EMA Consultation on ATMP
Comments from the Board of the European Society of Gene and Cell Therapy (ESGCT)
by Luigi Naldini (President), Nathalie Cartier, Len Seymour.
2.1 MAA requirements
As more ATMP may reach MAA it may be helpful to consider the following options:
-

-

-

-

“Vector Master Files” could be created to avoid unnecessary duplication of non-clinical studies
when using the same vector platform with different transgenes or designs. Bridging studies may
be sufficient to meet the requirements easing up the burden to commercial development,
especially in the case of rare diseases.
In the case of rare diseases, MA could be given as “provisional” when only a limited amount of
clinical (and even non-clinical) data is available. Further data collection may be implemented
post-MA. Such a provision would help encourage private investment into a field where
individual need is great but the market is small.
There should be continued reassessment of the value of/need for extensive or conventional
animal studies for MAA of several types of ATMP. This is particularly true for agents that are
species-specific, and for which animal models may not be predictive of the clinical situation.
many ATMPs rely on patient or donor-derived tissues for which the great variability of human
cells should lead to more flexibility in product definition than currently accepted for
conventional medicines obtaining MA.

2.3 Hospital Exemption
There is the concern that legislation on hospital exemption may be used to bypass expert assessment of
the scientific rationale/safety of a proposed ATMP, at least when such ATMP represents the first-inhuman administration of a novel type of product or for a novel disease. In such specific cases, it may be
wiser to require prior authorization from an expert Committee at the National level, rather than simply
relying on approval by an Institutional bioethical committee. The harmonization of the national
regulation rules would be helpful in that respect.
Such authorization conditions would potentially help the use of data arising from these first-in-man
cases as part of the investigational medicinal product dossier for subsequent clinical trial applications
(« phase 0 »), to reinforce or even replace pre-clinical animal studies.
In an ethical perspective, a registry for these HE data would be important, to ensure the quality of
these first-in-man ATMP use and the further availability of obtained data for subsequent clinical trials
HE is a need and should remain available for applications of ATMPs which will not lead to a MA ,
but there is also a need to harmonize the rules between member states.
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2.4. Incentives for the development of advanced therapy medicinal products.
Clear regulatory principles for the conduct of phase zero (microdosing) studies of ATMPs would be
very helpful. By ‘phase zero’ we mean clinical studies with ATMP agents provided at subtherapeutic
doses intended to study pharmacodynamics and not efficacy.
The table below (taken from http://ec.europa.eu/health/files/eudralex/vol-10/ctqa_v10.pdf ) gives the
impression (specifically column D) that such studies may be outside the scope of the Clinical Trials
Directive and therefore subject only to local regulation. Clarification would be appreciated, as the study
of drug mechanism in humans would significantly accelerate scientific progress with many ATMPs.
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