
and enhance cooperation
(www.datezinnovate.nl).

Cees Smit: ‘Not listening to patients at all, as in the case of the CCMO, is a worse form of manipula-
tion than the pressure from industry that'patient organizations sometimes experience.’




