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Introduction Q Intrathalamic administration of AVB-101 led to superior biodistribution and expression versus
{ intracisternal magna delivery in sheep

e Frontotemporal dementia (FTD) affects ~30,000 patients in the United States of America and ~76,000 patients in Europe™* causing a

progressive decline in behaviour, personality, executive function and/or language, with death 6—12 years after initial symptom onset” e Intrathalamic and intracisternal magna administration routes for AVB-101 were compared in adult sheep

e The burden associated with FTD is significant and costly, and currently no disease modifying therapies are available® e |ntrathalamic delivery achieved extensive neuronal expression throughout the cortex and subcortex including non-neuronal cells;

e FTD caused by loss-of-function mutations in the GRN gene (FTD-GRN) leads to deficient progranulin (PGRN) production that whereas intracisternal magna delivery resulted in negligible levels of hPGRN throughout the CNS in all treated animals (Figure 5A and 5B)
increases microglial activity, accelerates neurodegeneration, and leads to pathogenic transactive response DNA-binding protein 43 e The lowest-tested dose of AVB-101 1x10%° vector genome/hemisphere (vg/hem) administered via the intrathalamic route achieves
(TDP-43) accumulation2 PGRN levels observed in healthy human cortices (Figure 5A) while intracisternal magna distribution of AVB-101 at a dose of 1x10%3 vg,

e PGRN supplementation has been demonstrated to correct the pathological phenotype in rodent models of FTD-GRN, suggesting that 500 times greater than the intrathalamic dose, was undetectable (Figure 5B)
it is a valid therapeutic target for patients with FTD-GRN™ e Intrathalamic delivery of AVB-101 resulted in broad vector distribution across brain regions (Figure 6)

e AVB-101 is an adeno-associated virus serotype 9 (AAV9)-based gene therapy that encodes PGRN, and is in development to treat
patients with FTD-GRN

e AVB-101 has been designed with efficacy and safety in mind (Figure 1) and here we present preclinical data from a range of animal
models to provide rationale for its application in clinical trials

e The intrathalamic delivery route decreased liver exposure and shedding versus intracisternal magna delivery as determined by
guantitative polymerase chain reaction with undetectable levels of AVB-101 vector in liver biopsies following intrathalamic administration

Figure 5: hPGRN levels in the cerebral spinal fluid (A) and immunostaining representative visualisation of hPGRN in the prefrontal cortex

Figure 1: AVB-101 key components (B) according to the administration route used in sheep.
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Figure 6: AVB-101 distribution across brain regions according to dose in sheep following intrathalamic administration.
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e AVB-101 was administered intrathalamically to Grn”/-mice to assess impact on FTD-GRN disease pathology :gi:ii:;:gjral (thalamus) cortex

— Without intervention, Grn”-mice develop extensive lipofuscinosis and age-dependent neuroinflammation 1.0x10' S8 N TR — Caudate

— Putamen

e Intrathalamic delivery of AVB-101 in young Grn”-mice (6 weeks) restored wild-type levels of lipofuscinosis (subunit C mitochondrial eed |0 | | Nl Thalamus

adenosine triphosphate synthase [SCMAS]) across all doses (Figure 2) B Hippocampus

Cerebellum

e Intrathalamic delivery of AVB-101 in older Grn”/-mice (28 weeks) reduced levels of microglial activation, as measured by cluster of 0 T | N

differentiation 68 (CD68) expression, throughout the central nervous system (CNS) (Figure 3) Empty
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Figure 2: Quantification (A) and visualisation (B) of SCMAS Figure 3: Quantification (A) and visualisation (B) of #KCL denotes animal number. |
(lipofuscinosis) in the thalamus of control and AVB-101-treated neuroinflammation (CD68) in the thalamus of control and CT/PT, corticothalamic/pyramidal tract; L, left; R, right; vg, vector genome.
young Grn”-mice. Infused at 8 weeks, imaged 12 weeks post AVB-101-treated old Grn”/-mice. Infused at 40 weeks, imaged
AVB-101 delivery (representative images). 12 weeks post AVB-101 delivery (representative images). .
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g 0.10 4 lé 0.010- * : e AVB-101 was administered to cynomolgus monkeys by single bilateral intrathalamic injection using convection enhanced delivery

e ; ' %:; I — AVB-101 biodistribution was tested with and without a gadolinium-based contrast agent added to the formulation buffer
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S i . ; 0005 l e After 8 weeks in life, there was widespread brain distribution of hPGRN, achieving physiological levels of human cortices (Figure 7)

j’: E I ¥ i — The highest levels of hPGRN were observed in the thalamus with an increase in cortical areas and other areas receiving

0.00 L q—ap = = 0.000

thalamic projections

| | |
0&,\ QQ’%\(@/&\(@@\Q@@\Q@@ ***%¥p<0.0001; n=8 (4 males and 4 females) /\)&* \(\e@ Q . . . . . .
PR NONONONN &0 9 — There was no negative impact of gadolinium on hPGRN distribution
SEISISIS O SIS
0)6\‘ \9+’))Q+O)Q+ 0)0+ r\j\‘ %Q'\‘ S
VNI Vv Vv

CD68, cluster of differentiation 68; hem, hemisphere; PBS, phosphate buffered saline; SCMAS, subunit C mitochondrial ATP synthase; Untr, untreated; vg, vector genome; WT, wild type. Flgure 7: hPGRN biodistribution in NHP brain foIIowmg intrathalamic AVB-101 administration.
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e AVB-101 was administered to sheep via convection-enhanced delivery under stereotactic guidance. Animals were sacrificed after four O & S 25 -
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sheep are widely used as a model in neurological research
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Figure 4: Visualisation of hPGRN expression and microglia activation in the prefrontal cortex (A), quantification of hPGRN/NeuN positive .
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