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t I NJ A gisedsasQraagerelated neurodegenerativedisordercharacterizedoy progressive andelectivelossof dopaminergicneurons(DA) in thesubstantianigrathat contributesto the cardinalmotor symptomsof the
disease bradykinesig posturaldeficits andrestingtremor.

AZP2006 is a diseasrodifying small molecule that readily crosses the blotdain barrier. It displays neuroprotective propegs promoting neuron survival, neurite outgrowth and synaptogenesisyitro.

AZP2006 increases the levels of the milinctional neurotrophic factor Progranulin (PGRN). PGRN is a secreted glycoprotemaply expressed in mature neurons and microglia. PGRN acts as an autocrine neurotrophic
factor promoting neuronal survival and enhancing neurite outgrowth. It may also act as-srfiammatory factor in neuroinflammaon.
Consideringhe propertiesof AZP2006, theim of this study wasto investigatethe neuroprotective effectsof AZP2006 ototh dopaminergicneuronsand motor functionsint I NJ A gliseadsg(FDdnodels

AZR2006is currently developedfor the treatment of ProgressivesupranucleaiPalsy(PSP.)Orphandrug designationhasbeengrantedto AZR2006by the EMAandthe FDA

RESULTS

AZP200¢promotesDAneuronssurvival
1) DA toxicity induced by MPP 2) DA toxicity induced b¥-synuclein

Ratprimary mesencephalioneuronscultured with microglia werénjured with the dopaminergimeurotoxin1-methyh4- ¢ K Ssynipeptide preparation(250nM) wasappliedon ratprimary mesencephali@euronscultured with microglisand co-incubatedwith AZP2006 for 48h.
phenylpyridinium (MPR 4uM) andco-incubatedwith AZP2006 for 48h. BDNF (50ng/mi§susedas positive test control. h-syninduced a loss of DA (Ipdsitive) neurons, reducing the neurite network and increasing the active microghdl(Caad the legls of TNF. AZP2006

MPP induced a severe loss of DA (fbkitive) neurons and a shrinkage of the neurite network. AZP2006 exerted neuroprotective significantlyprotected neuronsandtheir neurite networkreducingmicrogliaactivation and TNFrelease.
effects on both neuronal survival and neurite network.
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AZP2006 prevents motor disfunctions

4) Nigrostriatal lesion induced by infusion of-@HDA in theSNpc

Clear spontaneous limb asymmetries were evaluated by motor evaluation tests.
The experimentalmodel of nigro-striatal lesion induced by 6-OHDAwas used to assessthe ability of AZR2006 to restore motor and

TheGrip testquantifies the Forelimbplacingwasmeasuredor Animals were placed in a glass cylinder  In the Bar test, the rat is grasped around
sensorimotorfunctionsin the rat. rr;luscullarstrent?t: RatS/\jer?d . bt‘?th flmt‘?“mbfsg th‘:‘_alr("ma_ll?rf’on and recorded for 5 minutes. Forelimb the shoulders and their forepaws are
. . . . . . . allowedto grabthe metal grid an stimuiation or thewniskers |1 ne i ;
Two-month Wistar male rats (n=10 /group) were unilaterally lesioned(20ug 6-OHDA)/rat into the right SubstantiaNigra pars compacta J o | ¢ theforelimb asymmetry was assessed by scoring placed on a horizontal bar located 10
) . N o ) . . o ) e werethen pulledbackwardsn the placement of theorelimb independent, weighbearing contacts on  c¢m above the cage floor while the hind
(SNpg¢. Sincethe intra-SNpadnjection will yield a completeand immediatelesion,a short therapeuticwindow is left to administerAZR2006 horizontal plane. The forcapplied contralateralto the lesionis expected the cylinder wall of the ipsilateraipls) or  paws remain on the floor. The latency to
Thus,in order to test a possibleeffect in neuroprotection,AZR2006 (1 or 10mg/kg)wasadministeredp.o. (gavage B0 min after the 6-OHDA to the gridjust beforeit loses grip to be impairedupon stimulation of contralateral (contra) paw, relative to remove both their paws from the block
infusion wasrecordedas thepeaktension. Whlskers_vvhllethe forelimbipsilateral lesioned hemisphere, as well as to the ground is measured. A cutoff for
. to the lesionshouldbe unaffected movements made by both paws (both). the test was set at 30 sec..
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Dissection
Sham -23.20+11.31
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A) Gripstrengthtest: datashowthe differencein the strengthforce betweenthe left forelimb (contralateral)g right forelimb
B)Percentageof unsuccessfuiorelimb placingresponsesn the Placetest

5) Nigro.striata| lesion induced by infusion oFO@HDA in the MFB C)Percentagef contralateraltouchesrelative to the numberof touches(ipsi+contrd in the limb-useasymmetrycylindertest

D) Latencyto removeboth pawsin the Bartest

Two-month Wistar male rats (n=2148 /group) were unilaterally lesioned (6ugdHDA) /rat into the righMedial Forebrain BundiéMFB).
Desipramine hydrochloride (25mg/kg.) was administered 30 miprior to 6-OHDA injection t@rotect noradrenergianeurons In order to test
a possible effect in neuroprotectioAZP2006 (3 mg/kgyasadministeredp.o. (gavagedlaily for 30daysstartingthe daybeforethe the 6-OHDA
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Preclinical and clinical key features of AZP006

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 (ongogmgdany relevant finding
Clinical studies : oral administration of AZP2006 (liquid formulations) to healthy human adults for up to 10 days wrated ,tbad a good safety profile.
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AZP2006 ahanomolarconcentrationsshowedneuroprotective effectson dopaminergicneuronsinjured with MPP, h -synucleinand 6-OHDA. Blocking PGRN actiaholishedthe effect of AZP2006indicatingthat this
neurotrophicfactor could be involvedinto the neuroprotectiveaction of the compoundSimilarresultshas beenobtainedin primary cortical neuronsintoxicated with Al , ,, peptide. Interesting, the increasedneuron survival

and neurite network protectionwere associatedo the increaseof releasedPGRN but not BDNEyidencingthe specificityof AZP200&:ffect.

AZP2006 was able to partially inhibit the effect of®HDA on motor deficits related to the depletion of dopamine. This effegtilcl be explained by a possible protective effect of AZP2006 preventing the development of &
complete neurotoxicity on the nigrostriatal pathway.

AZP2006 is an investigational product that is being developed for the treatment of Progressive Supranuclear Palsy (PSB)eMesethese results have shown additional properties indicating a potential application for th
treatment of PD.




