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AZP2006 is a disease-modifying small molecule that readily crosses the blood-brain barrier. It increases the neurotrophic factor Progranulin (PGRN) levels and displays neuroprotective properties promoting neuron survival,
neurite outgrowth and synaptogenesis.
PGRN is a secreted glycoprotein primarily expressed in mature neurons and microglia known to promote neuronal survival and to enhance neurite outgrowth in cultured neurons. PGRN protein reduction has been associated

with increased Tau pathology in human and rodents, supporting the notion that its reduction might contribute to phosphorylation and intraneuronal accumulation of Tau protein. Inflammatory stimuli in the brain are also
relevant to exacerbate Tau phosphorylation. Since PGRN could act as an anti-inflammatory factor in neuroinflammation, it is hypothesized that Tau phosphorylation would be accelerated in the inflammatory status resulting from
reduced PGRN levels.

AZP2006 is currently developed for the treatment of Progressive Supranuclear Palsy (PSP). Orphan drug designation has been granted to AZP2006 by the EMA and the US FDA. AZP2006 increasing the levels of PGRN, targets the
pathophysiology of PSP : 1) decreasing phosphorylated Tau and 2) decreasing associated neuroinflammation.

RESULTS AZP2006 increases PGRN and promotes neuronal survival via PGRN
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THY-Tau22 mouse model* SAMP-8 mouse model Nigro-striatal lesion induced by 6-hydroxydopamine
The transgenic THY-Tau22 mice model expresses human 4R tau isoform containing exon The potential protective effect of the long-term administration of AZP2006 was tested in the The experimental model of nigro-striatal lesion induced by 6-hydroxydopamine (6-OHDA) was used to assess
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Data show the mean * SEM, One -way ANOVA followed by Dunnett’s test. Significant differences when
compared with vehicle treated animals *, ** and *** indicate p<0.05, p<0.01 and p<0.001 respectively.

* Study performed in collaboration with Dr Melnyk, Dr Sergeant and Dr Buée from the UMR-S 1172, France

AZP2006 readily crosses the AZP2006 distribution in brain AZP2006 batches overview and related studies AZP2006 Drug Substance and Drug Product
blood brain barrier AZP2006 was detected by on tissue after a 3-month daily oral administration with AZP2006 at 2.2 : : __ _
c . . . . . AZP2006 batch denomination Synthetis scale Main uses AZP2006 Main features Main characteristics Stability
mg/kg (drinking water). AZP2006 was mainly identified in the hippocampus (CA2/CA3 and DG), the (expressed in salt form eq.) denomination
medio-ventral hypothalamus, the plexus choroid and the ventricles by mass spectrometry AZP2006 « pharmacological » 0,5kg -All in vitro and in vivo pharmacological AZP2006 Drug Produced in 5 Highly soluble Up to 5 years
associated to imaging (MALDI-FTICR ). batch studies Substance chemicals steps under
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Bovine brain Pe va|u(es ;t1,o; (ct),n;) t01,55 (5,1;) de;))ending Moderate AZP2006 GMP 1st clinical batch >2kg -Clinical Phase 1 in male HV (SAD+MAD) Product solution(DS in water) 20mg/mL months
pilaty | onthe tested concentrations (from 1to 25uM) | - permeability o g -PK and food effect clinical trial in male (liquid form) without any
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Safety pharmacology studies : AZP2006 does not show any significant effect

Distribution: AZP2006 is rapidly absorbed following oral administration and crosses the BBB

Metabolism : one main metabolite (M2) in dog and human

Toxicity studies : AZP2006 orally administered once daily for up to 20 weeks (ongoing) in rats and 32 weeks dogs (ongoing) do not show any relevant finding

Clinical studies : oral administration of AZP2006 (liquid formulations) to healthy human adults for up to 10 days was well tolerated, had a good safety profile. * Primary Objectives: To determine the impact of concomitant food intake on the PK parameters of AZP2006 and its metabolite
(M2) after a single oral administration of 60 mg of AZP2006 in healthy male subjects.

AZP2006C03: A randomized, open label, single dose, cross over study to investigate the potential food effect on
pharmacokinetic parameters of 60 mg of AZP2006 administered orally to healthy male subjects

AZP2006 was well tolerated in Healthy Subjects AZP2006C04: A multi-center, randomized, double-blind, placebo controlled, parallel group study to assess,

tolerability, safety, pharmacokinetics and effect of AZP2006 on cerebrospinal fluid biomarkers in 30 patients with

AZP2006C01: A safety, tolerability and pharmacokinetics of single doses of AZP2006 orally administered to healthy volunteers in a Progressive Supranuclear Palsy

randomized, double-blind, placebo controlled First-In-Man phase | study

o _ _ _ _ * Primary Objectives: to determine the tolerability, the safety and the pharmacokinetics of AZP2006 (12 week-treatment)
* The administrated doses were 3, 5, 10, 30, 90, 180 and 360 mg free base eq.. Eight healthy male subjects (6 verums and 2 placebos) were included in each

dose level. * Secondary Objectives: Effect of AZP2006 on cerebrospinal fluid biomarkers (12 week-treatment)
» Safety and tolerability : No effect on Physical examination and Vital signs, ECG, Psychometrics tests of awareness, and no serious Adverse Events Biomarkers
AZP2006C02: A randomized double blind, placebo controlled multiple dose escalation study in healthy male volunteers to study the safety, * Level of Tau: D1, D29 and D90
tolerability and pharmacokinetics of AZP2006 * Phospho-Tau: D1, D29 and D90

* B-amyloid: D1, D29 and D90
* Progranulin levels will be assessed in the CSF (on D1, D29, D90) (TBD)

* The administrated doses were 30, 60 and 120 mg daily for 10 days in 10 healthy male subjects (8+2).

» Safety and tolerability : No effect on Physical examination and Vital signs, ECG, Psychometrics tests of awareness, and no serious Adverse Events

AZP2006 is an investigational product that is being developed for the treatment of PSP. We demonstrated that AZP2006 is orally active and crosses the BBB. The combined MOAs described above and supported by data provide a

strong rationale to envisage AZP2006 as PSP disease-modifying drug, targeting PSP’s pathophysiological roots and positively impacting disease progression.

In addition to the nonclinical data, safety, toxicology studies (up to 6 months in rats and 9 months in dogs) and tolerability data from first in man study (SAD and MAD up to 10 days) in healthy volunteers make AZP2006 a suitable
candidate for clinical evaluation in PSP patients.




