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Specific guidelines requirements for clinical trials with Advanced Therapy Medicinal Products in the EU

CONCLUSION

Very useful ATMPs specific guidelines for clinical trials covering many different aspects and all currently identified challenges Necessary case by case evaluation of the various aspects of ATIMPs clinical trials mainly due to variability of starting materials and specific characteristics of each ATMP. Various levels of justification and documentation

INTRODUCTION

Advanced Therapy Medicinal Products (ATMPs), a European legal classification of medicinal products based on genes, cells and tissues, raise specific issues in the context of clinical trials (CT). Several normative instruments apply at the European level (see table opposite). The 2019 guidelines from the European Commission on Good Clinical Practice (GCP) both adapt the ICH E6 to ATMPs' characteristics and provide necessary additional measures. However, they are not exhaustive as they explain only some specificities of ATMPs and they remain complementary to the general rules. We will highlight the specific requirements for investigational ATMPs (ATIMPs) to reveal the particular challenges they are addressing and why these challenges warrant separate regulation in order to obtain CT' authorisation for ATIMPs and potentially for further marketing authorisation application (MAA).
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Information in Investigator Brochure and Protocol

Placebo: Procedure's risk Dosing: For complex dosing ATMPs, adequate level of understanding & compliance by investigator and those involved in CT End of trial: how follow-up activities will be performed after end of trial

Product information in IB:

-product risks; -previous/ concomitant (or required further treatments) potential impact; -treatment failure risk; -emerging issues Risk minimization measures: Where appropriate, measures to protect CT subjects from identified risks: 

Non-clinical studies

Case by case assessment of non-clinical data

Administration of out of specifications products

Exceptionally to avoid immediate significant hazard; manufacturer/ sponsor to provide risks evaluation; records of request kept in manufacturing site; relevant authority to be notified 

Upstream intervention on subjects and administration procedures

ATMPs Guidelines content and potential challenges targeted

Protection of CT subjects

Informed consent: CT participant information all risks, e.g., treatment failure, irreversible ATIMP nature…