" Preclinical validation of copper 64 as a translational tool for evaluating
the pharmacodynamics of VI'X-801 gene therapy in Wilson’s disease
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Wilson’s disease is an autosomal recessive : =
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plasma protein ceruloplasmin, and into the bile for Atp7b’ (WD) 3M/3F VTX-801 5x10™2 vg/kg

excretion of excess copper stores [1]. Recently, we
have demonstrated that the administration of an
adeno associated vector (AAV) encoding a mini
version of the human ATP7B cDNA (AAV-miniATP7B
= VTX-801) provides long-term correction of copper
metabolism in Wilson’s disease (WD) mice [2].

In conclusion, faecal excretion of radiocopper represents a very
promising pharmacodynamic endpoint to evaluate the therapeutic
efficacy of VTX-801 gene supplementation in WD patients.

Figure 1: Experimental design. Animals received an intravenous (i.v.) dose of 5x10*? vg/kg of VTX-801 (or an equivalent volume of saline solution) at 6 weeks
of age. Three months later, animals were injected (i.v.) with ®4Cu and subjected to the following analyses: at 24, 48 and 72 hours post ®*Cu injections, stools
were harvested and radioactivity was measured. At 24 and 48 hours post ®4Cu injections, biodistribution was analysed by PET and at 72 hours after ®4Cu
administration, animals were sacrificed and radioactivity was measured in different organs. As controls, untreated 18-week old WT, HE and WD mice
received a ®*Cu iv injection and the same procedure was followed. WT HE WD WD +

VTX-801 ACKNOWLEDGENMENTS
male stools
AlIM S -

In anticipation of a future gene therapy clinical trial, T He
.1
_ _ b
0 n o
) '24 48 72 24 48" 72

we considered the value of using biliary copper
24 48 72

(®)]
<
o
<
(o))
~
()
AN
&)
—
>
<
(®
(/2]
o
]
N
Lo
N
=)
o
~
O
()]

Infrastructure and technical support was provided by the
morphology unit and the animal facility staff at CIMA. The authors
acknowledge Africa Vales and Cristina Olague for excellent technical

. support.
I I

excretion as a pharmacodynamic biomarker [3,4].
Since direct collection of bile may be invasive, we
have evaluated the excretion of radiocopper (°4Cu)
into the faeces as an alternative but relevant
biomarker in AAV-miniATP7B-treated WD mice.

% of %4Cu excreted in faeces
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