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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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This study was sponsored by Arvinas Operations, Inc. Medical writing support was provided by Lela Creutz, PhD and funded - Steady state was reached after ~10-12 days of once-daily dosing with a mean accumulation ratio of 5.7 for Note: Data are preliminary and were calculated manually. Noto: Data are preliminary and were calodlated manaally Dose-(mg)
by Arvinas Operations, Inc. AUC.. and 4.9 for C followed by a mean terminal elimination half-life ranging from 64.8 to 71.5 hours Changes from baseline in LRRK2 protein levels (A) in PBMCs 6 hours after the 14! 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
Contacts tau max: 13t or 14th dose. Circles indicate individual values. Box plots show median and 25%/75% quartiles with whiskers to the last obtained between 6 and 8 hours after the 14 dose of ARV-102 or placebo. Circles indicate individual values. Box plots show
Lars Smits: Ismits@chdr.nl; Phil Montenigro: philip.montenigro@arvinas.com e |InCS F, ARV-102 concentrations increased in a dose_dependent manner after multlple doses (Figure 4), point within 1.5 times the interquartile range. Values below the LLOQ (shown in red) were calculated as half of the LLOQ. 4 median and 25%/75% quartiles with whiskers to the last point within 1.5 times the interquartile range. Values below the LLOQ
) ) ) ) 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
supportlng 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 Congress of Parkinson’s Disease and Movement Disorders (MDS) * Urine anaIyS|s from the SAD 90-mg cohort indicated minimal renal excretion of total ARV-102 (004%) mononuclear cells. MAD=multiple ascending dose; PBMCs=peripheral blood mononuclear cells.
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