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The EU procedures for marketing authorisation

Centralised Procedure
(via EMA)

Mutual Recognition 
procedure

Decentralised 
Procedure

Better Resource Utilisation
Harmonised Scientific Opinions

Harmonised Information to Doctors / Patients
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The centralised procedure CP

• 1 Marketing Authorisation valid in EU: centrally authorised 

product (CAP)

• 1 Invented name (Tradename)

• 1 Common Labelling (23 languages+ IS/NO)

– Summary of Product Characteristics 

(SmPC)

– User Package Leaflet & 

Package Labelling

• Maximum time limit for evaluation

– 210 days from validation to Opinion
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Access to Medicines: Mandatory Scope

Auto-immune disease and
Other immune dysfunctions

AIDS Cancer
Neurodegenerative 
disorder

Diabetes

Med Prod developed by 
biotechnological process e.g. 
recomb DNA technology

ATMPs (advanced therapy 
medicinal products) as per art2 
Reg 1394/2007

Med Prod designated as
ORPHAN 
pursuant to EC Reg 141/2000 

Art 3(1) Reg. 726/2004, 
Annex

NAS

NAS or
Known-AS

Viral 
diseases

NAS: new active substance -- AS: active substance
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Two decision making processes

Adjusted from Bramley et al., 2017
Vaccines:
Besides HTAs, NITAGs play a major role in defining national recommendations 
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Engagement and collaboration
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• Engaging with patients and healthcare 

professionals in EMA’s pandemic task force, regular 

meetings, user testing information materials

• Working together with European Commission (DG 

SANTE & HERA), ECDC, national medicines 

regulators

• Cooperation with DG HERA on horizon scanning & 
intelligence gathering and development of medical 
countermeasures

• Provision of joint EMA-ECDC guidance to support 

national vaccination campaigns  
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• Absolute protective efficacy of vaccines by comparing the reduction in the 
incidence of the infectious disease in question vs. the incidence in a group that 
receives placebo in a prospective individually randomised and double-blind 
trial

• If there is an EU authorised vaccine, the trial may be designed to estimate the 
relative efficacy of the candidate vs the licensed vaccine with a non-inferiority 
(or superiority) design

• Case definitions to be used for the primary analysis and any alternative case 
definitions for secondary analyses usually comprise clinical signs and/or 
symptoms typical of the infectious disease together with laboratory 
confirmation of the aetiology

• If a candidate vaccine contains antigens derived from several but not all 
known subtypes of a pathogen it may be acceptable that the primary endpoint 
is based on cases of disease due to any subtype included in the vaccine.

Requirement for approval - efficacy studies
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Vaccine name Manufacturer Vaccine type Adjuvant Administration/posology/strength indication

Abrysvo Pfizer recombinant RSVPreF bivalent 
subgroups A and B produced in CHO cells 
by recombinant DNA technology

none IM, 1 dose (120ug) to both pregnant 

women (WoG 24-36) and adults 

LRTD in 

infants & 

>60 years

https://www.ema.europa.eu/en/medicines/human/EPAR/abrysvo
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• An immune correlate of protection is available

• An immune marker that is suitable to infer protection is available and 
applicable, and field efficacy trials are not feasible

• None of the above and field efficacy trials not feasible…..need to be creative

Options for use of biomarkers as surrogate endpoints for licensure

9
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• Immune correlate of protection: an immune parameter that has been 
demonstrated to correlate with protection at defined values

• Established correlates of protection exist for some infectious agents, e.g. 
tetanus, diphtheria, polio, hib, HBV

• ICP may derive from pivotal Phase III studies conducted with first-in class 
vaccine

• Effectiveness studies or natural infection sero-epidemiological studies could 
provide evidence on correlates of protection

• In some cases, human challenge studies or animal models of infection could 
help in indicating potential correlates of protection

Correlate of protection is available

10
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9431671/pdf/jciinsight-7-160173.pdf
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• ICPs not fully established, but data points towards the definition of a threshold 
value for a specific immune marker that appears to correlate with protection, 
e.g. IgG elicited by conjugated pneumococcal vaccine for specific serotypes 

• If no ICP or threshold for benchmarking immunogenicity of vaccines is 
available, it could still be possible to use an immune marker that best 
represent response to a vaccine that showed efficacy, e.g. aP and COVID-19 
vaccines

• For traditional influenza vaccines based on HA, HI titres above 1:40 have been 
used for comparing immunogenicity BUT do not represent an established 
correlate of protection

An immune marker suitable to infer protection is available

12
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Vidprevtyn beta - COVID-19 vaccine - immunobridging to Comirnaty

13
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Second generation vaccines with additional subtypes – 20valent PnC Vaccine

14

Apexxnar – SmPC
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Controlled human infection models – Approval of Vaxchora for prevention of cholera
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Comirnaty safety at time of initial approval – safety database > 21,000 subjects

https://www.ema.europa.eu/en/
documents/assessment-
report/comirnaty-epar-public-
assessment-report_en.pdf

Safety database case by case, but  sufficient to estimate the frequency of uncommon 
adverse events occurring in 1/1000 vaccinated persons
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Vaccine Monitoring Platform (VMP)
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EU Immunisation and Vaccine Monitoring Board 

(IVMAB) provides scientific input and advice to the VMP 

on:

• key research questions

• Study methodologies, infrastructures 

and networks

• Interpretation and use of study results

• Dissemination of evidence generated to decision-

makers

Vaccine 
effectiveness and 
impact of 
vaccination 
programmes

Vaccine safety
observational 
studies

• EMA and ECDC extended mandates require to study vaccine use, 
effectiveness and safety

• EMA-ECDC Co-leadership and co-delivery:

• Main platform where post-authorisation vaccine research in 
EU is coordinated

• Independent studies (run separately or jointly by the two agencies)

• Synergies and exchange of scientific evidence

• Facilitate dissemination of evidence to decision makers

Representatives 
Public Health 
Authorities

EMA Committees
ETF

National Competent 
Authorities
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Conclusions

• Most vaccine are approved in the EU by EMA via the centralised procedure

• Price/reimbursement and recommendations for use are defined and tailored at national level

• Safety assessment in clinical trials should cover a population of at least 3000 individuals to be 
followed up for 6 months or more (2 months minimum) 

• If an ICP is available, clinical immunogenicity data will suffice for licensure, otherwise clinical efficacy 
data are needed

• In case no ICP, and field efficacy trials problematic, but an immune marker applicable, comparison of 
immune response to a vaccine that showed efficacy/effectiveness (or bridged to one that showed 
efficacy) is acceptable, e.g. COVID vaccines

• In case no ICP or possibility to bridge immune response, agencies open to discuss use of alternative 
strategies

• Plans for effectiveness measurement post-approval to be discussed early with regulators to gain 
good understanding of what can be achieved post-approval
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