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ABSTRACT

In platform trials, multiple treatment arms are evaluated with the possibility to add or drop treatments
during the ongoing trial at different time points. Systematic literature reviews [1,2] have been
performed to identify complex clinical trials (which include umbrella, basket and platform trials). An
increased use of complex clinical trials has been identified. However, literature and guidance on
regulatory acceptance of specific design aspects in complex clinical trials are still limited.

To help overcoming this lack, we performed a systematic review of scientific advice procedures at the
European Medicines Agency (EMA) to identify complex clinical trials. We only considered advices

on products which are in the remit of the Paul-Ehrlich-Institute (PEI) such as monoclonal antibodies,
vaccines, and advanced therapy medicinal products (ATMPs). The database at PEI consisted of more
than 50 000 documents covering around 2 500 scientific advice procedures. Following the PRISMA
guidance on systematic reviews we identified more than 150 documents representing around 25
unique complex clinical trials for data extraction.

We present preliminary results of our analyses on the design characteristics of the proposed complex
clinical trials submitted for scientific advice. General design aspects such as the study phase, the
number of treatment and control groups or the primary endpoint will be described. Furthermore,
design aspects frequently discussed for complex clinical trials, e.g. the use of a common control, the
use of non-concurrent controls or the need for multiplicity control were also evaluated. Where possible
and available, we identified the corresponding regulatory acceptance or concerns of these aspects.
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