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Cell Therapy at Evotec

Integrated approach to deliver
new therapies to patients
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Delivering cell therapies to patients through a world class
integrated platform

EVOcells: End-to-end solution for iPSC-based cell therapeutics

iPSC-derived QC & upscaling Pre-clinical Clinical manufacturing Marked supply
cell types Disease development &
Gene editing expertise CcmC Clinical Phase I/lI/lI Marketing and Sales
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Partner

Handover points can be mutually agreed on a project-by-project basis

iPSC-derived cell types ArrayCGH, karyotyping, Single cell sequencing 3D expansion Upscaling CellQC GMP production
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Innovative iPSC-based cell therapy assets available for partnering

Internal pipeline spans a range of different cell types & disease areas

Pre-clinical Pre-clinical iPSC-derived It
Field Program/Project Disease area  Exploratory research development ' SUCTIVECRCCINtYPES
iNK 10" ) e iNK  Natural killer cells
M 10 o il ap- and yo- T cells
Oncology _ e iM Macrophages
YO IT 10
e iBeta Pancreatic islets
of iT 10
e iCM Cardiomyocytes
R . E.iBeta (gen 1) Diabetes
M‘:%?;ﬁf""’e e IMSC Mesenchymal stromal cells
QRbeta (gen 2) Diabetes
iCM Heart failure
iIMSC exosomes Various
Immune-
modulation i-fi i
iINK, iTreg Anti f.|brot|c,
auto-immune
PAGE 3 1 Immuno-oncology

2) Each immune cell type can deliver multiple differentiated products
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A decade of expertise with iPSC differentiation

Ability to produce a multitude different iPSC-derived cell types

Islet cells Qc ac ac ac Qc
(endodermal) o — i —— P ——r

Pluripotent Endoderm Pancreatic Endocrine

endoderm progenitor QGCQ a-cells
Alb1 Cdx2 Sox9 Pti1a
" Y\ 0\ ’ Sst) -cells

c ‘* ' & \ Bpy PP-cell
Mesoderm 0 derm Liver Duct Acinar Py =eols
Intestine Ghrl e-cells

Natural
Killer cells ‘ ‘ e
_> _> _’ _> °
(mesodermal) ® ® ® iNK cell
iPSC Embryonic Hematopoietic  Pre-NK Mature -
Mesoderm Progenitor Cell cell NK cell RSl
Progenitor K562 erythro-
leukemia cell
Experience

e > 10 years of iPSC biology experience
¢ |ntricate know-how of developmental biology

e One of the largest iPSC platform groups in the industry with >100 people de-
dicated to developing iPSC-derived cells for drug discovery and cell therapy

Macrophages M1 poarized | _
(mesodermal)
o000 0 @ . Sk
T iy ur e
Progenitor M2 polarized
Macrophage
Plus a _ N
multitude of Motor neurons ) Ccal neu Dopa neurons Astrocytes Microglia
other cell
types to
discover

Cell production for cell therapeutic approaches

e Focus on industrialization, robustness, scalability and GMP compatibility
from day one

e Translation from R&D to full GMP
e Comprehensive QC at key intermediate stages & end stage as core element
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Outstanding iPSC platform & expertise

Leading iPS cell therapy platform

Off-the-shelf cell therapy
Genetic engineering

Validated technology

Compatible with
GMP requirements

iPSC differentiation N C:I

A 4 A 4

Cell cloaking / Process
safety switch development

Industry-leading expertise
Validated GMP line
Early GMP focus

panCELLa cloaking &
fail-safe technology

GMP-compatible

State-of-the art bioreactor format

analytical platform

Proprietary cloaking Fill-finish procedure

Manufacturing

GMP gene editing, GMP
MCB, tox and clinical batch

Regulatory

Positive feedback from
regulatory authorities

A highly experienced and
dedicated team of ~65

scientists focusing on iPS
cell therapy platform

PAGE 6
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Centre of excellence for cell therapeutics manufacturing

Evotec Modena

e Founded in 2009 as spin-off of the University of Modena

. evotec VERSTOPS
® #RESEARCHNE and Reggio Emilia

e Scientific founder Prof. Massimo Dominici is one of the
pioneers in clinical cell therapy

NEWS RELEASE, 30 MAY 2022

e State-of-the art GMP manufacturing facility (5 clean

EVOTEC ADDS CELL THERAPY MANUFACTURING o . )
rooms, 350 m#) with room for significant expansion

FACILITY WITH ACQUISITION OF RIGENERAND
e cGMP facility accredited by Italian Authority for the
manufacturing of clinical stage cell and gene therapies

» EVOTEC’S EVOCELLS PLATFORM INTEGRATES INNOVATIVE OFF-THE-SHELF
IPSC CELL THERAPY DISCOVERY WITH DEVELOPMENT AND MANUFACTURING

e
: 104 llll ‘\

Cd el

e Experienced to manufacture complex cell and gene
therapies including pre-GMP optimization steps

e Experience with MSCs, TlLs, CAR-T, dendritic cells and
exosomes

e Tech transfer for manufacturing of iPSC-based
therapeutics on-going
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The EVOTEC Modena cell factory

Facility overview

EVOTEC MO Cell Factory C GMP warehouse

e The GMP manufacturing facility is composed of: - |
1) A cell factory: equipped with 5 sterile cleanroom / manufacturing = I—-—-.?“:i o =08 Wl
suites, suitable for aseptic manipulation of sterile medicinal products o == ST !
(Grade A/B cleanroom) according to EU and US cGMP rules N el |
2) A class C GMP warehouse with ambient storage: with a dedicated S o= | gl liose
airlocks and a Grade D transfer material zone o -
3) A cryogenic room: for qualified controlled storage at -80°C to - B = 7 g Bl B ST
196°C with vapor phase liquid nitrogen under 24-h remote control - 2 ~ |@- % ‘ @
4) A QC laboratory: equipped to perform microbiologic tests to monitor BRNEN /e
the classified rooms and to execute quality and safety controls on = o
intermediate and final products T

5) A R&D laboratory: for ATMP research purposes

6) An alarm room: enabling monitoring of the cryogenic room via
SCADA . @

e Areas n°1 and n°2 i.e. cell factory and GMP warehouse are in a | T R&D Laboratories QCLaboratory  Cryogenic room
cleanroom space of 450m? (6) (5) @ N ©

EVT MO can perform all production steps of ATMP manufacturing, from development to production, cold temperature storage and quality control

in compliance with GMP requirements
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Manufacturing suites

EVT MO has 5 class B manufacturing suites with 24/7 monitoring

PAGE 10
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EVOTEC MODENA manufacturing capacity

EVOTEC MO produces cell & gene therapies from procurement to patients

cGMP viral ,

Transfection of Teneslesg
vector for producer cells TR Harvesting
ex-vivo gene with plasmid expansion and washing

modification DNA

Cell Isolation/ Cell

?ﬁne Enrichment expansion
erapy MCB! if needed
Cell Isolation/ CeII_
Cell Enrichment Reprogram expansion
i -
Thera if needed and banking
Py MCB' if needed
Tissue - Cell Cell expansion
. . Issue . and banking if
Engineering collection extraction needed

:;;08 %

Viral/ non viral gene modification

*Evotec Mo has an

Purification Titration QC testin
. 9. outsourced qualified partner
and and sterile Storage release, Ao for viral vector (V) GMP
concentration filtration shipment ¢ ;
Viral Vector manufacturing

Storage if
needed,
preservation,

Formulation,
Fill & Finish

Transduce Cell
(activate or
modify cells)

Harvesting &

Transport

expansion concentration

Storage if
needed,
preservation

Formulation,
Fill & Finish

Harvesting &
concentration

Differentiate Cell
Transport

if needed expansion

:Lj:OS 5 we

expansion

Storage if
needed,
preservation

Formulation,
Fill & Finish

Gene
modification if
needed

Transport

Viral/ non viral gene modification

on scaffold

QC tests (IPC)

__—

Potency control & QC tests (IPC & release)>

Note: "TMCB: Master Cell Bank.

Evotec Mo Qc t_ests capability Gene modification with
manufacturing (partially outsourced GMP grade VV or with
to qualified partners)

capabilities non-viral methods

Human cell
production

Cell tissue
production

S
B
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Elevating ideas to cell therapy products

Evotec Modena expertise for cell/gene therapy acceleration

Pharma/Biotech

IMPD

Investigational Medicinal
Product Dossier

Abbreviations.com

SME/
Academia

Regulatory
Competences

ATMP
Manufacturing
(GMP facility)

Research, Development
and Optimization
(pre-GMP facility)

(Ratologons™

Patient

Cell collection (leukapheresis)
In vitro genetic modification
Expansion, cryopreservation

CMC analytics, batch release

et
ok
>
o
=
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