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Abstract

Relative potency assays are a critical part of a drug’s lifecycle. They are designed to ensure that .
the efficacy and potency of manufactured batches, drug substance and drug product is MOV' ng \ Al B
maintained throughout drug development and once the drug is in the market. This is particularly . . _— .- anfng”efc%;?cipif)?[ﬁies e
important for biologics with complex MoAs. For example, a successful antibody drug conjugate Med iICINné el High-quality & trusted data that drives
(ADC) requires multiple steps including binding to its target, internalization, release of payload 1.7 DSy s development

intracellularly, and elimination of tumour cells via the payload’s mode of action. An ideal relative Fo rwa rd L Vet Streamlined regulatory support tailored to
potency assay captures all of these processes, and reports on the final biological outcome. \ yourprogram
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At Abzena, we offer a phase-based approach for relative potency assay development based on

the needs of our customers and where they are in their drug development lifecycle and provide

GMP-ready testing once the assay is validated. Here we present Abzena’s approach on developing

relative potency assays for an ADC biosimilar. At the initial stages of the project, an antigen- Abzena uses Design of Experiments (DoE) to efficiently optimise
binding ELISA was developed to support the testing of early batches and formulation samples for assays.

pre-clinical testing. To progress the project for clinical testing, a cell-based cytotoxicity assay was Abzena trends all data generated throughout development and mmmzm
developed to support lot release testing as well as stability and toxicology studies. We present our testing to de-risk assays. & w0
approach for early feasibility studies, assay development, as well as validation. This streamlined B P . e
process minimizes the risks, timelines and costs to develop and validate phase-appropriate / }i T = juew
relative potency bioassays for ADC biosimilars. / I
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ADCs combine the key design elements of small ADCs have a multi-step mechanismof action with specific ;:;EZ:::;?;WMBMWW O:HH:':CTW e :
& large molecules: requirementsfor each step/component. 2
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antigen lysosome fusion _ — T RN e—— assay developed at Abzena.

50 41.2 425 44 9 417 42.55 3.3 -14.90 -19.24 -10.32 . CO lO ur

75 70 67.5 65.5 64.4 66.82 3.2 -10.91 -15.30 -6.30

100 79 928 106.6 82.1 89.50 12.4 -10.50 -25.72 7.84

125 106.7 126.9 128.7 100.4 115.01 11.4 -7.99 -22.48 9.21 U
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After 24 hours, test ADCs
are added as serial
dilutions

Readout is luminescence
using the CellTiter-Glo®
assayon Molecular
Devices i3x platereader

Cells seeded at optimized
densityin 20 pL (384w) or
50 pL (96w)

" Cells incubated in the
presence of test ADCs for
96 hoursat 37 °C, 5% CO,

Abzena has a comprehensive devéuldpment process captured in detailed reports for IND
submissions.

The data package Abzena provides validates the use of target cell lines for MoA reflective cytotoxicity
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| | developed at Abzena. ranges pre-defined for our projects.
+ Bindingassays assays to satisty regulatory requirements to
e Cell-based proceed to clinical trials.
. . Summary
* Biochemical ACCURACY AND PRECISION
, , At Abzena, our assay development process allows us to:
* Physiochemical assays : . :
» Streamline design, development and manufacturing of ADCs all under one roof. Abzena

provides phase-appropriate potency testing throughout.

« Efficiently develop assays using a data driven DoE approach with robust justifications for
each decision taken.

* Provide qualified relative potency assays to support the drug development life cycle
through to clinical trials.

Abzena strikes a balance when developing an assay that

IS:

* Representative of the critical quality attributes (CQAs)
required at the given stage of drug development.

 Accurate and precise to satisfy regulatory requirements
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