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Guidance for companies considering submission to the
adaptive pathways pilot
EMA is still accepting applications for a meeting with HTAs (also known as Stage II meetings) if they
are well-developed. This document outlines which minimum elements should be present in a proposal
to be considered for the Adaptive Pathways pilot.
Adaptive pathways is a concept, not a procedure, therefore the content of the proposal is important to
determine its suitability for the pilot.
1. Content
Adaptive pathways is based on three principles:
1.

Iterative development. This is either:
a.

staggered approval from an initial restricted patient population in which the benefit
outweighs the risk, to increasingly wider populations (expansion of the indication); or

b.

confirmation of the benefit/risk balance of a product authorised under Conditional
Marketing Authorisation with early or surrogate endpoints.

2.

Gathering of evidence through real-life data to supplement clinical trial data

3.

Involvement of patients and health technology assessment (HTA) bodies in the discussion of
the product development design.

Each of the three elements should be present. If not, other existing EMA processes are better suited to
assist the applicant. Reference is made to the flowchart in the next page.
To date, 19 proposals have been accepted. How these proposals have met the above criteria is
exemplified below:
Iteration:
The proposed MA route was not specified in many cases: it might be too early at this stage;
nevertheless proactive use of Conditional Marketing Authorisation (CMA) is encouraged to allow
prospective planning of confirmatory studies avoiding last-minute discussions.
Some proposals included both expansion of the indication and confirmation of the benefit/risk balance
after an initial CMA.
•

Expansion of indication (to either less severe patients or other indications): 15/19

•

Specified CMA route: 11/19 (maybe more)

•

Early/surrogate endpoints proposed: 11/19
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The following flowchart may assist in determining whether a product is suitable for the Adaptive
Pathways discussions:
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Real World Data:
•

Use of existing disease registries to identify natural history of the disease, current SoC,
resource utilisation, adherence to treatment.

•

Single arm studies for rare diseases compared with outcomes inferred from disease registries

•

Open label salvage studies in patients with no therapeutic options remaining, with the purpose
of obtaining an expansion of the indication;

•

Collection of efficacy and safety data from early access/compassionate use programs to
supplement RCTs in small populations;

•

Post-authorisation drug registries for effectiveness, long-term outcomes, drug utilisation,
PROs, time to treatment failure, diagnosis confirmation

•

Linking drug registries to risk-sharing schemes for reimbursement (pay per performance,
annuity payments…)

•

Expansion of the indication based on a mixture of disease registries and compassionate use
data (for rare, severe diseases, where RCT data were available for less severe forms of the
disease);

•

Post authorisation studies to investigate biomarker (or other subpopulation selection criterion)
status of an all-comer population;

•

Investigation of non-serological outcomes for vaccines.

The applicants, if appropriate, are also invited to discuss different scenarios in which a stronger
benefit/risk ratio may allow modifications of the development plan to include more RWD, or early
termination of the trials on the basis of surrogate endpoints. The reverse may also apply.
Patient and HTA involvement:
Input was sough on issues such as:
•

Are surrogate/early endpoints acceptable?

•

How do they relate to “hard” clinical endpoints?

•

What QoL/ADL data and scales are needed?

•

Can existing disease registries be used for SoC, disease progression, indirect analysis of
comparators and outcomes, off-label use.

•

Development of co-diagnostics for subpopulation identification

•

Proposals or models for risk sharing/pay-per-performance schemes, annuity payments

•

Design of post-approval studies for dual regulatory/HTA purpose

•

Validity of data acquired in other countries

In general, if the development plan presents aspects that may require patient input as of their
acceptability, or risk to undermine the demonstration of the value proposition of the product, these
aspects should be discussed.
2. Application process
Adaptive pathways does not require an application form. Companies are invited to contact EMA
(adaptivepathways@ema.europa.eu) to discuss the draft content and suitability of their request to be
considered for the pilot. In this initial contact, which can consist of a telephone call or an email, the
main elements of the proposal that meet the criteria above (iteration, RWD and HTA/patient
interaction) should be outlined: it is not necessary present a finalised document at this stage.
It is up to the applicant to indicate which HTAs they would like to involve, and whether the EMA should
identify patient representatives for the discussion through the patient network. The EMA can also assist
in providing information on the contact points within the HTAs.
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The EMA may share the outline of the proposal with the stakeholders designated by the Applicant, to
confirm in principle their interest and availability for involvement.
Once the EMA has provided their comments, a Powerpoint (not PDF) presentation can be prepared
which will form the basis of the discussion at the meeting with regulators, HTAs and patients (i.e.
Stage II meeting):






outline the issues for discussion
Include a Gantt chart indicating studies, registries and timing of foreseen regulatory and HTA
interactions
It is helpful to indicate to which stakeholders the questions are addressed to
The slides must be numbered as many participants will attend via teleconference
The slides should concentrate on the questions, other information on the product can be
provided as background.

A short (5-10 pages) accompanying document should also be submitted, to provide further information
on the principles supporting the approach outlined in the presentation. The company is reminded that
this meeting is not a substitute of Scientific Advice and its aim is not to discuss data, but alternative
proposals and clarify the options prior to the development of a protocol for submission of a parallel
SA/HTA request.
3. Teleconference or Meeting with Regulators, HTAs and Patients (i.e. Stage II meeting)
The interaction can take place either as a meeting or a teleconference, depending on the Company’s
preference and the attendees’ availability.
To allow participants to prepare, it cannot take place earlier than 4 weeks after the submission of the
final presentation, and generally takes place during the SAWP meeting, where most of the participants
have a chance to be at the EMA. It can also be organised outside of the SAWP, but it most likely will be
a TC.
The duration is determined at the time of submission of the presentation, and varies between 1.5 and
2.5 hours depending on the issues at stake.
This interaction could be compared to a flexible form of presubmission meeting, where input is given to
the finalisation of an HTA/SA request that will follow in the future, without the constraint of a
submission date in the immediate future.
The Company is requested to send minutes of the discussion, as a record, one week after the meeting.
These will not be commented upon: the intent of the meeting is not to provide scientific advice but to
provide elements to be considered for the finalisation of a future Scientific Advice request.
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