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Disclaimers

• The views presented are personal and may not be understood 

or quoted as being made on behalf of or reflecting the position 

of AEMPS, EMA or one of its committees or working parties

• Data presented have been sourced from European Public

Assessment Reports (EPARs) and published literature









Structure: decentralised body

responsible for coordination of 

scientific/regulatory expertise in 

national competent authorities (NCAs) 

from EU member states and external 

experts network





Which products must be centrally authorised?

• All human medicines derived from biotechnology and other high-tech 

processes 

• New active substances intended for:

- HIV/AIDS, cancer, diabetes, neurodegenerative diseases, auto-

immune and other immune dysfunctions, and viral diseases

• Orphan medicines 









Conditional Marketing Authorisation (CMA)

Early approval mechanism (less complete clinical evidence at time of approval)

• Requirements: Serious/orphan conditions, provided that

➢ The benefit-risk balance of the product is positive

➢ It is likely that the applicant will be able to provide comprehensive data

➢ Immediate availability outweigh the risks related to uncertainties of the missing data

➢ CHMP to judge if unmet medical needs will be fulfilled

➢ there exists no satisfactory method authorised in the Community, or, 

➢ even if such a method exists, in relation to which the medicinal product concerned will be of 

major therapeutic advantage to those affected

Regulation (EC) No 507/2006



No satisfactory method

• Has to be justified on a case-by-case basis

• No medicinal product approved

• Necessary to introduce new methods when existing methods used in clinical 

practice (if any) are unsatisfactory (quantify)

• Extent to which the medicinal product will address the unmet medical need 

(quantify)

Guideline on the conditional marketing authorisation for medicinal products for human use falling within the scope of 

Regulation (EC) No 726/2004



Major Therapeutic Advantage (MTA)

• Advantages should be demonstrated over existing methods used in clinical 

practice (if any)

• Has to be justified on a case-by-case basis

• Normally, meaningful improvement of efficacy or clinical safety

• Major improvements to patient care (e.g., compliance, ease of administration)

• Quantify the unmet medical need based on medical or epidemiologic data

Guideline on the conditional marketing authorisation for medicinal products for human use falling within the scope of 

Regulation (EC) No 726/2004



Approval based on Non-RCT trials

• Large magnitude, durable ORR  (“dramatic activity”)

• Mechanism of action supported by strong scientific rationale or preclinical 

data

• Well-defined patient population

• Substantial, durable tumour responses that clearly exceed those offered 

by any existing available therapies

• The benefits outweigh the risks



Martinalbo et al. Ann Oncol. 2015;27(1):96-1













The European Medicines Agency offers scientific advice and protocol 

assistance to facilitate the development and availability of medicines





• The goal is to foster research on and development of medicines 
for patients whose diseases cannot be treated or who need 
better treatment options to help them live healthier lives 

• It provides early and enhanced scientific and regulatory 
support to medicines that have the potential to significantly 
address patients’ unmet medical needs.







Out of 169 requests received and assessed, 

36 (21%) were granted eligibility to PRIME





• In the context of all this learning, which has ultimately led to 

several new (breakthrough) drugs a number of uncertainties 

are also increasingly being identified 

• There are uncertainties related to knowledge and others 

linked to access







Compassionate use is a treatment option that allows the use of an 

unauthorised medicine. Under strict conditions, products in 

development can be made available to groups of patients who have a 

disease with no satisfactory authorised therapies and who cannot 

enter clinical trials.

The European Medicines Agency (EMA) provides 

recommendations through the Committee for Medicinal Products for 

Human Use (CHMP), but these do not create a legal 

framework. Compassionate use programmes are coordinated and 

implemented by Member States, which set their own rules and 

procedures.

Compassionate use

https://www.ema.europa.eu/en/glossary/compassionate-use
https://www.ema.europa.eu/en/glossary/clinical-trial


EL USO COMPASIVO NO DEBE SUSTITUIR A LOS

ENSAYOS CLÍNICOS NI ENTORPECER EL DESARROLLO

DE LOS MISMOS

BENEFICIO PARA EL PACIENTE

http://www.google.es/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiR1OHTybHZAhWBWRQKHem_AB8QjRwIBw&url=http://www.abc.es/salud/noticias/20120504/abci-ensayos-clinicos-pequenos-mala-201309051552.html&psig=AOvVaw2DghOaiDys-vcYQq_7N31d&ust=1519115829684060


➢ Uso de un medicamento en pacientes que padecen una 

enfermedad crónica o gravemente debilitante o que se 

considera pone en peligro su vida (retraso en acceso es 

pérdida de oportunidad) y que no pueden ser tratados 

satisfactoriamente con un medicamento autorizado 

(necesidad médica no cubierta). 

➢ El medicamento de que se trate deberá estar sujeto a una 

solicitud de autorización de comercialización, o bien deberá 

estar siendo sometido a ensayos clínicos. 

USO 

COMPASIVO
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oncology co-/rapp

Zalmoxis





health technology assessment (HTA)

IPT – therapeutic 

positioning reports (REA)

dialogue regulators & HTAs & payers

2015/16/17 AEMPS involved in 3/2/9 procedures as HTA



histology agnostic?

evidence 
interpretation

guidelines



early access to patients

involvement in program design

AEMPS as HTA 

national early access mechanisms

safety considerations (PRAC)





Back-up slides



Designation of medicines for rare diseases (orphan 

designation)

→ Medicines to be developed for the diagnosis, prevention or 

treatment of rare diseases that are life-threatening or very serious. 

In the European Union (EU), a disease is defined as rare if it affects 

fewer than 5 in 10,000 people across the EU

The Committee for Orphan Medicinal Products (COMP) is 

the European Medicines Agency's (EMA) committee 

responsible for recommending orphan designation of 

medicines for rare diseases.



Pharmaceutical companies are unwilling to 

develop such medicinal products under normal 

market conditions, as the cost of bringing them 

to market would not be recovered by the 

expected sales of the products without 

incentives

incentives



Market exclusivity

For 10 years after the granting of a marketing authorisation (approval for sale), 

orphan medicinal products benefit from market exclusivity in the EU. During that 

period, directly competitive similar products cannot normally be placed on the 

market.

But…

• the holder of the marketing authorisation for the original orphan medicinal 

product has given his consent to the second applicant, or;

• the holder of the marketing authorisation for the original orphan medicinal 

product is unable to supply sufficient quantities of the medicinal product, or;

• the second applicant can establish in the application that the second medicinal 

product, although similar to the orphan medicinal product already authorised, is safer, 

more effective or otherwise clinically superior. 



Protocol assistance

Protocol assistance is available at a reduced charge for designated orphan 

medicines, linked to a fee-reduction scale that depends on the status of the 

sponsor. There is no restriction on the number of times a sponsor can 

request protocol assistance

Fee reductions

A special fund from the European Commission, agreed annually by the 

European Parliament, is used by the Agency to grant fee reductions. 

Reduction of fees will be considered for various centralised activities, 

including applications for marketing authorisation, inspections and 

protocol assistance. Additional fee reductions apply for small and medium-

sized enterprises (SMEs).





The Committee consists of one member

appointed by each of the EU Member States 

(28+28)

The Committee shall also include one member 

appointed by each of the EEA-EFTA States (NO 

+ IS)

The Committee may appoint up to five co-

opted members chosen on the basis of their 

specific scientific competence (ES, UK, BE, CZ, 

DE)

CHMP

RULES OF PROCEDURE



30 Churchill Place. Canary Wharf. London E14 5EU. UK



Scientific opinions and 

recommendations

• The quorum required for the adoption of scientific opinions or 

recommendations by the Committee shall be reached when two thirds of the 

total members of the Committee eligible to vote are present.

• Whenever possible, scientific opinions or recommendations of the Committee 

shall be taken by consensus. If such a consensus cannot be reached, the scientific 

opinion or recommendation will be adopted if supported by an absolute majority

of the members of the Committee.


