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Introduction

Eurofins, a well-known first-class BioPharmaceutical outsourcing services partner, has a strong presence, among other, in the CGTs segment. Here we will present the ongoing efforts of the Biopharma Product Testing (BPT) division to establish
analytical platforms to characterize, monitor and release viral vectors, as well as gene-edited cells. The primary objective is to ensure the safety of these products, by developing reliable and fit-for-the-purpose analytical solutions that could not
only accelerate the manufacturing and release of viral vector-based therapies, but also reduce costs and conserve valuable resources. Furthermore, the insights gained from this exercise can be extrapolated to establish similar analytical
platforms for other critical parameters, such as identity, purity, and potency, ensuring the overall safety and efficacy of cell and gene therapies. Specifically, in the poster we will provide some examples of analytical platforms developed for LVV
based gene therapies.

The proposed platforms align with Eurofins’ commitment to promote the sustainability and affordability of CGTs, which are central topics for the industry. Going beyond BPT activities, we will explore the identified opportunities of industrialization
and innovation to foster CGTs development according to “the Eurofins way” approach, driven by our testing-for-life philosophy.

Platform Development and Validation

ATMPs overview

« A platform analytical procedure can be defined as a multi-product method, suitable to test quality attributes of
different products, without significant change to its operational conditions, system suitability and reporting
structure [draft ICH Q2(R2) and ICH Q14]

« The platform methods are set-up and validated (green boxes) making the methods immediately available
unless minor suitability activities are required (only in case of new matrices).
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(autologous: cells from patient are collected, treated, expanded and re-introduced into the same patient ) or
manufactured for larger population (allogenic: cells from healthy donors are collected, treated, expanded and
introduced into multiple end patients).

Like all medicines, ATMPs, both for clinical trials and for commercial use, must align with the regulations related to
Good Manufacturing Practice (GMP).
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Overview of the approved ATMPs in EU (Source EMA/CAT/50775/2023)- From 2018 GTMPs lead the approved
ATMPs: of 16 approved products 14 are GTMPs, of which 9 are ex-vivo gene edited products. Sustainability and
Affordability are key factors: for economical reasons about 40% of the approved products were withdrawn (or at
risk to be).
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Manufacturability — Sustainability — Affordability

Cost of Needle-to-needle

Core for ATMPs is being able to manufacture the product

of interest, this include both production and analytical
processes to evaluate ldentity — Safety — Purity and
Potency

Identity Safety

SUSTAINABILITY

The application of ATMPs to the target population,
as well as the delivery strategy, need to be feasible;
this implies a critical analysis of logistics as well as
the compliance with regulatory requirements.

AFFORDABILITY

ATMPs economics are extremely relevant and directly
related to the above mentioned points. It includes cost of
goods evaluation, as well as reimbursement
consideration.
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Regulatory Reimbursement

Requirements

Eurofins BPT offers a complete testing solution for ATMPs

We provide testing support at all phases of product develpoment directly from the sponsor of their CMOs:
« Raw Material
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The Platform approach

Compendial vs non-compendial tests
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Parameters evaluated during Platform validation
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Platform set-up for a qualitative test (RCL)

0 Our BioPharmaceutical Services

Presence or absence of
target nucleic acid and
system suitability criteria
are evaluated using
dedicated software

Amplification of extracted

DNA extraction is performed by DNA with specific primers

Culture the cells for 14 using commercial kit based on

days and collect o I .
/ : 4 silica columns with high affinity
multiple timepoints for DNA

is performed to reveal the
presence of the target
nucleic acid
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Cell and Gene

As a dedicated provider of complex assay
development, bioanalytical and safety
testing for more than 35 years, we support
translational research with accurate,
reliable results across multiple phases of
clinical drug development. With more than
3000 validated assays, across 17 industry-
leading analytical platforms, we offer broad
experience in infectious disease, vaccine
safety/ efficacy, immunogenicity, cell-
based, and genomic biomarker analysis.

Offers a unique global breadth of GMP/
CMC testing services for the Bio/ Phar-
maceutical industry, including starting

During the set-up the following conditions are evaluated:
« Optimization of PCR conditions
« First indication of detection limit, primer and probe specificity and method robustness
« Data collection with the aim of best designing the validation protocol and establishing the acceptance criteria

materials, process intermediates, drug
substances, drug product, packaging,
and manufacturing support through
broad technical expertise in Biochem-
istry, Molecular & Cell Biology, Virol-
ogy, Chemistry, and Microbiology.

& eurofins ‘

Eurofins network of laboratories
supports Cell and Gene Therapies
from Discovery to Commercialisation
taking advantage of the expertise of
its dedicated divisions

Platform set-up for a quantitative test (VCN)
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CellTx is solely dedicated to offer critical
testing support for living donor derived
source material: stem cell, bone mar-
row, cord blood, birth tissues, egg and
sperm donations. The laboratory's ex-
tensive testing menu will support these
organizations from donor source to trans-
plantable cell-based products, regenera-
tive medicines and fertility applications.
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At Eurofins COMO we deliver end-to-
end solutions for Cell and Gene therapy
development and manufacturing, sup-
porting the path from preclinical stages
up to commercial success. Science and
Quality are our foundations and they
allow us to deliver sustainable and flex-
ible solutions tailored to the project
specific needs, while supporting a timely
milestone achievement, every step of the
way from R&D to full GMP compliance.

As a leading giobal CRO, we provide a
market-leading integrated package of
drug discovery products and services
to accelerate the discovery of candidate
therapies. We accomplish this through
expanding our scientific excellence, up-
holding delivery of quality data, sustained
integrity in our work, and the most com-
prehensive portfolio in the industry. Our
expertise enables us to partnerwith organ-
izations of all sizes to deliver breakthrough

Amplification of extracted
DMA with specific primers
is performed to reveal the
presence of the target
nucleic acid

Presence or absence of
target nucleic acid and
system suitability criteria
are evaluated using
dedicated software

DMNA extraction is performed by
using commercial kit based on

Sample from client silica columns with high affinity

During the set-up the following conditions are evaluated:

*Optimization of PCR conditions

*First indication of limit of detection, accuracy, precision, linearity, primer and probe specificity and method
robustness

Data collection with the aim of best designing the validation protocol and establishing the acceptance criteria

Conclusion

« Quality control testing plays a key role in determining the sustainability and manufacturability of Cell and Gene therapeutics, which are core element for the industry.
- The development of validated analytical methods typically require large efforts both in terms of budget and of timelines, and often consume large amounts of precious clinical batches/samples.
« The platform approach allows us to provide pre-validated analytical methods that only require reduced qualification activities, allowing for considerable savings in terms of timeline, costs and material requirements, while ensuring high quality

and reliable data from the early phases of drug development.

- This exercise will also provide us the foundations to further apply the Platform approach to the manufacturing activities further contributing to cell and gene market sustainability and affordability #theEurofinsway.
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