Poster: 0240 Background Methods

FI rS t _I n - H u m an St u d y to Progressive Supranuclear Palsy - ARV-102 is a potent, selective, oral PROTAC LRRK2 degrader (Figure 1) o3 1gase in brain (A) and CSF (B) of nonhuman Thg _ biect I o caf 1 tolerability of ARV-102
- Mutations in the LRRK2 gene are one of the « PROTAC protein degraders harness the ubiquitin-proteasome system to , R primates? € primary o jec.tlve_was to evaluate t e.sa ety and tolerability o ]
most Common genetlc Causes Of PD’ Varlants trlgger the degradatlon Of dlsease_caUSIng prOtelnS & (A) 0u% 2% 830 > The Secondary ObjeCtlve WaS tO CharaCterlze the plasma. PK Of ARV'102
A S S eS S t h e S af ety, have also been observed in idiopathic cases! — PROTACS are bifunctional small molecules consisting of a target protein— B 150, oTeE decrease decrease * Exploratory objectives were to evaluate the exposure of ARV-102 in CSF and urine
« Increased LRRK2 expression and activity binding region and an E3 ubiquitin ligase—binding region joined by a 28 100 and to assess the effects of ARV-102 on target engagement and pathway
P h ar m aC O k I n et I C S contribute to neurodegeneration and linker &% engagement biomarkers
athogenesis of PD,! making it a rational - i T SO Ubiquitin g2 50 : :
) Fhera geutic Rt g — PROTACSs form a trimer complex t_hat induces ublqwtlna_tlon and %;5 Figure 3: Phase 1 SAD/MAD ARV-102 study in healthy volunteers
_ P g subsequent proteasomal degradation of the target protein £ ' e © £ e £ @
and Pharmacodynamics of el oot oo e i ini i i
y characterized by tauopathy (accumulation of ARV-102 in Preclinical Studies? o w Cortex St Corebelium SAD portion (N=47; complete)
abnormal fozrms of the microtubule-associated * In preclinical studies of ARV-102 vs a LRRK2 kinase inhibitor, ARV-102 i B) . o — . Up1to 8 healthy volunteers enrolied per cohort U to 12 healthy volunteers enrolled per cohort
A RV— 1 O 2 a P R O I A ‘ L R R K 2 protein tau) showed stronger LRRK2 and downstream pathway engagement in the brain; £0 A Nonuman primate 2 - Randomized 3:1 to ARV-102 or placebo F’m Randomized 3:1 to ARV-102 or placebo
] - Preclinical data indicate that LRRK2 mutations increased lysosome activity; and less type 2 pneumocyte enlargement, less ARV-1027 ni o Norhuman primate 2 —
. are associated with tau pathology resembling surfactant C, and no collagen deposition to date in primate lung o= 100 } --------------------------------------------------------- —
¥ Prot =)
D e g r ad e r y I n H e al t h y PSP?  Oral ARV-102 reduced LRRK2 levels in “deep brain” regions and in CSF of / e T B O g —
 Genetic variations in LRRK2 are associated with nonhuman primates (Figure 2) g , , A ® 4w |
PSP progression, highlighting the potential - In addition, ARV-102 induced reductions in LRRK2 pathway biomarkers Prease scan this OR code vty - [l Ea[E] e e ot P " it follow-up untl day 10 4 with follow-up Until tzy 28
olunteers IEeniEnEe € LRRLE Tn Erepeiies: ionized calcium binding adaptor molecule 1 (IBAL) and cathepsin B in CSF " orotein degraderswork (8] i e T S 50 S s S5 SR
5 5 5 5 o . o o o rotein aegraaers wor . :
’ NO approved .dlsease-mOdlfylng theraples eXISt and n the lysosomal marker b|S(m0n0acy|gcher0|)ph03phate (BMP) I Eitie i i sl I(_:I_S(l)igcf:rretgr?);gr?aﬁLﬁds;'ilis)s(gzl\cl)vvizoliriiFt)%/fn:}Il_J.antification; LRRK2=leucine-rich repeat Dat toff date for thi lysi March 13, 2025. Thi lysi ducted prior to fi | datab lock
aGeneral rotein degrader is shown. inase 2; =meso-scale discovery enzyme-linked immunosorbent assay; ata cutoft date for this analysis was Marc ) . This analysis was conducted prior to formal database lock.
Lars Smitsl, Yu anyu an Zhangz, C aroline Woodwardz, for patients with PD or PSP and CSF L??RKzzlgigxghpre:)eat Kinge 2: PROTAC=PROteolysis TArgeting Chimera EIMOAismSIE—EWIBECAuIe array. e yenzyme-inked pentassay MAD=multiple ascending doZes; SAD=single ascending doses, P
Sergey Aksenov?, Ana Luiza Costa Zaninotto?, Charles Donnelly?,
Thomas Storz2, Yetty Folami2, Christine Lubeski?, Results
Margit MacDougall?, Kaela Kelly2, Adam HendricsonZ, Baseline Characteristics ARV-102 PK and PD Figure 6: Changes in phospho-Rab10773 Figure 7: Changes in BMP levels from
-1 » Baseline characteristics of healthy male volunteers enrolled in the single ascendin * ARV-102 displayed the predicted absorption rate after oral administration (Figure 4 i i i i i
Sandra Korstenl’ Phlllp Kremerl, Angela Cacacez : y _ g g . p y P _ P . ( g ) levels from baseline in PBMCs baseline in urine
doses (SAD) portion of the study are shown in Table 1 — Median time to reach the maximum plasma concentration was 6 hours
: » The multiple ascending doses (MAD) portion of the study has enrolled 47 healthy « Area und ion-ti i ' ion i ' - -
1 : under the concentration-time curve from time 0 to 24 hours and maximum plasma concentration increased in a SAD portion SAD portion
Center forZHuman Drug Research, L%den’SNetherlands’ male volunteers (10 mg cohort: n=11; 20 mg cohort: n=12; 40 mg cohort: n=12; dose-dependent manner @ a :
Arvinas Inc., New Haven, CT, USA n= . . . . o _ ° °
80 mg (_30r_10rt- n=12) _ _ — The accumulation ratio was ~5-fold at steady state, and the median terminal elimination half-life was 73 hours 3 = § 504 °
B rPerS(I)I:?elr(]jaw safety, PK, and pharmacedynamic data for the MAD portion are « ARV-102 induced reductions in LRRK2 levels in peripheral blood mononuclear cells (PBMCs) (Figure 5) % § ; ®
- : — At single doses 260 mg and repeated doses 220 mg, >90% reduction in LRRK2 levels was observed 5% S5 5
Objective | , >90% rex | S £ 2 o
J Table 1: Baseline characteristics of participants in the SAD portion « ARV-102 at single doses =30 mg induced >50% decreases in peripheral phospho-Rab107"3 (Figure 6) 5—? g '2 0
» To characterize the safety and pharmacokinetics (PK) of the PROteolysis N Total (N=47) — Rab10, a GTPase involved in the lysosomal stress response, is a LRRK2 substrate and biomarker for £ é o > 5
TArgeting Chimera (PROTAC) leucine-rich repeat kinase 2 (LRRK?2) _ downstream LRRK2 pathway engagement*-° 2 A - % é £ =50 ’
degrader, ARV-102, and evaluate the effect of ARV-102 on target and Male, n (%) 47 (100) « ARV-102 at single doses 230 mg resulted in >90% decreases in BMP in urine (Figure 7) 5 < o 9 | % .
. . _ . .. .. ; . ; 10-13 9 -100 -100 * * — —
pathway engagement biomarkers in healthy volunteers Age, median (range), years 25 (18-53) BMP is a lysosomal lipid and a sensitive biomarker for the LRRK2 lysosome pathway in urine S ?po' 2 & 160 o o 6\36 e e o . e
: : ) « ARV-102 exposure in CSF increased in a dose-dependent manner after single and multiple doses, indicating brain o Dose (mg) Qw” Dose (mg)
Key Findi Ngs Race, n (%) penetration (Figure 8)
. . . . _ . _ . . . . 0 . . Ph;)sphoo—Rabl(_) mea_sured_by AS/MS. Circles ?ndicgte_z indivi(_jual values. Box plot provides median and BMP moeasuored by L_JPLC—‘MS/M_S analysis. Circles !ndicgte_z individual values. Box plot provides median
- ARV-102, an orally bioavailable PROTAC LRRK2 degrader, was well White 41(872) ARV-102 induced dose-dependent reductions in LRRK2 levels in CSF, with >50% LRRK2 reduction at single doses 2T arlos i S0 e e po Wit 15 s e QR Vel 126 s fera || and 25T vl it ks o e et port vt 1 s e GR Yelvesu2s s
g Q Q p g Q Q p
. . 260 mg and repeated doseS 220 mg (F|gure 9) received placebo across cohorts were pooled. received placebo across cohorts were pooled.
t0|el'at8d at Slngle dOSGS N healthy VO|UnteerS B|ack or African American 5 (106) AS/MS;af_finity selection/r_nass spectrometry; IQR=interquartile range; LLOQ=lower limit of BMP=bis(monoacylgcherol)phosphatg; IQR=interquartile range; LLOQ=lower limit of quantification;
- - quantification; PBMC=peripheral blood mononuclear cells. UPLC-MS/MS=ultra-performance liquid chromatography tandem mass spectrometry
The PK profile of ARV-102 supports once-daily dosing Multiple 1(2.1) Figure 4: Mean ARV-102 exposure in plasma
Single and multiple doses of ARV-102 demonstrated substantial reductions Weight, median (range), kg 77.25 (55.60-103.20) SAD portion Figure 8: ARV-102 exposure in CSF
in peripheral LRRK2 protein levels, indicating that ARV-102 induces LRRK2 _ Treatment f——
PETp ) P 9 Baseline LRRK2 concentration in CSF, 1000 10 mg 10009 " "7 T =~ -
degradation median (range), pg/mL 6.1 (4.4-19.8) —— 30mg S e SAD portion
. ’ = 60 mg = e
LRRK2 pa.thway engagement Wa.S Observed a.fter S|ng|e dOSGS Of ARV']_OZ CSF=cerebrospinal fluid; LRRK2=leucine-rich repeat kinase 2; SAD=single ascending doses. g 90 mg %, ! AN — - —~ 1500 - —~ 1500 —
= — 150 mg c T T~ E E
. . . . . ~ 100 N ~ 100 - T~< £ £
Dose-dependent increases in ARV-102 exposure in cerebrospinal fluid (CSF) Safety < ALy g ST S - > -
. . . . . . (7)) (7)) -~ — N—r
after single and multiple doses indicate brain penetration « Treatment-emergent adverse events (TEAES) and treatment-related adverse events = e % 1000 L8L 1000 —
o o . 1 1 c )
Single and multiple doses of ARV-102 demonstrated substantial LRRK2 (TRAEs) for the SAD portion are shown in Table 2 5 10- SN 10 Treatment  Day I= ] s -
reductions in CSE  Single oral doses of ARV-102 were well tolerated in healthy volunteers; most TEAEs E E 10 mg Day 1 § 500 “‘ § c00
were mild o o 20mg - =--Dayl4 = ] é = B
. < < S o - 04
CO N C| usions * No serious adverse events were reported in the SAD or MAD portions - ;‘8 23 < . _ ? < .
1 T T T T 1 T T T —
« ARV-102, an oral, brain-penetrant, well-tolerated PROTAC LRRK2 degrader, Table 2: TEAEs and TRAESs reported in the SAD portion 0 50 100 150 200 0 50 100 150 0= i ; 0 T ' '
: Time after dose (h) Time after dose (h) 10 30 60 150 200 10 20 40 80
demonstrated LRRK2 and downstream pathway engagement in healthy Dose (mg) Dose (mg)
| t ARV_102 ARV—_lOZ exposure mgasured b}/ masi s'pectrometry._
VO un eers MAD=multple ascending doses; SAD-single ascending doses. ARV-102 exposure measured by mass spectrometry. Circles indicate individual values. Box plot provides median and 25%/75% quartiles with whiskers to the last point within 1.5 times the IQR. Values shown are
24 hours post-dose.
° These results Support CO n'“nued |nvest|ga‘t|on Of ARV_102 |n F 5 Ch - L RRK2 t - f b I - - PB MC ;igggggk;rsjrggstl'jlr:icé;lgrli;ionetztr%%agri]lgbrggigei; LLOQ=lower limit of quantification. LRRK2=leucine-rich repeat kinase 2; MAD=multiple ascending doses; SAD=single ascending doses; SISCAPA=stable isotope
. . . . . I r . n N r INTrom Ine in :
neurodegenerative diseases associated with LRRK2 dysfunction 10mg 30mg 60mg 90mg 150mg 200mg Total Placebo gure anges protein 1rom basetine >
) ) , ) , ) TEAE, n (%0)2 (n=6) (n=6) (n=6) (n=6) (n=6) (n=5) (n=35) (n=12) : : : .
— A phase 1 study of ARV-102 in patients with Parkinson’s disease (PD) D) S e Figure 9: Changes in LRRK2 protein levels in CSF
has been initiated (EUCT 2024-516888-84-00) Procedural 1 2 2 2 1 2 10 5
pain (16.7) (33.3) (33.3) (33.3) (16.7) (40.0)0 (28.6) (41.7) " 4° 0 - SAD portion
@) Q 100
Post lumbar = 100 ° = = 14 -
References Disclosure puncture 1 1 1 1 1 1 6 0 o i o i 1009 100
. Kluss JH, et al. Biochem Soc Trans. 2019;47:651-61. Lars Smits, Sandra Korsten, and Philip Kremer are employees of the Center for Human (167) (167) (167) (167) (167) (200) (171) g o c o ;L LL 75 = i LL 75 =—
. Herbst S, et al. Clin Sci 2022;136:1071-79. Drug Research. Yuanyuan Zhang, Caroline Woodward, Sergey Aksenov, Ana Luiza Costa Syndromeb Nl § o g o 8 8
. Cacace A. Presented at Parkinson’s Disease Therapeutics Conference; Zaninotto, Charles Donnelly, Thomas Storz, Yetty Folami, Christine Lubeski, Margit Y O v o 50— | 50 - 50 -
October 17, 2024; New York, NY. MacDougall, Kaela Kelly, Adam Hendricson, and Angela Cacace are employees and 2 1 1 2 6 x % e % £ =
. Steger M, et al. Elife. 2016;5:9128.13. shareholders of Arvinas Inc. Headache O O O E m E m = g g 25 = Q g 25 =
" Perera G, et al. Sci Rep, 016,610 (33.3) (16.7) (16.7) (40.0) (17.1) c E cE o ro o4 - T g
. Wang X, et al. Sci Rep. 2021;11:12900. Contact © o ‘o o R x o x e
. Jenn?ngs D, et al. Sci Tre}nsl Med. 2922.;14:eabj2658. Lars Smits; I;mits@chdr.nl _ . Fatigue O 2 1 O 0 0 3 3 g) LL ? LL _ o (—:' m -254 o o —C' m -25
o e kS o oS50 0 e s on s on (333) (16.7) 8.6) (250 g 5 s 550 - = s & _50-
. Gallala HD and Sandhoff K. Neurochem Res. 2011;36:1594-600. ®) ) ] 2 - 2T 8
. Showalter MR, et al. Int J Mol Sci. 2020;21:8067. Acknowledgments TRAE, n (%)? © © S ~75 S -754 8 .
. Alcalay RN, et al. Mov Disord. 2020;35:134-41. We thank the volunteers who participated in this study, as well as the researchers and ! ° 7 ° 7 6 ° 6 ) 8 *
coordinators who contributed to this study. This study is sponsored by Arvinas, Inc. Editorial _ . _ -
support was provided by Red Nucleus and funded by Arvinas Operations, Inc. Headache 0 2 1 1 0 2 6 O -100 T I T 'f' % 'F -100 I § i ‘I’ ? O\O 100 1 I I I I o\o 100 I I I I I
(33.3) (16.7) (16.7) (40.00 (17.1) 5° 10 30 60 90 150 200 3° 10 20 40 80 Jo° 10 30 60 150 200 Q0 10 20 40 80
World Congress on Parkinson's Disease and Related Disorders cat 0 2 1 0 0 0 3 3 e Dose (mg) Qe Dose (mg) Qe Dose (mg) Qw® Dose (mg)
New YOYk, NY’ May 7_10’ 2025 a Igue (333) (167) (86) (250) LRRK2 protein in PBMCs measured by MSD ELISA. Circles indicate individual values. Box plot provides median and 25%/75% quartiles with whiskers to the last point within 1.5 times the IQR. Values at 24 hours - — — - - - - - — - -
“Reported in 52 participants a0r0ss the SAD portion of the study (N=47) aftler a single dolsedagd S hours after ﬁ3th and 1;11thI dosgs are showrrll. Vall_JeshbeIow LLOQ (shown insricDi) we'\;fA clzjalculated als Zalf of LLOQ. Individuals who received single 10-mg doses with outlying low baseline Ir_eFEiT\}fvir((jee(t:?éilda?eyd?fﬁgfg I_CLIE)CSSP”;?;&:?; rl]fsgl\\llvlgcl:é:'e\éée\:\lﬁz-p?;:eﬂgtaifr%\ggecz r:giil?:tigdrezsspoélc?t?;? Sgagiess(gggvg?ﬂfs) tzetrf;egﬁziepdmf\l/ta\?lljlt:;nsrl]jvt:g?: ?:ASE-S\;?)ZJEZOZZWW LLOQ (=5 pg/mL; shown in
PreViOUS|y presented at International Conference on Alzheimer’s and Parkinson’s Diseases and Related bLurFerar pun(;ture was used for CSF collection. g - Ygsfﬁ,gféi;ﬁeuraige; itggi?éﬁv\gr ﬁn:ﬁcc?f“éiar?tiziztignicigss;;ﬂgﬁzilnnefriﬁr:?zgizlvk?ngzglcz’?f\ﬂfo@:moljmp|e a)lsv(\:/ir]%i;:]cglodis.es; MSD ELISA=meso-scale discovery enzyme-linked immunosorbent assay; CSF=cerebrospinal fluid; IQRzinterql.JartiIe range; LLOQ=lower limit of quantification. LRRK2=leucine-rich repeat kinase 2; MAD=multiple ascénding doses; SAD=single ascending dc.)ses; SISCAPA=stable isotope
Neur0|ogica| DiSOrderS (AD/P D)’ Apr” 1_5’ 2025’ Vienna’ Austria CSF=cerebrospinal fluid; SAD=single ascending doses; TEAE=treatment-emergent adverse event; TRAE=treatment-related adverse event. PBMC-=peripheral blood mononuclear cells; SAD=single ascending doses. standards and capture by anti-peptide antibodies.




	Slide 1

