Cell line engineering for disease modelling and drug screening

Choice of relevant indication agnostic
parental model systems:

« Comprehensive cancer cell line collection

(human, mouse, rat)
* Primary cells

e |PSCs

Portfolio of cell engineering tools:
« CRISPR ko, ki, a/i

« RNAI

* QOverexpression

* Drugresistance

« Reporter and tags: HiBiT, NanolLuc,

luciferase
* |sogenic cell pair generation

« Variety of delivery options (S2/BS2)

Functional analysis of engineered

models

NUVISAN

The Science CRO

Induced pluripotent human stem cells (iPSCs)

Induce known disease-
-~ causing mutation by CRISPR

" \
\'\

L J o — ° \
( 2 ) { Y !
® D

® ® o

N J PY L]

.‘Q

Human wildtype Diseased human
iPSCs IPSCs

Characterise the differentiated
cell lineages cells to ensure they express the

(e.g., cardiomyocytes, neurons) expected disease phenotype
A ¢

Generate 3D organoids that
better resemble a human organ
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Differentiation into specific human

Induce disease ameliorating
correction by CRISPR

Diseased human Corrected human
iPSCs iPSCs

Integrated Functions @ Nuvisan:

Discovery Biosciences

Life Science Chemistry
Discovery Pharmacology

Compound and drug

screening

Disease modelling/MoA

studies

Clinical candidate

compound

» Humanized, highly physiologically relevant in vitro platform for disease modelling

and screening

» Combination with CRISPR/Cas enables the investigation of diseased gene variants
« Readout options comprise contractility (muscle), multielectrode array (MEA)

measurements

Tumor spheroids

* Predictive in vitro
evaluation of compound

efficacy for oncology

« Co-culture with primary

human immune cells
(PBMCs, T cells,

monocytes)

Cell-tissue Interactions

 FEvaluation of cell-tissue

(surrogate) interactions

Organoids

« Evaluation of organoid

biology

« Assay development
ongoing for several

indications
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