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The opinions expressed in this presentation are the personal views
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on behalf of or reflecting the position of the Italian (AIFA) or European
(EMA) Medicines Agency or any of their Committees.
The mention of commercial products, their sources, or their use in
connection with material reported herein is not to be constructed as either
an actual or implied endorsement of such products by any Public
Department or Health and/or Payer Services.
* See also the Revised Conflict of Interest Regulations approved by AIFA Board of Directors (25.03.2015) and published on the Official Journal of
15.05.2015 according to EMA policy /626261/2014 on the handling of the conflicts of interest for scientific committee members and experts.
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Bridging the efficacy–effectiveness
gap

Patients are not equally responsive to
beneficial effects, and not equally
susceptible to AEs.
Regulatory decisions are based on
population-level information, with an
understanding that the B-R will not
necessarily be positive for all treated
patients.
Bridging the efficacy-effectiveness gap: a regulator's perspective on addressing variability of drug response. Nat Rev Drug Discov.
2011 Jul 1;10(7):495-506. Eichler HG, et al.

The Italian Medicines Agency Strategy
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Italian Medicines Agency Registries

Registries provide Real World Data
(RWD)
RWD is an umbrella term including effects of health interventions that
are not collected in the context of conventional RCTs.

Registries are one of the main sources of RWD.
Alternative / Additional tools are:
•

Electronic medical records

•

Observational studies

• Administrative data
•

Claims databases

•

Health surveys & patient reported outcomes (PROs).

AIFA Monitoring Registries are...
AIFA drug-product Registries are web tools placed in the early
phases after MA and also for some “authorized” off label use.

Measure RW effectiveness
and
Apply MEAs procedures.

In 2012 AIFA Registries officially became part of the NHS Information Technology (IT)
Law n. 135/2012.
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Data Vital Statistics

• ≈ 48 MAH
• > 1,000,000 patients uniquely ID
• ≈ 29,000 physicians
• ≈ 2,000 pharmacists
• ≈ 1,700 Health managers
• 49 Regional referral managers
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The Italian Medicines Agency Strategy:
A range of Managed Entry Agreements (MEAs)
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85% of all Italian Registries are
associated with a MEA; PbRs are
the most frequently used schemes.

Legend: BI: Limit budget impact, CE: Address uncertainties regarding the cost-effectiveness, Use: Monitor use
in clinical practice, Access+CE: Improve patient access and cost-effectiveness. BE: Belgium, CY: Cyprus, CZ:
Czech Republic, EN: England, IT: Italy, LT: Lithuania, MT: Malta, NL: Netherlands, PT: Portugal, SE: Sweden

As shown in
Managed entry agreements for pharmaceuticals: the European experience Alessandra Ferrario and Panos Kanavos
Figure 6.4 the objectives countries are trying to achieve in different disease areas seem to

be distributed across different disease areas proportionally to the number of agreement in

MEAs allow value-based pricing
negotiations under Uncertainty
Clinical

Economic

• Long-term and
comparative effectiveness
• Place in therapy
• Long-term safety profile

• Future costs
• Cost-effectiveness
• Measures of QoL

Even if cost effectiveness
analysis did provide a
reliable way forward, there
is still a budgetary
problem to be
considered.
(Bach, N Engl J Med 2015).

Utilisation

• Number of eligible patients
• Market share
• Treatment duration

Financial

• Overall impact on
healthcare budget

Xoxi E, Agenda item 4 - Real world evidence data collection Italian Experience on Registries, Commission expert group on "Safe
and Timely Access to Medicines for Patients" (STAMP) Brussels, 10 March 2016

AIFA Registries allow multiple drugindications discrimination pricing
DrugX
(List Price €1,000)

Same list price,
value-based cost

Indication1

PbR
T = 4 months

Indication2

PbR
T = 6 months

Indication3
CS
(20%
discount 3
cycles

Ceiling cap
€ 20mln

Specific MEA for each therapeutic indication (Bach, Jama 2014)
“when costs are essentially the same but benefit differs widely, value si not
the same”  crude metric value cost / Years of life gained
Xoxi E, Agenda item 4 - Real world evidence data collection Italian Experience on Registries, Commission expert group on "Safe and
Timely Access to Medicines for Patients" (STAMP) Brussels, 10 March 2016

AIFA Registries are legally binding!

From Italian Registries to Clinical
Trials and PRIME
Proven track of records on:

1. Accelerated access to drugs for sub-clusters of patients;
2. Prevent exclusion of drugs with potential efficacy;
3. Early exclusion of drugs with safety issues;
4. Real world data generation;
5. Containing

NHS

expenditure

optimizing

allocation

of

resources and supporting economical sustainability;
Could this be a powerful IT platform to be used in adaptive
clinical trials designs such as PRIME?

PRIME (PRIority Medicines):
The Adaptive Pathways Pilot of EMA
PRIME is a scheme launched by the European Medicines
Agency (EMA) to enhance support for the development of
medicines that target an unmet medical need. This
voluntary scheme is based on enhanced interaction and
early dialogue with developers of promising medicines, to
optimize development plans and speed up evaluation so

these medicines can reach patients earlier.

Entry into PRIME
Eligibility is based on prioritization evaluation and
optimization of the system resources for products:
•

Unmet medical need

•

Supporting evidence

•

At the earlier stage of proof of principle (prior to phase
II/exploratory clinical studies) focusing on SMEs.

•

At proof of concept (prior to phase III/confirmatory
clinical studies).

•

With major public health interests
Prime products must be game changer!

Key features and benefits of PRIME
1. The scheme focuses on medicines that may offer a major
therapeutic advantage over existing treatments, or benefit
patients without treatment options.
2. To be accepted for PRIME, a medicine has to show its
potential to benefit patients with unmet medical needs based
on early clinical data.
3. Must have an iterative development plan (start in a welldefined subpopulation and expand, or have a Conditional
Marketing Authorization, maybe surrogate endpoints to
confirm);
4. Real World Data (safety and efficacy) can be acquired and
used to supplement the Clinical Trials;

Key benefits for PRIME applicants
Once a candidate medicine has been selected for PRIME, the
Agency will:
 Appoint a rapporteur from the Committee for Medicinal Products for Human Use
(CHMP) or from the Committee on Advanced Therapies (CAT) in the case of an
advanced therapy to provide continuous support and help to build knowledge ahead
of a marketing-authorisation application;

 Organise a kick-off meeting with the CHMP/CAT rapporteur and a multidisciplinary
group of experts, so that they provide guidance on the overall development plan and
regulatory strategy;
 Assign a dedicated contact point;

 Provide scientific advice at key development milestones, involving additional
stakeholders such as health-technology-assessment bodies, to facilitate quicker
access for patients to the new medicine;
 Confirm potential for accelerated assessment at the time of an application for
marketing authorisation.

PRIME Accelerated Assessment
• PRIME builds on the existing regulatory framework and tools already
available such as scientific advice and accelerated assessment. This
means that developers of a medicine that benefitted from PRIME can
expect to be eligible for accelerated assessment at the time of
application for a marketing authorisation.
• Early dialogue and scientific advice also ensure that patients only

participate in trials designed to provide the data necessary for an
application, making the best use of limited resources.
• Incorporation in Scientific Advice provides optimization of resource

use and facilitates high quality input.
* Dedicated e-mail:prime@ema.europa.eu

PRIME early dialogue and interactions
• By engaging with medicine developers early on, PRIME is aimed at
improving clinical trial designs so that the data generated is suitable
for evaluating a marketing-authorisation application.
• “Real World Data" for regulatory use (including IMI initiatives and
Registries)
• PhV including PASS and PAES
• Interactions with EUnetHTA – including structure of EPARs, use of
Effects Tables etc
• Joint advice with national HTA/payer bodies
• Increased focus on post approval development

A case-by-case approach
• PRIME is not always applicable and may not be applied to all drugs

in the same manner. Under an PRIME scenario what is needed is:
• Acknowledgment of acceptable levels of uncertainty;
• Improved public communication and perception of safety and

efficacy;
• Greater adherence to use in treatment-eligible populations;
• Increased need for prescription controls and support;
• Surveillance and evidence generation.

Cumulative PRIME situation as of Jan
26th 2017

Conclusions on Registries and PRIME
Manage uncertainties and assure sustainability

• Are adaptive approaches and RWD Registries feasible for all drugs
or only a particular subset of them?
• Are decision-makers prepared or willing to rely more on observational
(big)data for evidence collection?
• Is it possible to shift current roles, obligations and responsibilities of
patients, public, clinicians, regulators, payers and industry in regards
to drug registration and diffusion?
• Are we able to revisit and change the current overlapping legal and

ethical responsibilities of industry, regulators, those conducting
clinical research, and those providing care?
• How the costs of these adaptive approaches should be met?
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