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PANDA Overview

Abstract

« The US Food and Drug Administration (FDA) recently released a new draft guidance enabling generic
manufacturers of peptide drugs to file an Abbreviated New Drug Application (ANDA) for synthetic peptide drug
products.

* Processes for manufacturing the generic and reference drug (RLD) are not equivalent, leading to manufacturing
related impurities.

« Manufacturers are required to prove that the synthetic peptide product does not contain impurities with an
increased risk of immunogenicity that could result in the development of anti-drug antibodies.

« We use both in silico analysis and in vitro validation assays to perform immunogenicity risk assessment of
peptide generics. This process is referred to as the PANDA assay which can be used to support generic
peptide drug equivalency in an ANDA application.
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Epitope Prediction by EpiMatrix
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In Vitro Inmunogenicity Protocol (IVIP)

* The ability of the test article (new Generic and impurities) and the RLD to stimulate a de
novo T-cell response is compare to several controls including HSA (protein neg control), KLH
(protein positive control) and a CEFT (protein pool positive control).

* 14 days post exposure, cells are harvested and plated into precoated IFNy ELISpot plates.
Cells are restimulated and incubated overnight. On day 15, ELISpot plates are developed and
sent to Zellnet Consulting Inc. for blind, independent analysis.
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* A response is considered positive with >50 SFC/10° cells and a stimulation index > 2
T Epitope predictions (EpiMatrix Hits) for HLA DRB1*16:01 were modeled on supertype relative DRB1*1101; predictions for
HLA DBR1*14:01 and *13:03 are not available; predictions for HLA DRB1*0901 are available through EpiVax internal models

not normally included in PreDeFT analysis.
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