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Modern medicine is moving towards more specific indi-
vidualised therapies that can target diseases in individuals with
specific characteristics. For each disease it is now possible to
genotype and divide patients into different groups that will
respond differently to the same treatment aimed at treating the
overall disease. This will lead at a more effective therapeutic
approach that will maximise the benefit of a given treatment and
will limit the potential occurrence of serious adverse events.

The need for tailored therapies will necessarily transform the
knowledge cycle of therapeutic innovation that goes from cutting-
edge discovery through comprehensive development and regula-
tion to clinical application and utilisation. The regulatory bodies
have adapted their regulations to the changing scenario issuing
different regulations for granting marketing authorisation to drugs
aimed at specific patient populations or conditions [1]. The
European Medicine Agency has been the most innovative Agency
in the field issuing regulations such as the conditional marketing
authorisation, the marketing authorisation under exceptional
circumstances (Directive 2001/83EC) and post-authorisation
efficacy studies (PAES) [1,2]. These regulations together with
the new pharmacovigilance legislation and the implementation
of the risk management plans, periodic safety update reports
(PSURS) and the legislation on the five year renewal of marketing
authorisation have all been the precursors of the newly launched
programme of adaptive licensing [3].

The project has been launched in March 2014 by the European
Medicine Agency and represents an extremely innovative method
to grant marketing authorisation for drugs aimed at disease where
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there is an unmet medical need [4,5]. The adaptive licensing is a
prospectively planned, adaptive approach to bring more rapidly a
promising new medicinal product for an unmet medical need to the
market. The programme starts with an authorised indication in a
“niche” indication followed by iterative phases of evidence
gathering coupled with licensing adaptations. These will involve
the authorised indication but may also include the potential
expansion to further therapeutic uses of the medicinal product.
The adaptive licensing process tries to guarantee the positive
impact of new drugs on public health for conditions with an
unmet medical need by balancing a rapid access for patients with
the need to gather adequate information on benefits and harms.
The promoter (sponsor) must show evidence to support a positive
benefit-risk in a defined sub-population at the time of initial
licensing. This may include benefit on surrogate pharmacody-
namic endpoints. Furthermore, the sponsor must give assurance of
commitment to conduct further studies after the initial marketing
authorisation.

The adaptive licensing changes the usual way of thinking at
drug development and at the time-course of evidence gathering
with a new therapeutic agent before reaching marketing
authorisation. Under the current regulations before applying
for marketing authorisation almost all patients treated with the
therapeutic agent are included in randomised controlled trials
to demonstrate efficacy and open label studies to explore safety
or to other types of interventional studies. However, when
the marketing authorisation is granted, the treated exposed
population expands rapidly without contributing significantly to
generation of evidence on efficacy or on safety.

With the adaptive licensing pathway the number of patients
included in pre-approval randomised control trials may be
smaller and the initial marketing authorisation may be granted
with more limited evidence as for the current regulation but
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with a commitment by the marketing authorisation holder of
further confirmatory studies to be conducted to confirm the
efficacy in the approved indication and to expand into other
indications. Once approved, the medicinal product will be
distributed under a monitored environment possibly though
appropriate registries validated by regulatory bodies. Therefore,
under the adaptive licensing framework the number of patients
that will be treated with the therapeutic agent will grow slowly
because of the prescribing limitations. All patients exposed to the
new therapeutic agent will either be included in new randomised
clinical trials or captured by some form of observational study/
registry, thereby contributing to real-world (effectiveness)
information. A full license may be granted only after the delivery
of the pre-agreed milestones and the active surveillance measures
will be gradually eased.

It is important to clarify that the adaptive licensing pathway
implements the regulatory processes within the existing EU legal
framework. These include scientific advice, compassionate use,
conditional marketing authorisation, marketing authorisation
under exceptional circumstances, pharmacovigilance legislation
including risk management plans and use of patient registries.
One important feature of the adaptive licensing pathway is the
involvement of the HTA bodies and/or payers together with
stakeholders in the process.

The aim of adaptive licensing is to guarantee a timely
availability of promising new treatments that address conditions
where there is an unmet medical need. This can be defined by a
therapeutic area where no satisfactory alternative therapies exist
or where the existing therapies are not adequate to curb the
mortality and morbidity of the disease.

The European Medicine Agency has given ample assurance
that the interactions between stakeholders will take place in
a safe harbour environment in order to explore all options

for development, licensing and assessment. After the initial
engagement more formal interactions such as scientific advice
or protocol assistance will be needed. Therapeutic agents to be
considered for the adaptive license pathway will be experimental
drugs or biologicals in the early stage of clinical development
prior to initiation of confirmatory studies.

In conclusion, the new adaptive licensing pathway paves the
way to a more rapid access to market for drugs to be tested and
put in the market under controlled conditions. The earlier market
access will have to be balanced by a progressive adaptation of
prices of the therapeutic agent approved through the adaptive
licensing given that the agent will benefit from a longer patent
protection being early on the market.
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