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Does the orphan medicinal product regulation assist or
hinder access to innovative haemophilia treatment in

Europe?

Introduction

The first longer acting factor IX treatment product
was granted marketing authorization in Canada and
the United States in March 2014 and the first longer
acting factor VIII treatment product is expected to be
granted marketing authorization in North America
later this year. In Europe, the first of these products is
not expected to be granted marketing authorization
until 2015-2016. Unfortunately, in Europe, we are
faced by a uniquely difficult delay due to the current
regulations in Europe requiring paediatric clinical tri-
als [1] and sequential testing of certain haemophilia
drugs before products are approved for adults.

However, a matter of much greater concern to the
European haemophilia community is a potential bar-
rier to patient access of these new products due to the
European Union’s Orphan Medicinal Product Regula-
tion (OMPR). The European Haemophilia Consor-
tium (EHC), together with the European Association
for Haemophilia and Allied Disorders (EAHAD) and
the World Federation of Hemophilia (WFH), has
recently communicated our joint position outlined
below, both to the European Commission and to the
European Medicines Agency (EMA).

About haemophilia

Haemophilia is a congenital rare disorder character-
ized by spontaneous haemorrhage or prolonged bleed-
ing. There are two types of haemophilia: haemophilia
A and haemophilia B. Patients with haemophilia A
have clotting FVIII deficiency and patients with hae-
mophilia B have clotting FIX deficiency [2]. Patients
with haemophilia are at risk of prolonged bleeding,
which can be particularly damaging when it occurs in
joints (haemarthroses), leading to joint damage,
destruction and disability. Another concern is intracra-
nial bleeds, which, if left untreated, can be fatal. The
incidence of haemophilia A and B is of 1 in 10 000
and 1 in 50 000 people respectively [2]. Haemophilia
occurs primarily in males and rarely in females.
Haemophilia treatment consists of replacement
therapy of FVIII or FIX concentrates, produced either
from donated plasma (plasma-derived) or engineered
(recombinant). Current state-of-the-art treatment
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consists of regular intravenous injections of factor
concentrates, which treat bleeding episodes ‘on-
demand’ or prevent spontaneous bleeding if injected
prophylactically. However, neither of the current
treatment regimens associated with prophylaxis or
on-demand therapy achieves sufficient trough levels
to prevent many bleeds or long-term joint damage.
Also, frequent infusions compromise venous access
especially in children and ageing adults. Currently,
many pharmaceutical companies are developing
longer acting factor concentrates. These would mean
less frequent infusions for patients, therefore resulting
in greater protection of veins, but would also mean
achieving higher trough levels and for longer dura-
tion than under current regimes. In short, the new
longer acting products being developed at the
moment could well revolutionize haemophilia treat-
ment by better preventing bleeds and therefore mini-
mizing long-term consequences as well as achieving a
significantly better quality of life for patients today
and into the future.

About the OMPR

The European Union (EU) Orphan Medicinal Product
Regulation (141/2000) came into effect in 2000 in
response to an important public health concern
regarding the lack of treatment for patients with rare
diseases. At the time in the 1990s, pharmaceutical
companies were not attracted to niche products and
instead concentrated their investments on ‘blockbuster
pharmaceutical products’ for more prevalent condi-
tions. As a result, most European patients affected by
rare diseases were either not receiving any treatment,
relying on off-label use of existing products or relying
on imported products, which meant that there was lit-
tle transparency and also a lack of control of these
products.

From the perspective of pharmaceutical companies,
an important obstacle to investing in rare diseases was
the lack of return on those investments. The OMPR
changed this by offering several incentives to encour-
age the pharmaceutical industry to invest in rare dis-
eases including protocol assistance, assistance with
centralized-EU marketing authorization and waiving
of specific fees, as well as access to further incentives
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provided by EU Member States. The biggest and most
important incentive, however, was and continues to
be the promise of 10-year EU-wide marketing exclu-
sivity.

The OMPR has now been in place for 15 years. It
has resulted in orphan drug designation being granted
to 1247 therapies and marketing exclusivity being
granted to 85 therapies [3]. It has benefited patients
who suffer from serious, rare conditions for which
there has been no satisfactory treatment. The current
estimate of number of rare disorders is 6000 to 8000,
many of which are of genetic origin, and affect chil-
dren at a very early age. The EHC, EAHAD and the
WFH believe in the importance and utility of the
OMPR particularly for rare bleeding disorders such as
FII, FV, FX and FXIII deficiencies, which completely
lack or have very limited access to factor-specific
treatment products. However, the case is completely
different for haemophilia.

Haemophilia and the OMPR

The OMPR defines orphan drugs as treatments for
patient populations having an incidence of less than
five in 10 000 people affected by life-threatening or
seriously debilitating conditions. Certainly, this is the
case for both haemophilia A and haemophilia B.
However, the OMPR also specifically targets °...con-
ditions [that] occur so infrequently that the cost of
developing and bringing to the market a medicinal
product to diagnose, prevent or treat the condition
would not be recovered by the expected sales of the
medicinal product; the pharmaceutical industry would
be unwilling to develop the medicinal product under
normal market conditions’ [4].

Haemophilia A has a total of 40 plasma-derived
and recombinant treatment products available world-
wide (of which 22 are available in Europe) and hae-
mophilia B has a total of 30 plasma-derived and
recombinant treatment products available worldwide
(of which 13 are available in Europe). The current
global market for haemophilia products is worth in
excess of US $ 7 billion and the market is expected to
be worth US $11 billion by 2016 [5]. Clearly, haemo-
philia does not require the OMPR to be profitable.
On the contrary, and in an ironic twist of fate, the
OMPR may in fact create a barrier to patients access-
ing longer acting treatment products by giving 10-year
marketing exclusivity to the first product that receives
marketing authorization.

The dangers of marketing exclusivity for
haemophilia

The OMPR automatically grants an orphan desig-
nated product 10-year marketing exclusivity once it
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has received marketing authorization in the EU. Under
the terms of the legislation, this means that no subse-
quent similar product for the same indication can be
accepted for marketing authorization in the EU for a
period of 10 years unless it meets one of three deroga-
tion criteria, namely: (i) the holder of the marketing
authorization for the original orphan medicinal prod-
uct has given his consent to the second applicant; (ii)
the holder of the marketing authorization for the ori-
ginal orphan medicinal product is unable to supply
sufficient quantities of the medicinal product; or (iii)
the second applicant can establish in the application
that the second medicinal product, although similar to
the orphan medicinal product already authorized, is
safer, more effective or otherwise clinically superior.
Frankly, all of these criteria would be unlikely to be
met in the area of haemophilia.

Marketing exclusivity, while beneficial for the
above-mentioned rare disease areas where no or little
diagnosis and treatment is available, would be of
great detriment in haemophilia. It could potentially
create a monopoly rather than market competition to
ensure the widest possible access at the most afford-
able price. In addition, the potential for better prod-
ucts based on different mechanism’s of action may
never be realized. Patients would be deprived of
potentially better clinical options for their individual
clinical needs. There would be no competition and
therefore higher prices — thereby potentially hindering
or severely limiting patient access to these products
around Europe. Finally, there would be no cascading
effect on lowering prices for current recombinant or
plasma-derived treatment products or broadening
market access into European countries where patients
have limited or severely limited access to treatment
products.

The joint position of the EHC, EAHAD and
WFH

For the above-mentioned reasons, the EHC has been
advocating on these issues for more than 2 years and
is supported both by EAHAD as well as WFH. We
are aware that the EMA and the Commission are cur-
rently considering the ‘similarity’ of these different
longer acting products under the orphan drug designa-
tion that each of these products has received in Eur-
ope. The joint position of the EHC, EAHAD and
WFH is that the new longer acting products are not
similar and that each protein modification should be
treated as distinct and therefore be granted marketing
authorization.

To help guide the legal interpretation of ‘similarity’
and how to assess it, the European Commission pub-
lished a Communication [6] in 2008, which interprets
‘similar active substance’ as one that has ‘the same
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principal molecular structural features and acting via
the same mechanism of action’ and also interprets
‘same mechanism of action’ as meaning that both
products share ‘the same pharmacological target and
the same pharmacodynamic effect.’

The bioengineering strategies used for the manufac-
turing of the longer acting FVIII and FIX products
employ three main and dissimilar approaches. PEGy-
lation, the covalent attachment of PEG polymers to a
protein-, peptide- or small molecule drug, is one of
the most promising techniques to improve pharmaco-
kinetic and pharmacodynamic properties of therapeu-
tic proteins by increasing their molecular size, making
them less susceptible to proteolytic cleavage and deg-
radation and changing their surface charge properties
to interfere with receptor-mediated clearance pro-
cesses [7]. Fc- and albumin fusion consist of the union
of an immunoglobulin Fc domain or albumin to
recombinant protein through a linker sequence. The
neonatal Fc receptor (FcRn) mediates longevity of
both albumin and immunoglobulins by preventing
degradation. Proteins fused to Fc- or albumin are
internalized by endothelial cells and bind to the FcRn
present in the acidified endosome in a pH-dependent
manner and are then recycled back to the cell surface,
avoiding catabolism in the lysosome, and they are
subsequently released back into plasma at physiologi-
cal pH [8,9].

Our joint position is that products based on PEGy-
lation, Fc fusion and albumin fusion are three sepa-
rate and distinct approaches and are non-similar to
each other due to the use of different pharmacological
targets. All of these products are welcome and the
haemophilia patient community requires access to all
of these choices. Orphan drug designation should not
be used to hinder the development, licensing and mar-
keting of other products for the same condition,
which have demonstrably different protein modifica-
tion or enhancement. This position is also supported
by recent recommendations issued by the European
Directorate for the Quality of Medicines and Health-
care [10].
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Conclusion

The original and noble intention of the landmark
orphan drug regulation was to ensure the development
of orphan medicinal products for the diagnosis, pre-
vention or treatment of life-threatening or very serious
conditions that affect not more than 5 in 10 000 per-
sons in the EU. The EHC, EAHAD and the WFH fully
support the spirit and purpose of this regulation,
which continues to stimulate investment into research
and production of products for very rare diseases —
including rare bleeding disorders such as FII, FV, FX
and FXIII deficiencies — which completely lack or have
very limited access to a factor-specific treatment prod-
ucts. However, as argued above, the number of avail-
able clotting factor concentrates for haemophilia A
and haemophilia B are significantly higher than for
other rare bleeding disorders and haemophilia is not a
low-income market that struggles for investments and
investment returns. The orphan drug designation and
marketing exclusivity should be reserved only for very
rare bleeding disorders such as FII, FV, FX and FXIII
deficiencies [11]. Granting marketing exclusivity to
any new haemophilia treatment product would not
only be an aberration of the spirit of the orphan drug
regulation, but also would result in a gross misappli-
cation of the legislation, set a dangerous precedent
and gravely damage patients’ rights to access.
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