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Despite the significant progress made in the treatment of rare diseases in the past two decades, 95%
of rare diseases still lack an approved treatment.: The lack of authorised treatments mostly concerns
the rarest of rare diseases: 79% of rare disease patients suffer from 149 of the most prevalent rare
diseases, with a prevalence between 1 and 5 in 10,000.>

Many of these diseases have an authorised treatment.: This suggests that more investments in medi-
cine development in the rare disease space today are directed towards the most prevalent of the rare
diseases where at least one existing treatment often exists.

On the surface, this could be puzzling: Why would companies keep innovating in a crowded market
where people living with rare diseases already have an authorised treatment (red ocean), instead of
entering disease areas where no competing treatment exists (blue ocean)? There are good reasons
for this. First, despite the availability of authorised treatments, unmet medical needs still exist. Sec-
ond, and the primary focus of this article, investing in uncharted territory where no authorised
treatment exists is riskier compared to investing in a disease where one or more treatments have
already been developed and successfully launched.

The risk difference is significant enough that the promise of a blue ocean from the perspective of an
investor does not fully counterbalance it.
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The European Commission wants investors to focus on the blue ocean

One of the objectives set by the European Commission for the revision of the EU pharmaceutical
package is to incentivise investments in blue ocean areas where little research is undertaken and no
treatment is currently available, areas of High Unmet Medical Need.s

On 26 April 2023, the European Commission published its proposal. The tool the European Com-
mission chose to incentivise investments in these areas of High Unmet Medical Need is one addi-
tional year of protection, the Orphan Market Exclusivity. Companies can obtain this additional year
of Orphan Market Exclusivity if they can prove that (i) there is no authorised medicine for the con-
dition or the new product brings exceptional therapeutic advancement and (ii) the new product re-
sults in a meaningful reduction in disease morbidity or mortality.¢

In other words, the European Commission seeks to compensate investors for the larger risk of en-
tering uncharted blue ocean territory by adding one year of Orphan Market Exclusivity. The Euro-
pean Commission believes investors will then start investing more in diseases with no authorised
treatment, often the rarest of rare diseases.

Investors can gain access to the additional year of Orphan Market Exclusivity if their medicine is
classified as serving a High Unmet Medical Need. However, based on the current understanding,
this seems a risky endeavour. Interviews with stakeholders in the rare diseases space suggest that
the definition of High Unmet Medical Need is uncertain, with no opportunity to re-submit using
new data or appeal a negative decision taken at the time of regulatory approval.

Thus, the European Commission proposes to compensate investors for the additional risk of enter-
ing uncharted territory through a mechanism that adds risk.

It is likely that investors would base their investment decisions on the (now lower) baseline level of
years of Orphan Market Exclusivity. If not properly managed, the risk associated with the additional
year of Orphan Market Exclusivity could jeopardise the intended benefit of the additional year.

To follow the good intentions of the European Commission, a modulated system of incentives
should use an objective mechanism. The European Expert Group on Orphan Drug Incentives has
proposed such a mechanism where the classification that allows for longer Orphan Market Exclusiv-
ity is based on the number of existing authorised medicines for the indication.”

On a final note, we should not expect tweaking incentives at the margin (e.g., adding one year of
protection) to be sufficient to overcome all the barriers to bringing new medicines to rare disease
patients where none exists. Risks and barriers cumulate along the development path, rendering a
single protection tool ineffective. Different, more targeted tools are needed, which in many cases
could be based on partnerships.s
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