Concept of ‘similar medicinal product’ in the context of the orphan legislation: adaptation to technical progress

[bookmark: _GoBack]It’s amazing that only after 15 years the Commission finds out today that the definition of active substance cannot be defined in Regulation 847/2000 because it only appeared in Regulation 2001/83/EC (one year later).

Line 67-68 (Biological Medicinal Products) and line 109-110-111 (Advanced Therapy Medicinal Products) of the Consultation Document: it is unclear if clinical studies will be needed to evaluate the differences in “similar” substances if the manufacturing is somewhat different. This can be important considering safety and efficacy for these complex structures. Myozyme could be a good example. 

Two companies have an authorization of EMA orphan drug for the same active substance (cholic acid): Orphacol (Laboratories CTRS) and Kolbam (Retrophin Europe Ltd) for the same rare indication: inborn errors in primary bile acid synthesis. One company (Novartis) has an authorization for the same active (repurposed) substance (everolimus) for two EMA orphan drugs but for two different rare indications: Afinitor for renal cell carcinoma and Votubia for tuberous sclerosis. There is no adaptation for the issue of different galenical form: cysteamine bitatrate got an EMA orphan drug authorization for prolonged release capsules of Cystagon (Procysbi). Lenalidomide (Revlimid, Celgene) and pomalidomide (Imnovid, also Celgene) are thalidomide (Thalidomide, also Celgene) analogues authorized for rare cancer.

In the category biological medicinal products we have biologically similar EMA authorized orphan drugs: Fabrazyme (Genzyme) and Replagal (Shire) as alpha galactosidase A for the treatment of Fabry diseases got their EMA authorization on the same day. Vpriv (Shire) is similar to Cerezyme (Genzyme) that got a EMA authorization before the EC 141/2000 orphan drug regulation.

No radioactive substance got an EMA drug authorization today but several are designated. No comments on the text, no further action nor consultation.

Only three Advanced therapy medicinal products got an EMA orphan drug authorization today: Glybera, Holoclar, Strimvelis. 

There is no proposed adaptation in case the active substance is an herbal product. Nexobrid is an EMA authorized orphan drug on the basis of a fruit.

Line 82-83 seems odd to me, in real life, two independently developed monoclonal
antibodies targeting the same epitope should not be expected to be similar. In other
words the CDR's will most likely be different and thus per definition two monoclonal
antibodies binding the same epitope should be considered non-similar unless the
contrary is proven.

What is the definition of epitope in this context? Strictly spoken this refers to a
very well delineated region (i.e. a few amino acids) of the target antigen. In many
cases this is not fully defined, implying that the chance to deal with two
independently developed monoclonals that can be considered similar is very
unlikely.

The sentence "Monoclonal antibodies binding to the same target epitope would normally
be considered similar." should preferably be replaced by:

"Monoclonal antibodies binding to the same target epitope should be considered
non-similar unless it is demonstrated that differences in the CDR sequences is
minimal and have no impact on the binding properties."


After the ten years of market exclusivity there should be a place for generics and biosimilars.
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