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Development of Etanercept biosimilar Erelzi™
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P2015 has been developed as a biosimilar to Enbrel® (etanercept) and was approved as Erelzi by US FDA in August

2016. Assessment of biosimilarity follows the totality-of-the-evidence concept taking into consideration physicochemical,
biological, nonclinical and clinical data. Biosimilarity to the approved originator product is confirmed in a step-wise approach.
Characterization of multiple originator batches was conducted over time followed by an iterative, target-directed development
process to yield a product falling into the variability range of the originator. Biosimilarity between GP2015 and the originator
was confirmed at analytical, functional, nonclinical, pharmacokinetic (PK) and clinical levels. Bioequivalence between GP2015
and the originator was assessed in PK studies in animals and healthy volunteers. To detect clinically meaningful differences
between GP2015 and originator, efficacy, safety and immunogenicity was studied in patients with moderate to severe chronic
plaque type psoriasis. This phase III confirmatory study assessed the Psoriasis Area and Severity Index response rate at weeks
12, 30 and 52. ErelziTM was developed at the same dosage and strength as the originator. Multiple analytical methods showed
high similarity between GP2015 and the originator. The amino acid sequence was confirmed to be identical and protein
folding was indistinguishable. In-vitro assays showed GP2015 and the originator had similar bioactivity. PK bioequivalence
between GP2015 and the originator was established in nonclinical and human studies. The study in patients with psoriasis
confirmed similar efficacy and safety and comparable immunogenicity in a highly sensitive indication. In all studies, no
clinically meaningful differences between GP2015 and the originator were observed. Analytical, functional, nonclinical and
clinical data provide comprehensive understanding of GP2015 and the originator and demonstrate a high level of similarity
between the two substances in accordance with regulatory requirements. The totality of evidence of biosimilarity justifies the
use of the biosimilar in the same indications as Enbrel® and was confirmed by FDA.
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