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1. Bioinformatic and
Gene expression

2. Viral based vectors
3. In vitro cell assays
4. In vivo models

Genetically engineered animal models

Vectalys is an R&D company with a state-of-the-art
technology platform for customized viral vector production.

The company has developed a unique process enabling the
production of high titer high purity lentiviral vectors for
optimal knock-down or over expression in relevant models:
primary and stem cells for target gene validation and specific
tissue for animal models.

Key benefits

e Custom-made and disease-specific genetically engineered
rodent models helping accelerate the preclinical
development of your drug candidates

« Humanized rodent models helping improve target validation
in drug discovery

e Ready-to-use animal models saving you time and money

Genetically modified animals for
target gene validation and as
disease models

The Vectalys gene transfer platform for the development
of genetically modified animal models offers:

> The production of highly concentrated viral vector

supernatant enabling in vivo injection and preventing
cytotoxicity,

> The production of high purity viral supernatants for:

ecx vivo cell transduction and in vivo re-
implantation,
e direct in vivo injection,
> The use of lentiviral vectors for tissue specific expres-
sion of your gene.

The transduction technologies developed by Vectalys can
help you build the link between in vitro assays and in vivo
results and translate to therapeutic applications.

Cassette design and plasmid construction
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Direct /n vivo injection

Ex vivo cell transduction and
in in vivo reimplantation

The Vectalys process for the development of transgenic animal models

www.vectalys.com
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. : : 4. In vivo models
Genetically engineered animal models

Target gene validation and disease models o
Applications

As a fully customized service offering, Vectalys offers to entirely or only partly
develop your required model. Our custom gene targeting services aim to provide
you with an original rodent model and a fast and cost-effective process.

> Customized preclinical in vivo models
> Transgenesis

L L . ) . >Tissue targeting
Here are some examples of in vivo applications with GFP expressing lentiviral

vectors.
1- CNS model (mouse/rat)

Highly purified and concentrated lentiviral suspension is used for stereotactic

injection into specific mouse brain areas. Brain analysis (day 14). Quality control
> Genomic stability of the gene of interest

> Gene therapy

DG Injection with a GFP Lentiviral Vector
—

> Stable expression over time

> Animal facility
® Specific pathogen free (SPF)
facility

® Respect of animal welfare
e Quarterly health reports

2- Hematopoietic model (mouse) i e diaa i i A

Ex vivo transduction of Lin- Bone Marrow Cells before in vivo transfer into recipient
irradiated mice. Microscopy and flow cytometry analyses:
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LinGHSC tranduced MOI 50 (day 7) Blood analysis (2 months)

3- Urology model (rat)

In vivo multiple micro injections of lentiviral vectors into the external wall of the
bladder. Confocal microscopy analyses day 7 (see beside).

. Representative injection sites on the
4- Metastasis model (mouse) bladder (GFP+TOPRO3 merged)

In vivo s.c. injection of GFP or DsRed genetically modified human tumor cell line

(PC3). Macroscopic analyses day 65.
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5- Hepatic model (primates)
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