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Petit, C., Bonnet, C. & Safieddine, S. Deafness: from
genetic architecture to gene therapy. Nat Rev Genet 24,
665-686 (2023). https://doi.org/10.1038/s41576-023-
00597-7
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Anterior inferior cerebellar
artery.

Labyrinthine artery.
Common cochlear artery.
Anterior vestibular artery.
Spiral modiolar artery.
Vestibulocochlear artery.
Cochlear branch.
Vestibular branch.
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A. Radiating arterioles to supply the
capillaries of the stria vascularis.

Arrows represent direction of blood
flow.
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Mutation type VS Norrie or FEVR diagnosis
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Survey of UK Norrie disease patients
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Our virus

AAV9 capsid

gum—

Proof-of-concept construct:

ITR ~ EGFP FLAG | WPRE = ITR

- Green fluorescent protein and flag tags included for monitoring the location
of transduction
- Not appropriate for humans

Clinical construct:

- All tags removed
- Appropriate for humans

—
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Proof-of-concept construct:

- Reaches the cochlea

- Preserves hair cells

- Preserves hearing

- Results will be published soon

(A research image was presented on this slide in the original meeting but has been removed for
sharing)
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Mechanism work

Established mechanism of
blood vessel dysfunction that
results in hair cell death and
hearing loss

Further evidence for this is
being worked on currently

Proof-of-concept work

Good evidence for efficacy of
our proof-of-concept gene
therapy delivered directly into
the inner ear

Findings will be synthesised
into a publication
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Pre-clinical development

Ongoing:

Requirement of evidence of
efficacy of a clinically
appropriate version of the gene
therapy

Longer-term safety and toxicity
studies
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Proof-of-concept

g
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Pre-Clinical Development

> Pharmaceut Med. 2023 Sep;37(5):365-375. doi: 10.1007/540290-023-00480-0. Epub 2023 Jun 7.

The Cost of Biotech Innovation: Exploring Research
and Development Costs of Cell and Gene Therapies

~several years ~Emillions

Marco T Sabatini !, Mark Chalmers 2

Affiliations 4 expand
PMID: 37286928 DOI: 10.1007/540290-023-00480-0
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 Phase 1. Safety and dose optimisation in small group of humans
 Phase 2: Safety and efficacy studies in larger group of humans

 Phase 3: Efficacy vs pre-existing treatments

~10 years
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Mechanism work

Further work to link vascular
abnormalities to hair cell death
and hearing loss, and establish
underlying molecular
mechanisms of this

Proof-of-concept work

New study to establish an in
vitro model of Norrie disease
from which we can gain
insights into the disease, and in
which we can test therapies
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Pre-clinical development

Encouraging results from clinical version
of gene therapy construct need to be
finalised

Natural history study needs to be
completed

PPIE group will be set up to guide
ongoing research
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e Critical for understanding disease progression
&
e Critical to inform clinical trial design:

- To demonstrate the clinical need

- To assess who to give a new drug to first

- To identify which clinical outcome measures are best for
evaluating the efficacy of a new drug



Translations: “

- English ...,,. e

- Spanish qf

- German ‘3
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Norrie Natural History Study

OVERVIEW
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18 questionnaires previously
completed

95 new questionnaires started
36 new questionnaires completed
17 genetic reports available

14 sets of audiology data available
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