FROM CONCEPT TO CLINIC: ,
INTEGRATED PRECLINICAL DEVELOPMENT
FOR MONOCLONAL ANYIBODIES
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About us

Accelera is a leading Contract Research
Organization (CRO) specializing in preclinical
toxicology studies for pharma and biotech
companies, academic institutions, and
healthcare organizations

With deep expertise in biologicals, we help to
advance NBEs from discovery through IND
submission to final registration.

Our flexible business model integrates scientific,
technological and regulatory expertise for
tailored drug development solutions.

o Since its independence in 2009,
ﬁom RPA% . .
s o Accelera has focused on serving clients
8 G : : :
° GLP in Europe, particularly pharmaceutical
SINCE 1987 — . . )
| companies, biotech firms, and startups.
PROUD TO BE AN

!GOOUC First GLP certification in 1987 and
ACCREDITED AAALAC accredited since 20T1.

PROGRAM

CeriFie®

ACCELERA



mAb expertise across therapeutic approches

. . . @ Small Molecules
Biologics Expertise 50%

» Over 50% of Accelera’s portfolio is dedicated to © Biologicals OA:T:";S
36% ()

biologicals/advances therapies ® Other  ® Protein  ® mab
» Deep experience with: monoclonal antibodies, bispecifics, 37% 31% 16%
ADCs, Fc-fusion proteins, cytokines % o

Therapeutic Focus
* Oncology represents 42% of all projects
* Significant activity also in immunology, inflammation, and
rare diseases

IND Success Track Record
» 70+ INDs successfully accepted by EMA and FDA
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End -to- end service map for biologicals development

-9

Drug Discovery

Preclinical
Development

Clinical Phase | to Il

* GLP safety studies

» Safety Pharmacology
* Local Tolerance

* DFA Development and Validation
* Biomarkers , FACs and Cytokine
* Regulatory & Consultancy

* Chronic Tox,
Carcinogenicity

* Reproductive Toxicity

* Regulatory &

Documentation

» Cell based assays
» Cancer Biology

* PK/PD

* Early Formulation
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In vivo oncology studies for mAbs

Immunocompetent mice Humanized mice (PBMC or HSC)
Syngeneic Tumor model (cell derived) Human Tumor xenograft (cell derived)
Evaluate efficacy & immune modulation (if cross- Evaluate efficacy of human-specific mAb, immune
reactive) activation
Readouts

Example of Study Design

Tumor cell inoculation (Day -7) 1. Tumor/Disease Metrics

Tumor volume reduction (% TGI, tumor growth inhibition)

+
Tumor weight at endpoint
Treatmezt start (Day 0) Survival rate / Kaplan-Meier analysis
Antibody dosing: e.g. Ix/week x 3-4 weeks 2. Pharmacodynamics / Mechanistic Reaglouts
0 Receptor occupancy (blood, tumor, tissue)

Tumor growth monitoring (TumVolume if subcutis ectopic Biomarker modulation (e.g., soluble cytokines, chemokines)
tumor/IVIS imaging system if orthotopic tumor) 3. Immune Response. .
T Imleipe ;:hheckpci(l.nt marker. expz:‘s;smn_rf\lPlP-L IPLDE-SL:I,_ CQT)LA-4)
. - Cytokine/chemokine secretion =Y, -a, IL-6, IL-
PK/PD & immune profiling 4. Pharmacokinetics / Exposure-Response
Correlation of exposure vs efficacy
5. Histopathology / Tissue Analysis
Tumor necrosis or apoptosis markers (TUNEL, cleaved caspase-3)
Immune cell infiltration by immunohistochemistry
Tissue morphology
* 6. Safety Readouts

Body weight, general health parameters
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Available humanised mouse models

’ Humanized immune system

NOG models available from Tacenic

oo leans indicate predominant cells present
Next-generation NOG strains | owses ﬂ °°

lcons indicate human immune cslls supported hulN oG

We work in close
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top-tier suppliers 0 - M Cloee - Q - oFr @
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ensure access to - ar Q00 - —aFr @00

(hGM.CSE gy Optimal cholce for Tregs huNOG-EXL
P and granulocytes

reliable, well-
N _ar 000

characterized models. tytakine LaNOG

transgenics I i I

hiL-2 NOG

Optimal host for T cell-based therapies
such as CAR-T, ACT or TIL

—_ar 00

hiL-15 NOG Optimal host for primary NK cells and

NK cell-bazed therapies

Q00
:"':::W““*' FeResoh® NOG
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- Q00

models
FeResoh/® NOG-EXL Optimal choice for Tregs FcResolv® huMOG-EXL
and granulocytes

o A
e ol‘@)
FcResalv® hiL-15 NOG /

Recommended models for /
Antibody-based Therapies FeyR
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Pharmacokinetics & Pharmacodymanic Studies

» Single and repeat-dose PK/TK in rodents and non-rodents

e |V, SC, IM administration
« Serial bleeding and tissue collection

Readout / Biomarker

Analytical Method

PK Serum concentration (Cmax, AUC, tV2)

Ligand-binding assay (with ELISA)

Receptor occupancy % receptor occupancy (blood/tissues)

Flow cytometry

PD cytokines, immune activation panel)
Hematology

Downstream biomarker modulation (e.g.

Multiplex assays

Immunogenicity

Anti-drug antibodies, cytokine release

ELISA, MSD, Multiplex assays
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In Vivo PD Support and MoA Characterization for Biologics

Assays: Quantification of cytokines, Cell viability and immune profiling through Comprehensive panel of organ-
chemokines, and growth factors (e.g., activation, proliferation, and MoA marker specific toxicity biomarkers (e.g.,
IL-1B, IL-2, IL-4, IL-6, IL-8, IL-10, IL-17, assessment using customized panels CRP, CKMB, Troponin, VEGF,
IFN-y, TNF-a, MIP-1, MCP-1, MCP-2, and ’ VWF), complement system

others). including: proteins, and acute-phase
T-Lymphocytes, Naive/Memory Subsets, proteins (e.g., CRP, A2M).

Regulatory T-Cells, NK Cells and Receptors,
B-Lymphocytes and Plasma Cells, Monocytes
and Dendritic Cells, as well as Stem and
Progenitor Cells.

Matrices: Blood, Cell Lines Blood, Spleen, Bone marrow, Lymph nodes Blood, Urine
etc

Equipment: Luminex BD FACS Lyric, software FACSuite, ELISA, MDS platform
BD FACS Canto Il, software FACS Diva

Experience: Extensive experience in NHP (19 Broad expertise in NHPs as well as in rat,
studies, >300 animals) and rats. rabbit, and dog studies.
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Non-Clinical Safety & Toxicology Studies for IND

Comprehensive Safety Package:
- Single dose: Rodents, NHP or Rabbit (2 weeks)
- Repeat dose: Rodents, NHP or Rabbit (4-13 weeks)
- Safety pharmacology: CV/CNS/Resp

-integrated FOB and External Telemetry Jacket
Local tolerance: relevant species
- 1V, SC, IM, intraocular administration

Fully GLP compliant, SEND-ready data
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Collaborative Network with High-qualified Partners

Bioanalytical method development & validation
LBA and hybrid LBA/LC-MS methods:

* GLP method validation per EMA/FDA guidelines
* Robust sample management and LIMS
tracking

« SEND-ready datasets

Swiss
BioQuant

>20-year collaboration within the
“Safety Alliance”

® FRONTAGE

Co-located within the same Biopark,
enabling smooth logistic process and
close scientific interaction

Tissue cross-reactivity panels

i StageBio
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Regulatory & IND Support

« Study designs aligned with ICH M3(R2), S6(R1)

* Preparation of CTD Modules 2.6, 2.7, and 4

« SEND-compliant datasets

 FDA pre-IND and EMA Scientific Advice support
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Fast-Track Your Biologics in 6 Months

MONTH
1 2 3 4% 5 6

WEEK 1 2 3 4 5 6 7 8 9 10 1N 12 13 14 15 16 17 18 19 20 21 22 23 24

TADatacrion In Ratiie
serum by ELISA .
Partial ELISA Validation
for TA in NHP Serum

P . In vivo oncology
TA Detection in Dosing = - adel
Formulation (UV) " made
- Experimental

Validation j Phase
B Recovery Phase

ADX Detection in
Rat serum

Bioanalytical Methods

] ADA Detection in NHP

cerum Development Validation @ Reporting
1= Therapeutic Abs
Oncol Efficacy Stud
(e.g. x:ﬁgg raft) Y Y “ 2= Anti-Drug Abs
0 —
E e Timelines vary and
? ((ore Toxicity in Rodent A D EoiTe SEu
2 A depending on drug class
and molecule type
DRF Toxiity In NHP L C— Specisstction nd
selectivity
s,
4-Week Toxicity in Rodent
a | (CNS & Respiratory Included) 4 4 8
- B ———
*]
4-Week Repeat Dose in
NHP (CV Included) - = i
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