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Abstract
Advances in the understanding of the complex human biology have fostered the development of biological medications, whose sales are expected to surpass those of “conventional” therapies by 2026.
The expiration of patents in next 3 to 5 years of several blockbusters biological medications will also generated a “second” and “third” wave of biosimilars clinical development.
The experience gathered during these years in the molecular characterization of complex biological drugs and their pharmacokinetic and pharmacodynamic behaviours is prompting manufacturers and regulatory authorities to consider whether the current pathway to approval should evolve towards a more simplified frame without sacrificing the quality and clinical evidence needed to ensure safe and efficacious drugs are approved on the market.
The British Regulatory Agency MHRA has issued draft guidance in 2021, where different expectations are described about the need for clinical efficacy studies and similar considerations could be potentially anticipated by the EMA in the next future.
While we share the enthusiasm and expectations about this “simplified” pathway and the opportunity to bring biosimilar medications faster to the market, we wonder whether this is going to be a “one-size-fits-all” approach, or if later entries. i.e. the third or fourth biosimilar for the same originator product, will be those benefitting more of this simplified pathway, leveraging the bulk of data gathered by their predecessors.
We are starting a new era where there are a lot of new challenges that we need to answer, like:
· The new technologies for chemical characterization and in-vitro will be enough to prove interchangeability.
· PK/PD data will be enough to support clinical efficacy for biosimilars.
· The interchangeability trials should be allowing the multi brand/multi country interchangeability.
· The market access limitations by country/state represent for the patients treatment access challenge. 
· The cost limitations for the developers will represent a challenge to select the best approach to prove interchangeability and extrapolation of indications.
The current framework globally is not aligned or consider the new challenges that we have defined before and the agencies need to be constantly evolving to match with the new evidence obtained and the industry should be working together with the regulators to accelerate this evolution, for this reason the RA strategy of Clinical Development will represent one of the key drivers to define the success of product introduction to the market.
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