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RESULTS
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INTRODUCTION
ODUCTIO 1. GJB2-GT improves audiologic performance in both Gjb2¢K02/ck02 and Gjbp2<K02/Hmut mjce
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We developed :

. Gjb2eKO2/K02 model 2. GJB2-GT preserves cochlear development in both Gjb2cK02/ck02 qnd Gjp2<K02/Hmut mjce

resulting in a biallelic Gjb2 inactivation mimics the A Gjbzﬂox/ﬂox GijCKOZ/CKOZ GijCKOZ/CKOZ+GJBZ-GT
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(100dB at 1month) and cochlear morphological defect.
o GjbchOZ/Hmut model

compound heterozygote, expressing a human missense
pathogenic variant, that corresponds to a frequent
human GJB2 mutation and Gjb2 inactivation on the
other allele.

Gjb2cko2/Hmut mice display severe congenital deafness
(80-90dB at 1 month, increasing over time) and altered
cochlear structure

Inner ear surgical approach :

Figure 2: A. Immunostaning were performed on cryosections of Gjb2flox/flox gnd
Gjb2ck02/ck02 3t 1 month and 3 months for Gjb2<K02/ck02 GJB2-GT mice.

Upper panel : Dapi in white, Phalloidin in red, Tubulin in blue and
Lower panel : Cx26 in white

In Gjb2K02/cK02 mjce:

e Strong Cx26 expression decrease in
type 1 and 2 fibrocytes

e Complete loss of the neurosensory
epithelium

In GJB2-GT Gjb2¢<K02/cK02 rasnonding mice:

= The neurosensory epithelium loss is
prevented

— Expression of Gjb2 in all Cx26 positive
cells is detected

— The organ of Corti morphology is
comparable to that of Gjb2flox/flox pmjce
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B. Immunostaning were performed on cryosections of Gjb2flox/Hmut gnd Gjp2cko2/Hmut
mice at 1 month and at 6 months for Gjb2k02/Hmut GjB2-GT injected mice. Upper
panel : Dapi in white, Phalloidin in red, Tubulin in blue and Lower
panel : Cx26 in white
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CONCLUSION

P2 inner ear delivery of GJB2-GT
improves  audition likely by
preserving cochlear structure and by

In Gjb2¢K02/Hmut mjce:

* Organ of Corti is collapsed

e (Cx26 expression is reduced in all Cx26
positive cells

In GJB2-GT Gjb2cK02/Hmut ragnonding mice:

= Organ of Corti morphology is
preserved

= Expression of Gjb2 in all Cx26 positive
cells is detected, higher than in non

injected Gjb2ck02/Hmut mjce

impeding sensory hair cells and
supporting cells loss in both
preclinical models of human
pathogenic GJB2 variants.
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