
A biosimilar is the drug that has proved, from a regulatory point of view, to
be superimposable on all levels (examples comparability exercises). Since
the main purpose of the comparability exercise is to identify even the
smallest differences between the biosimilar drug and the respective
originator, the required non-clinical and clinical studies must be
characterized by high methodological standards, above all as regards the
design, conduction, choice of endpoints and / or the population to be
treated. The EMA was the first agency to have issued a regulatory
framework for biosimilar drugs, stipulating an approval process that follows
a gradual and detailed procedure. If the comparability exercise gives a
positive result, the possibility opens, with the extrapolation of the
indications, to bring the biosimilar to the approval for all the authorized
therapeutic indications of the respective originator.
For some classes of biological / biotechnological drugs, in particular mAbs
used in the treatment of neoplastic pathologies, the extrapolation of
indications is a rather complex process, especially in light of the peculiar
multi-targET mechanism of action of these drugs. Moreover, since often
there are no specific pharmacodynamic markers through which to evaluate
the efficacy of such drugs, surrogate endpoints are used during the clinical
studies, whose validity, especially in a sETting such as the oncology, is not
always a sure guarantee.
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Comparability exercise is a more than correct regulatory procedure, which allows the marketing, in a reasonable
time, of safe and effective drugs. The comparability exercise is the experimental procedure, introduced by the EMA,
on which the chemical-physical, preclinical and clinical comparison of any biosimilar drug with the respective
originator is based. The confirmation of the comparability involves the authorization of the biosimilar drug for all the
indications authorized for the respective originator.
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The main therapeutic innovations of recent years have been
characterized by the growing use of innovative development
technologies.
Biological / biotechnological drugs unlike traditional drugs are
complex and large molecules. The production of a biological /
biotechnological drug requires an elaborate production
process whose complexity depends on the biological substrate
/ organism used, environmental factors etc. By virtue of this
complexity, the slightest modification to the production
process can significantly alter the composition of the farm and
its efficacy. the definition the product is the process perfectly
renders the concept of uniqueness of each biological /
biotechnological drug.
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