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« LRRKZ2 mutations are a common genetic cause of Parkinson’s disease, and « In phase 1 studies in healthy participants and participants with Parkinson’s disease, * In the multiple-dose portion of a single-center, double-blind, phase 1 study, participants with Parkinson’s disease were randomized
P hase 1 Stud Of ARV 1 02 LRRK2 variants are also associated with idiopathic disease' ARV-1026-8; to receive 20, 40, or 80 mg of ARV-102, or placebo QD for 28 days (Figure 3)
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a P ROTAC LRRKZ supporting LRRK2 as a therapeutic target' SAEs, discontinuations, or deaths reported | - Amplitude of saccadic hypometria (ASH) was selected as the oculomotor parameter for evaluating treatment effects between
. ARV-102 is an oral, brain-penetrant PROTAC LRRK2 degrader that induces - Demonstrated a favorable pharmacokinetic profile and CNS penetration groups, given its relevance as a functional biomarker of basal ganglia output in Parkinson’s disease!12
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De rader N Pa rkl nson’'s q ginsp g (Fig ) LRRK? reductions of anproximately 50% or areater after multinle doses in Oculomotor alertness was assessed to determine whether changes in ASH were attributable to changes in alertness
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D |Sease i Ocu IOmOtor and - Demonstrated >50-fold greater potency than LRRK2 kinase inhibitors for »  Here, we report exploratory oculomotor, MDS-UPDRS, and CSF proteomic findings « CSF proteomic profiles were analyzed using the SomaScan 11K platform (SomaLogic)
. LRRK2 target and lysosomal pRAB pathway engagement in mouse brain from the phase 1 study of ARV-102 in participants with Parkinson’s disease : : : : - : : :
Blomarker Data - Increased lysosome number and enhanced lysosomal function in vitro : — . . — . Figure 3: Multiple-dose portion of phase 1 study in participants with Parkinson’s disease (EudraCT 2024-516888-84-00)
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ARV-1022 Placebo (n=6) 20 mg (n=6) 40 mg (n=6) 80 mg (n=6) or dyskinesia Primary: Safety and tolerability Secondary: Plasma pharmacokinetics
Box plots show median and 25%/75% quartiles with whiskers to the minimum and maximum. Circles indicate individual values. Red + Hoehn & Yahr scale score S3_ _ o Exploratory: Molecular biomarkers (CSF proteomics), oculomotor parameters,
Objective circles denote values that were <4 pg/mL (LLOQ) post baseline, which were calculated as one half the LLOQ. Values have been - Stable dose of levodopa/carbidopa (if receiving) motor and nonmotor features (MDS-UPDRS)
aGeneral PROTAC protein degrader is shown. updated from previous presentation to reflect final data set
* To evaluate the effects of ARV-102, a PROTAC
LRRK2 degrader, on exploratory measures of Results
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phase 1 study in participants with Parkinson’s articipant characteristics
disease (EudraCT 2024-516888-84-00) « 24 participants with Parkinson’s disease were randomized to receive multiple doses of * In the placebo group, ASH decreased from baseline to day 28 (Figure 4)ata < ARV-102 treatment (80 mg QD for 28 days) was associated with decreases from baseline in CSF biomarkers of endolysosomal
ARV-102 or placebo (Table 1) level consistent with published natural history findings'? function and neuroinflammation (eg, CD68, GPNMB) and increases in markers of synaptic integrity and axonal guidance (NPTX2,
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Key Findings « All randomized participants received the assigned treatment and completed the study * In contrast, dose-related increases in ASH, reflecting less severe hypometria, CBLN4; Figure 6)
were observed after 28 days of ARV-102 treatment (Figure 4) ; _ ..
 After 28 days of ARV-102 treatment, there was a Table 1: Demographics and baseline characteristics . Figure 6: CSF proteomics in the 80-mg QD ARV-102 group’*
dose-related trend toward improvement in * No notable changes were observed in oculomotor measures of alertness
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The magnitude of CSF LRRK2 reductions (Figure 3: Mild to moderate involvement 0 0 0 2 (33) | Placebo (n=5) 20 mg (n=5) 40 mg (n=4) 80 mg (n=5) 0+ GRN” | .
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biomarkers and oculomotor function (ASH) Concomitant medications for Parkinson’s disease,? n (%) Reduced ) Increased -100
Conclusions Levodopa/DDI 6 (100) 5 (83) 6 (100) 6 (100) MDS'UPDRS Direction of change in CSF protein levels C1QTNF1 ENTPD1 CTSH  TMEM106A  GRN GPNMB cDes
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preliminary findings of changes in oculomotor _ : : C lati bet h in CSF LRRK?2 | tor f ti d CSF bi k
. . . MDS-UPDRS score, median (range Figure 5: Change in MDS-UPDRS scores orrelations between changes In , Oculiomotor runction, an lomarkers
function and CSF pathway biomarkers following (range) 2 < . - . o . . : _
CSF LRRK?2 dearadation in particinants with Total sum score 26 (9-46) 35(15-61)  50(27-63) 39 (23-54) Part Il Parts 1l tofal - Exploratory correlation analyses indicated that the magnitude of reductions in CSF LRRK2 protein levels with ARV-102 (Figure 2;
_ S g p P Part 1 (nonmotor aspects of g,§ 10 g,§ 10 all dose groups combined) from baseline to day 28 correlated with the magnitude of changes in ASH (r = -0.58) and pathway
Parkinson’s disease, supporting PROTAC- experiences of daily living) 6 (3-7) 6 (0-10) 7 (2-13) 6 (2-16) 8 ] 8 ] biomarkers of endolysosomal, neuroinflammatory, and synaptic function in the CSF (Figure 7)
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therapeutic approacg:h P Part 2 (motor aspects of experiences 4 (0-10) 6 (2-15) 11 (3-14) 5 (2-11) ﬁ\gé’ 0 ﬁ\gé’ 0- Figure 7: Correlations between reduction in CSF LRRK2, oculomotor function and CSF biomarkers
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