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Results
Objective Baseline characteristics Table 1: Demographics and baseline characteristics Figure 3: ARV-102 exposure in plasma Figure 4: ARV-102 exposure in CSF (MAD)
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curve [AUC] and maximum plasma Concentratlon [Cmax]) * Al TRAEs were mild leucine-rich repeat kinase 2; MAD=multiple ascending dose; SAD=single ascending dose. Mean ARV-102 concentrations in plasma after (A) a single dose and (B) once-daily dosing on days 1-14. range. Values shown are 24 hours after the 13”.1 dose.
Increased in a dose-dependent manner MAD=multiple ascending dose; SAD=single ascending dose. CSF=cerebrospinal fluid: MAD=multiple ascending dose.
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. syndrome® * ARV-102 decreased median urine concentrations of BMP, a sensitive biomarker for modulation of the lysosomal pathway downstream of LRRK2, by >90% from
modulation of lysosomal pathways downstream of LRRK2 . . . :
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Conclusions Lung diffusion Figure 5: Changes in LRRK2 protein levels in PBMCs and CSF (MAD) Figure 6: Peripheral changes in LRRK2 pathway biomarkers (MAD)
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to lumbar puncture were recorded as post lumbar-puncture syndrome ¢3 participants had isolated mild decreased DLCO; none had clinical symptoms. High-resolution computed o ’ % % “g .
tomography showed no lung abnormalities. Patent foramen ovale was identified in 2 of the 3 participants. In all 3 participants, DLCO returned to baseline levels after the study. g’ c c o
AE=adverse event; CSF=cerebrospinal fluid; DLCO=diffusion capacity of the lungs for carbon monoxide; FEV1=forced expiratory volume in 1 second; FVC=forced vital capacity; S A g B g’
References MAD=multiple ascending dose; SAD=single ascending dose; TEAE=treatment-emergent adverse event; TRAE=treatment-related adverse event 5 >0 -LCJ 50 & 50 ©
1. Taylor M, Alessi DR. Curr Opin Cell Biol. 2020;63:102-113. 2. Sosero YL, Gan-Or Z. Ann Clin Trans| Neurol. ’ ’ ’ ' . % S 504 | °°
2023;10(6):850-864. 3. Kluss JH, et al. Biochem Soc Trans. 2019;47(2):651-661. 4. Jabbari E, et al. Lancet Neurol. . - - . o
2021;20(2):107-116. 5. Lange LM, et al. NPJ Parkinsons Dis. 2025;11(1):77. 6. Simén-Sanchez J, et al. Nat Genet. Plasma, CS F, and urine PK . HCE R °
2009;41(12):1308-1312. 7. Satake W, et al. Nat Genet. 2009;41(12):1303-1307. 8. Lubbe SJ, et al. Hum Mol Genet. o _ _ . . _ 100 52 3d  uevree 100 100 s i
2016;25(24):5483-5489. 9. Cacace A. 2024 Parkinson’s Disease Therapeutics Conference. 10. Smits L, et al. International « After oral administration, ARV-102 demonstrated moderate absorption with a median time to Cmax of 6 hours i Placeh .?6. o0 0 80 - Slacebo 10 o " o ) Slaaebo 10 A A o ., .
Conference on Alzheimer’s and Parkinson’s Diseases and Related Neurological Disorders (AD/PD) 2025. d tri AUC and C : : : d d dent Fi 3 aceno acebo acebo -100 | | | | |
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y A e i imi i -li i Changes from baseline in LRRK2 protein levels (A) in PBMCs 6 hours after the 14t dose and (B) in CSF 6 hours after the Changes from baseline in (A) phospho-Rab10773 levels in PBMCs 6 hours after the 14" dose and (B) BMP levels in urine
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A S TS @Eelr i Al Mo Tienl e P et e @ e In CSF’ ARV 102 con.centra.tlons mcreqsed in a dose dependent manner after mUItIple doses (Flgure 4)’ participants (placebo, n=1; 20 mg, n=3) with baseline PBMC LRRK2 levels below the LLOQ were excluded from panel A. In (shown in red) were calculated as half of the LLOQ. In panel A, 3 participants (20 mg, n=2; placebo, n=1) were excluded due
Su pportlng blood-brain barrier penetratlon panel B, 1 participant in the placebo group was excluded due to lack of baseline data. to lack of baseline data.
: : ' : : . . ) . .. . CSF=cerebrospinal fluid; LLOQ=lower limit of quantification; LRRK2=leucine-rich repeat kinase 2; PBMCs=peripheral blood BMP=bis(monoacylglycerol)phosphate; LLOQ= lower limit of quantification; LRRK2=leucine-rich repeat kinase 2;
International COngreSHS of IPIarkIITIISOLrJ]gADIée?Sg an5d g/loszezrgent Disorders (MDS) * Urine anaIyS|s from the SAD 90-mg cohort indicated minimal renal excretion of total ARV-102 (004%) mononuclear cellls. ! e MAD=multiple ascending dose; PBMCs=peripheral blood mononuclear cells.
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