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PRIME inception and implementation (@) it
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2021

EMA PRIME

Recognition of the scientific and regulatory challenges to develop promising
medicines, and need to need to further reinforce support to foster
development of nhew medicines addressing major public health needs

Draft reflection paper on Priority Medicines scheme published October 2015

Enhanced early dialogue to facilitate accelerated assessment of PRIority
MEdicines (PRIME) adopted by the CHMP

-

PRIME:

a two-year overview 0

Review of first two years of PRIME 2016-2018

Analysis of first five years of PRIME 2016-2021
published



https://www.ema.europa.eu/en/documents/report/prime-two-year-overview_en.pdf
https://www.ema.europa.eu/en/documents/report/prime-analysis-first-5-years-experience_en.pdf
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/enhanced-early-dialogue-facilitate-accelerated-assessment-priority-medicines-prime_en.pdf
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PRIME scheme - Goal & Scope

To foster the development of medicines with major public health interest.

Reinforce scientific and regulatory advice

9& = Foster and facilitate early interaction
» Raise awareness of requirements earlier in development

Optimise development for robust data generation

» Focus efficient development
» Promote generation of robust and high quality data

Enable accelerated assessment

= Promote generation of high quality data
» Facilitated by knowledge gained throughout development




EUROPEAN
MEDICINES
AGENCY

Outline

) PRIME entry points, criteria, and eligibility assessment

5 EMA PRIME 31 January 2023
D EEEEERERERERREB




EUROPEAN
MEDICINES
AGENCY

Eligibility to PRIME scheme

Based on Accelerated Assessment criteria

Medicinal products of major
public health interest and in
particular from the viewpoint
of therapeutic innovation.

» Potential to address to a significant

No satisfactory method or if method
exists, bring a major therapeutic
advantage

e.g. introducing new methods
or improving existing ones

]

extent an unmet medical need ¢

» Scientific justification, based on data
available from nonclinical and clinical
development

Meaningful improvement of
efficacy (impact on onset,

duration, improving morbidity,
mortality)



https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/accelerated-assessment
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Justification for eligibility to PRIME

For products under development yet to be placed on the EU market
Unmet medical need

= Epidemiological data about the disease

= Description of available diagnostic, prevention and treatment
options/standard of care (SOC), their effect and how medical
need is not fulfilled

Potential to significantly address the unmet medical need

= Description of observed and predicted effects, clinical
relevance, added value and impact

= [If applicable, expected improvement over existing
treatments

Data required at different stages of development
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Entry points PRIME eligibility and required evidence

SMEs
Academia

Proof of principle Proof of concept
(For SMEs and academia only) = Sound pharmacological

= Sound pharmacological rationale
rationale, convincing scientific » Clinical response (efficacy) and
concept safety data in patients

= Relevant nonclinical effects of (exploratory trials)

Any

sponsor

sufficiently large magnitude and = Magnitude, duration, relevance
duration of outcomes to be judged on a

case by case basis - indicating

» Tolerability in first in man trials e
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Assessment of Eligibility: 40-day procedure

SAWP CAT*
Application
request Report
Validation
Day 30 * For ATMPs Day 40

adoption

EMA SAWP
scientific reviewer

officer I I

Short, lean process, involving multiple committees Outcome | | Outcome

for robust assessment letter letter
Accepted Rejected
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PRIME - Benefits and Enhanced Support Ol

SME/Acade
mia
Early PRIME

entry

+ Dedicated EMA contact point (PRIME Sci Coord)

Full PRIME
entry

PRIME - Early CHMP Rapporteur appointment

intro

meeting Kick-off

Meeting Accelerated
Assessment

confirmation
(CHMP)
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Benefits of the PRIME scheme - 5 year review (@) it

Accelerated assessment per type of applicant for Evaluation times for products started under
PRIME and non-PRIME products AA: active time and clock stop (in days)
20 200
18
166 166
15 150 140
12
10
8 100 91
6
5
04
50
1
0 I
AA granted AA maintained AA granted AA maintained 0
SME non-SME Average duration of active time Average duration of clock-stop
Il PRIME ¥ non-PRIME Il PRIME M non-PRIME
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Recommendations from PRIME 5 year review — evolution and

iImprovements

Scope and
timing of

the PRIME
eligibility
requests

“ Under
discussion

13 EMA PRIME

Flexibility of
scientific

advice for
PRIME

Expedited
Scientific advice
for PRIME
products:
shortened time
lines to submit
and receive formal
CHMP advice NEW
2023

Knowledge
building to
support

accelerated
assessment.

Development Tracker and
Regulatory Roadmap NEW 2023

AIM: increase knowledge sharing
and predictability of regulatory
interactions to promote Rapporteur
involvement

Submission Readiness Meeting
prior to MAA NEW 2023

AIM: strengthen engagement in
the period between KOM and MAA

Promote initiation and maintenance
of AA

31 January 2023
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B Granted = Denied " Out of scope* m Withdrawn

ATMP = Non-ATMP biological = Chemical = Other
SME

Other

Academic
14 EMA PRIME 31 January 2023
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Oncology [IEF I 92
Neurology [IEEM 46
Infectious diseases 22
Endocrinology-Gynaecology-Fertility-Metabolism [JEEll 28
Haematology-haemostaseology [EFII 13 m Granted Denied
Cardiovascular diseases 7 19
Immunology-rheumatology-transplantation [ 17
Pneumology-allergology 1712
Gastroenterology-Hepatology [} 10
Dermatology » 12
Ophthalmology PE} 11
Vaccines [JE¥5 o
Uro-nephrology P76
Other PS5
Psychiatry 5 Publication of
Neonatology-paediatric intensive care 2 report and list of
Diagnostic 2 products on EMA
Musculo-skeletal system |3 website
Oto-rhino-laryngology 1
15 EMA PRIME 31 January 2023


http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000660.jsp&mid=WC0b01ac058096f643
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What does EMA expect to grant eligibility?

Unmet medical need

No treatment or clear limitations of existing therapies
« Epidemiological data for disease and outcomes, for each
subpopulation where relevant
» Clear description of SOC, all relevant modalities
« Effects of available treatments, the limitations which are
aimed to be addressed

Non-clinical data

Supporting convincing pharmacological rationale
« Pharmacodynamic studies to support purported mechanism
« In vivo PD studies in relevant model of disease
« Sufficient magnitude of effect at exposures relevant and
appropriate to early clinical studies

17
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What does EMA expect to grant eligibility?

Clinical data demonstrating promising activity to

substantiate potential to address UMN to a significant extent

« Typically based on clinical response and safety data indicating
substantial improvement in patients in the targeted indication

* Promising exploratory efficacy clinical data on relevant endpoint
of sufficient magnitude

« Indirect comparisons adequately substantiated (methodology,
patient characteristics)

« Early entry: acceptable exposure, tolerability to support clinical
development

18
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What does EMA expect to grant eligibility?

Overview of next steps and PRIME benefit

« Planned non-clinical and clinical development

« Potential complexities and risks requiring enhanced
dialogue

* Planned interaction with Reg authorities

Dossier

« PRIME Applicant’s justification template — Mgmmw
* Pre-submission request form ) S
- Literature references cited in the justification

European Medicines Agency Guidance for applicants
seeking access to PRIME scheme

19



https://www.ema.europa.eu/documents/template-form/prime-eligibility-request-applicants-justification-template_en.doc
https://www.ema.europa.eu/documents/template-form/pre-submission-request-form-prime_en.pdf
https://www.ema.europa.eu/en/documents/other/european-medicines-agency-guidance-applicants-seeking-access-prime-scheme_en.pdf
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Thank you for your attention

Questions, clarifications, experiences with PRIME?

PRIME@ema.europa.eu



mailto:PRIME@ema.Europa.eu

