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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS AND RISK FACTOR SUMMARY 

Forward-Looking Statements

This Annual Report on Form 10-K contains forward-looking statements that involve substantial risks and 
uncertainties. All statements, other than statements of historical facts, contained in this Annual Report on Form 
10-K, including statements regarding our strategy, future operations, future financial position, future revenues, 
projected costs, prospects, plans and objectives of management, are forward-looking statements. The words 
“anticipate,” “believe,” “estimate,” “expect,” “intend,” “may,” “might,” “plan,” “predict,” “project,” “target,” 
“potential,” “goals,” “will,” “would,” “could,” “should,” “continue” and similar expressions are intended to identify 
forward-looking statements, although not all forward-looking statements contain these identifying words.

The forward-looking statements in this Annual Report on Form 10-K include, among other things, 
statements about: 

• the initiation, timing, progress and results of our current and/or future clinical trials of ARV-102, 
ARV-806, ARV-393 and ARV-027, including statements regarding the period during which the 
results of the clinical trials will become available or the forum in which we will present such results;

• the initiation, timing, progress and results of our current preclinical studies and any future preclinical 
studies or clinical trials of our other programs, including ARV-6723 and our pan-KRAS degrader, 
including statements regarding the period during which the results of preclinical studies or clinical 
trials will become available or the forum in which we will present such results;

• our belief, based on data from our preclinical studies and clinical trials, that PROTAC protein 
degraders may have distinct advantages over traditional small molecule inhibitors, antibodies and 
gene-based medicines;

• our belief that PROTAC degraders offer distinct advantages that enable perturbation of protein 
targets traditionally considered undruggable by conventional therapeutics;

• our plans with respect to market preparations for vepdegestrant and our plans, together with Pfizer 
Inc., jointly select a third party for the commercialization and potential further development of 
vepdegestrant;

• the timing of, and our ability to obtain, marketing approval of our product candidates, including 
vepdegestrant, and the ability of our product candidates, including vepdegestrant, to meet existing 
or future regulatory standards;

• our plans to pursue research and development of other product candidates;

• the potential advantages of our platform technology and potential advantages and therapeutic 
benefits of our product candidates;

• our belief that and the extent to which our targeted protein degradation approach may provide 
distinct advantages over existing therapies and address a broad range of targets, including 
historically undruggable proteins, in areas of significant unmet need;

• the potential achievement of milestones and receipt of payments under our collaborations, including 
our collaboration with Pfizer Inc. entered into in July 2021;

• the potential receipt of payments based on the achievement of milestones related to 
luxdegalutamide (ARV-766) and future royalties under our license agreement with Novartis Pharma 
AG;

• favorable clinical trial results in our ongoing oncology and neurology programs providing further 
validation of our platform as a new therapeutic modality for the potential treatment of diseases 
caused by dysregulated intracellular proteins;

• our belief that our leucine-rich repeat kinase 2 ("LRRK2") degraders are particularly well positioned 
to be evaluated in neurodegenerative diseases where there are currently no disease modifying 
therapies available, including Parkinson's disease ("PD") and progressive supranuclear palsy 
("PSP");
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• our belief that the data from our preclinical studies of ARV-102 further support the potential of 
PROTAC-induced LRRK2 degradation as a treatment for patients with neurodegenerative disease;

• our belief that ARV-806 has the potential to address high unmet need in solid tumors, such as 
pancreatic, colorectal and non-small cell lung cancer ("NSCLC"), with KRAS G12D mutation;

• our belief that ARV-806 has the potential to be developed as a monotherapy and in combination 
with chemotherapy in pancreatic ductal adenocarcinoma and in combination with standard of care 
("SOC") treatments in colorectal and non-small cell lung cancer;

• our belief that preclinical data for ARV-806 supports intermittent clinical dosing;

• our belief that PROTAC-mediated degradation has the potential to address the historically 
undruggable nature of the B-cell lymphoma 6 protein ("BCL6") and that ARV-393 PROTAC-
mediated degradation of BCL6 may provide an important novel therapeutic option for patients with 
non-Hodgkin lymphoma;

• our belief that ARV-393 can be an attractive combination partner for development of novel therapies 
for lymphoma, including chemo-free combination regimens and/or “all oral” treatment options;

• our belief that the totality of our preclinical data for ARV-393 provides a compelling rationale to 
evaluate ARV-393 in combination with bi-specifics, oral pathway inhibitors, and potentially other 
standards of care, in the larger diffuse large B-cell lymphoma indication;

• our belief that vepdegestrant has the potential to be a best-in-class monotherapy treatment for 
advanced/metastatic breast cancer patients in the second-line estrogen receptor 1 mutant setting;

• the potential receipt of revenue from future sales of our product candidates;

• the rate and degree of market acceptance and clinical utility of our product candidates;

• our estimates regarding the potential market opportunity for our product candidates;

• our ability to manage the transition of a new chief executive officer;

• our commercialization plans, and sales, marketing and distribution capabilities and strategy;

• our ability to establish and maintain arrangements for manufacture and testing of our product 
candidates;

• our ability to enter into additional collaborations with third parties;

• our intellectual property position;

• our plans with respect to our strategy;

• our estimates regarding expenses, future revenues, capital requirements and needs for additional 
financing, and statements regarding our cash, cash equivalents and marketable securities, 
including their sufficiency to fund planned operating expenses and capital expenditure requirements 
into the second half of 2028;

• our belief that the One Big Beautiful Bill Act,is not expected to have a material impact on our 
business or financial condition;

• our belief that there are not currently any risks from known cybersecurity threats that have 
materially affected or are reasonably likely to materially affect us;

• our belief that our facilities are sufficient to meet our current needs and that suitable additional or 
alternative space will be available as and when needed on commercially reasonable terms for any 
future growth;

• our belief that non-GAAP financial information, when taken collectively, may be helpful to investors 
because it provides consistency and comparability with past financial performance;

• the impact of government laws and regulations; and

• our competitive position.

You should read this Annual Report on Form 10-K and the documents that we have filed as exhibits to 
this Annual Report on Form 10-K completely and with the understanding that we may not actually achieve the 
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plans, intentions or expectations disclosed in our forward-looking statements, and you should not place undue 
reliance on our forward-looking statements. Actual results or events could differ materially from the plans, 
intentions and expectations disclosed in the forward-looking statements we make. We have included important 
factors in the cautionary statements included in this Annual Report on Form 10-K, particularly in the “Risk 
Factors” section, that we believe could cause actual results or events to differ materially from the forward-
looking statements that we make. Our forward-looking statements do not reflect the potential impact of any 
future acquisitions, mergers, dispositions, joint ventures or investments we may make.

We do not assume any obligation to update any forward-looking statements except as required by 
applicable law.

This Annual Report on Form 10-K also contains estimates and other statistical data made by 
independent parties and by us relating to market size and other data about our industry. This data involves a 
number of assumptions and limitations, and you are cautioned not to give undue weight to such data and 
estimates. In addition, projections, assumptions and estimates of our future performance and the future 
performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and 
risk. Cross-trial comparisons are not based on head-to-head studies and no direct comparisons can be made.

Throughout this Annual Report on Form 10-K, the “Company,” “Arvinas,” “we,” “us,” and “our,” except 
where the context requires otherwise, refer to Arvinas, Inc. and its consolidated subsidiaries, or any one or more 
of them as the context may require, and “our board of directors” refers to the board of directors of Arvinas, Inc.

The Arvinas name and logo are our trademarks. This Annual Report on Form 10-K contains references 
to our trademarks and service marks and to those belonging to other entities. Solely for convenience, 
trademarks and trade names referred to in this Annual Report on Form 10-K, including logos, artwork and other 
visual displays, may appear without the ® or ™ symbols, but such references are not intended to indicate in any 
way that we will not assert, to the fullest extent under applicable law, our rights or the rights of the applicable 
licensor to these trademarks and trade names. We do not intend our use or display of other entities’ trade 
names, trademarks or service marks to imply a relationship with, or endorsement or sponsorship of us by, any 
other entity.

Risk Factor Summary 

Our business is subject to a number of risks that if realized could materially affect our business, 
prospects, operating results and financial condition. These risks are discussed more fully in the “Risk Factors” 
section of this Annual Report on Form 10-K. These risks include the following:

• We have incurred significant losses since our inception. We expect to incur expenses and operating 
losses over at least the next several years and may never achieve or maintain profitability. Our net 
losses totaled $80.8 million, $198.9 million and $367.3 million for the years ended December 31, 
2025, 2024, and 2023, respectively. 

• We have never generated revenue from product sales and may never be profitable. 

• We will need substantial additional funding to continue our operations. If we are unable to raise 
capital when needed, we may be required to delay, limit, reduce or terminate our research, product 
development programs or future commercialization efforts.

• Raising additional capital may cause dilution to our stockholders, restrict our operations or require 
us to relinquish rights to our technologies or product candidates.

• Our approach to the discovery and development of product candidates based on our PROTAC 
technology platform is unproven, which makes it difficult to predict the time, cost of development 
and likelihood of successfully developing any products.

• We do not have any product candidates that have been approved for commercialization. If we are 
unable to commercialize our product candidates or experience significant delays in doing so, our 
business will be materially harmed.

• Drug development involves a lengthy and expensive process, with an uncertain outcome. We may 
incur unexpected costs or experience delays in completing, or ultimately be unable to complete, the 
development and commercialization of our product candidates.
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• Positive data from preclinical or early clinical studies of our product candidates are not necessarily 
predictive of the results of later clinical studies and any future clinical trials of our product 
candidates. If we cannot replicate the positive data from our preclinical or early clinical studies of 
our product candidates in our future clinical trials, we will be unable to successfully develop, obtain 
regulatory approval for and commercialize our product candidates. 

• We may expend our limited resources to pursue a particular product candidate or indication and fail 
to capitalize on product candidates or indications that may be more profitable or for which there is a 
greater likelihood of success. 

• We are developing and plan to continue to develop our product candidates in combination with 
other drugs. If the FDA or similar regulatory authorities outside of the United States do not approve 
these other drugs, or revoke their approval of such drugs, or if safety, efficacy, manufacturing or 
supply issues arise with the drugs we choose to evaluate in combination with our product 
candidates, we may be unable to obtain approval of or market our products.

• We face substantial competition, which may result in others discovering, developing or 
commercializing products before or more successfully than we do.

• We have an ongoing collaboration with Pfizer related to vepdegestrant, but have announced that 
we and Pfizer have agreed to jointly select a third party for the commercialization and potential 
future development of vepdegestrant. If our collaboration with Pfizer or another party is not 
successful, we may not be able to capitalize on the market potential of vepdegestrant.

• We currently depend, and expect to continue to depend, on collaborations, license arrangements, 
and other strategic alliances with third parties for the research, development, and the potential 
future commercialization of certain of the product candidates we may develop. If any such 
collaborations are not successful, we may not be able to capitalize on the market potential of those 
product candidates.

• We rely and expect to continue to rely on third parties to conduct our clinical trials, and those third 
parties may not perform satisfactorily, including failing to meet deadlines for the completion of such 
trials.

• We rely on third-party CMOs or CDMOs for the manufacture and testing of both drug substance 
and finished drug product for our product candidates for preclinical testing and clinical trials and 
expect to continue to do so for commercialization. This reliance on third parties may increase the 
risk that we will not have sufficient quantities of our product candidates or products or such 
quantities at an acceptable cost or quality, which could delay, prevent or impair our development or 
commercialization efforts.

• Changes in U.S. and international trade policies, particularly with respect to China, may adversely 
impact our business and operating results.

• Even if any of our product candidates receives marketing approval, it may fail to achieve the degree 
of market acceptance by physicians, patients, third-party payors and others in the medical 
community necessary for commercial success.

• Even if we are able to commercialize any product candidates, the products may become subject to 
unfavorable pricing regulations, third-party reimbursement practices or healthcare reform initiatives, 
which would harm our business.

• If we are unable to obtain and maintain patent protection for our technology and products or if the 
scope of the patent protection obtained is not sufficiently broad, our competitors could develop and 
commercialize technology and products similar or identical to ours, and our ability to successfully 
commercialize our technology and products may be impaired, and we may not be able to compete 
effectively in our market. 

• Even if we complete the necessary preclinical studies and clinical trials, the marketing approval 
process is expensive, time-consuming and uncertain and may prevent us from obtaining approvals 
for the commercialization of any or all of our product candidates. If we are not able to obtain, or if 
there are delays in obtaining, required regulatory approvals, we will not be able to commercialize 
our product candidates, and our ability to generate revenue will be materially impaired.
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• Compliance with global privacy and data security requirements could result in additional costs and 
liabilities to us or inhibit our ability to collect and process data globally, and our failure or the failure 
of our collaborators,CROs, CDMOs, contractors, consultants and other third parties to comply with 
such requirements could subject us to significant fines and penalties, which may have a material 
adverse effect on our business, financial condition or results of operations.

• Our future success depends on our ability to retain key employees, consultants and advisors and to 
attract, train, retain and motivate qualified personnel.

• Our internal computer systems and those of our collaborators, CROs, CDMOs, contractors, 
consultants and other third parties are vulnerable to cyber attacks, cyber intrusions and security 
breaches, which could not only materially disrupt our business operations and result in the loss of 
confidential information, but also damage the integrity of our clinical trials, impact our regulatory 
filings, compromise our ability to protect our intellectual property, and subject us to regulatory 
actions that could result in significant fines or other penalties.

• The price of our common stock is volatile and may fluctuate substantially, which could result in the 
loss of all or part of our stockholders’ investment. 
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PART I

Item 1. Business. 

Overview

We are a clinical-stage biotechnology company dedicated to improving the lives of patients suffering 
from debilitating and life-threatening diseases. Through our PROteolysis TArgeting Chimera, or PROTAC, 
protein degradation platform, we are pioneering the development of a new class of therapeutics designed to 
harness the body’s own natural protein disposal system to selectively and efficiently degrade and remove 
disease-causing proteins. We have designed and optimized our proprietary PROTAC Discovery Engine for the 
discovery of PROTAC therapeutics to address diseases caused by abnormal proteins or aberrant protein 
expression. We believe that our targeted protein degradation approach is a novel therapeutic modality that may 
provide distinct advantages over existing therapies and address a broad range of targets, including historically 
undruggable proteins, in areas of significant unmet need. 

In the past five years, seven of the programs developed using our PROTAC protein degradation 
platform have progressed to clinical trials in oncology and neurology indications after demonstrating potent and 
selective protein degradation in our preclinical studies. The U.S. Food and Drug Administration, or FDA, has 
accepted our New Drug Application, or NDA, for vepdegestrant, our most advanced product candidate from the 
platform, for the treatment of patients with estrogen receptor-positive (ER+)/human epidermal growth factor 
receptor 2-negative (HER2-), or ER+/HER2-, estrogen receptor 1, or ESR1,-mutated advanced or metastatic 
breast cancer who have previously received endocrine-based therapy, and has assigned a Prescription Drug 
User Fee Act, or PDUFA, action date of June 5, 2026. We believe favorable clinical trial results in our ongoing 
oncology and neurology programs would further validate our platform as a new therapeutic modality for the 
potential treatment of diseases caused by dysregulated intracellular proteins.

We are currently progressing the following product candidates through clinical development programs: 

• ARV-102, targeting the leucine-rich repeat kinase 2, or LRRK2, protein for the treatment of 
neurodegenerative diseases, including Parkinson's disease, or PD, and progressive supranuclear 
palsy, or PSP;

• ARV-806, targeting Kirsten rat sarcoma, or KRAS, -G12D protein for cancers with the G12D 
mutation, including pancreatic, colorectal and non-small cell lung cancer; 

• ARV-393, targeting the B-cell lymphoma 6, or BCL6, protein for the treatment of relapsed/refractory 
non-Hodgkin lymphoma, or NHL;

• ARV-027, targeting the polyglutamine-expanded androgen receptor, or polyQ-AR, in skeletal 
muscle; and

• vepdegestrant, targeting the estrogen receptor, or ER, for the treatment of locally advanced or 
metastatic ER+/HER2- breast cancer. 

We are also advancing several preclinical candidates through early stage development, in a broad 
range of intracellular disease targets, including proteins that currently cannot be addressed by existing small 
molecule therapies, commonly referred to as “undruggable” or under-drugged targets. These preclinical 
candidates include ARV-6723 targeting hematopoietic progenitor kinase 1, or HPK1, and a pan-KRAS degrader 
targeting multiple variants of KRAS while sparing other RAS isoforms. 

In addition to the programs above and our early-stage collaborations, including with Pfizer, Inc., or 
Pfizer, and Genentech, Inc. and F. Hoffman-La Roche Ltd., or Genentech, we are conducting exploratory 
research and development work on multiple other undisclosed targets. 

Our Strategy

Our mission is to improve the lives of patients suffering from debilitating and life-threatening diseases 
through the discovery, development, and commercialization of novel protein degraders. 
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  We are currently developing PROTAC degraders to address targets within oncology and neurology, and 
we believe there is the potential for applicability in other therapeutic areas as well. The key elements of our 
strategy are to:

• Advance our current oncology and neurology pipeline through anticipated data milestones 
to evaluate safety, efficacy, and biological activity, with the objective of demonstrating 
therapeutic differentiation to existing therapies. These clinical data will inform development 
priorities, resource allocation, and subsequent clinical and regulatory strategies. 

• Create medicines using new therapeutic modalities that have potential benefits over current 
modalities. We aim to develop therapies with the potential to deliver meaningful benefits relative to 
traditional small molecule inhibitors, or SMIs, antibodies, and gene-based medicines.

• Utilize our PROTAC Discovery Engine to expand our pipeline with a focus on historically 
undruggable and difficult-to-drug targets. This approach is designed to leverage targeted 
protein degraders to address disease biology that may not be amenable to traditional small-
molecule or biologic approaches. 

• Selectively collaborate to realize the full value of our pipeline and platform. As our preclinical 
and clinical programs advance, we continue to assess opportunities where a partner may be able to 
accelerate any such program's development, enhance such program's probability of success, or 
expand such program's commercial potential. 

• Expand the capabilities of our PROTAC Discovery Engine and the breadth of our intellectual 
property portfolio to support the discovery and optimization of next-generation targeted 
protein degraders. We seek to broaden and strengthen our intellectual property portfolio to protect 
platform innovations, novel targets, and product candidates, supporting long-term value creation.

Our Focus - PROTAC Degradation and its Potential Benefits

Our disciplined target selection and proprietary discovery platform aim to enable the rational design of 
innovative degrader medicines across major protein classes. We focus on potential first- and best-in-class 
target opportunities in areas of high unmet need, particularly where we believe targeted protein degradation, or 
TPD, may offer the most effective or only path to potentially meaningful clinical outcomes. This includes 
addressing genetically defined targets or those under-drugged targets that are key regulatory points within 
pathways that are clinically validated targets, such as transcription factors and scaffolding proteins. With our 
integrated capabilities we aim to accelerate discovery of TPD therapeutics, translating biological insight into 
efficient drug design.

Areas of Unmet Need and PROTAC Capabilities

We are seeking to address areas of significant unmet need for patients, including neurology and 
oncology, with PROTAC targeted protein degrader therapeutics as further described in "Our Clinical Programs" 
section.

PROTAC protein degraders are small molecule therapeutic agents consisting of two ligands joined by a 
chemical linker. One ligand binds to an E3 ligase and the other ligand binds to a disease-causing protein of 
interest. PROTAC protein degraders facilitate formation of a ternary complex, leading to transfer of ubiquitin to 
the protein of interest and subsequent degradation by the proteasome, as shown in Figure 1 below:
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Figure 1

PROTACs have the potential to bring together certain useful features of SMIs, antibodies and gene-
based medicines, while also having an iterative mechanism of action, which is referred to as “event-based 
pharmacology,” allowing one PROTAC to potentially lead to the degradation of many molecules of the protein of 
interest. Based on data from our preclinical studies and clinical trials, we believe that PROTAC protein 
degraders may have distinct advantages over traditional SMIs, antibodies and gene-based medicines, as 
shown below:

We believe PROTAC degraders offer distinct advantages that enable perturbation of protein targets 
traditionally considered undruggable by conventional therapeutics. Unlike inhibitors, degraders can eliminate 
proteins such as scaffolding proteins, transcription factors, oncoproteins, and oligomer-forming proteins using 
PROTACs with the potential for oral dosing and systemic distribution, in contrast to genomic and antibody 
modalities that only work extracellularly. Because degradation is a catalytic and durable process, PROTACs 
have the potential to achieve therapeutic effect with lower drug exposure and less frequent dosing than 
traditional approaches. PROTAC molecules are also compatible with established small-molecule manufacturing 

 

9



processes, offering potential advantages in scalability and cost. Importantly, PROTACs can be chemically 
engineered to selectively degrade disease-relevant proteins, including mutant or pathogenic isoforms, while 
sparing wild-type or healthy proteins, and can overcome challenges posed by protein amplification or 
overexpression. We believe these capabilities support therapeutic strategies aimed at oncoprotein removal and 
immune reactivation within the tumor microenvironment in oncology, as well as the removal of key amplified 
scaffolding and pathologic proteins in the brain and muscle in neurodegenerative and neuromuscular diseases. 

Our Discovery Platform — PROTAC Discovery Engine

Our PROTAC Discovery Engine is an interlocking suite of tools and expertise that assists with our goal 
of creating and advancing clinical-stage programs with the potential to help patients, as shown below:

Defined terms used in the figure above include: PROTAC, proteolysis targeting chimera; ANGLE, Arvinas Next Generation Linker 
Enablement; LEAP (Library-Enabled ANGLE PROTACs; EM, electron microscopy; AI/ML, artificial intelligence/machine learning; HTS, high 
throughput screening; DEL, DNA-encoded libraries; CADD, computer-aided/assisted drug design; PK/PD, pharmacokinetics/
pharmacodynamics; and cryoEM, cryogenic electron microscopy.

Additional details regarding certain tools we use in our PROTAC Discovery Engine are included below.

• Target Selection: We focus on targets that we believe are poised to make a PROTAC protein 
degrader that has the potential to provide benefits over SMIs, antibodies and gene-based medicines, 
and address unmet need for patients with cancer and neurodegenerative diseases. These targets are 
selected because they are genetically defined targets or are under-drugged targets that are key 
regulatory points within pathways that are clinically validated. We focus on differential target biology that 
drives disease via scaffolding functions, gene amplification and protein overexpression, isoform 
expression or mis-localization, protein oligomers, resistance mutation, and where targets have been 
underdrugged due to incomplete target coverage, inadequate biodistribution, or lack catalytic binding 
pockets.

• E3 KnowledgeBase: We have deep and long-standing experience in understanding and 
exploiting E3 ligase mechanisms in order to match the right E3 ligase to the right target. The human 
body has more than 600 E3 ligases, and we select ligands for E3 ligases from our growing proprietary 
ligand library, E3KnowledgeBase, for incorporation into our PROTAC targeted protein degraders. We 
are expanding our capabilities to include the development of novel PROTACs that recruit E3 ligases 
with targeted expression patterns, such as tumor or central nervous system, or CNS, localized E3 
ligases, that may be beneficial for the development of targeted oncologic and neurologic therapies.
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• Advanced Screening Capabilities: We have high-throughput and DNA-encoded library, or DEL, 
screening abilities, that power our ability to identify new domains, which are the building blocks of 
proteins, including domains for the “undruggable” targets, and new binders for E3 ligases. Unlike 
traditional libraries, our DEL is designed specifically to facilitate incorporation into PROTACs and 
optimize their drug-like properties.

• ANGLE: Arvinas Next Generation Linker Evolution: Our chemical linkers incorporate learnings 
from our long history of designing PROTACs, allowing increased potency and selectivity, as well as 
desirable pharmacokinetic properties to drive oral absorption and blood-brain barrier penetration, right 
from the start.

• LEAP: Library-Enabled ANGLE PROTACs: We have enhanced our ability to deploy ANGLE on 
our projects by evolving it into a library format, where we can now make hundreds of PROTACs at one 
time and screen them all in a direct-to-biology format. We have also created a proprietary software tool 
to accelerate LEAP library design.

• PROTACify: We have built PROTACify, a proprietary computational, machine-learning, or ML, 
solution for modeling PROTAC ternary complexes to enable selection of the best PROTAC designs for 
synthesis. With our deep experience in trimer structure-based computational modeling and design 
algorithms, we frequently create potent degraders in the first chemical series.

• Proteomics Capabilities: PROTACs are often far more selective than the protein-binding 
domain within the targeted protein. Our proteomics capabilities enable us to understand that specificity 
in precise detail and iterate quickly to optimize the selectivity of our degraders for the drug target.

• Arvinas Rules: PROTACs are not intrinsically "drug-like" and frequently do not following 
classical guidance for probable oral absorption, such as the "Rule of 5". We have established and 
refined our own "beyond the Rule of 5" Arvinas Rules to discover PROTACs that have the potential for 
oral bioavailability and crossing the blood-brain barrier. We have consolidated our large, proprietary 
preclinical pharmacokinetic, or PK, data set into ML models in order to enhance our potential for 
success in finding PROTACs with the desired pharmacokinetic properties from the outset of the 
process.

• PIVOT (PROTAC In Vivo Optimization Tool): In contrast to traditional small molecule agents, 
which follow an occupancy-driven mechanism of action, PROTACs are event-driven, and as such can 
display profound nonlinear PK, pharmacodynamic responses. We have developed PIVOT as a desktop 
tool to enable our scientists to develop a deep, intuitive understanding of relationships among PK, 
pharmacodynamic and efficacy. We believe our understanding of molecular features that impact 
PROTAC biodistribution and target degradation kinetics in the body enables us to create PROTACs with 
drug-like properties and activities.
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Our Pipeline

Our pipeline, which includes an overview of our most advanced clinical and preclinical programs, is 
summarized below. 

• The agents included in the graphic above are currently under investigation; their safety and effectiveness for these 
investigational uses have not been established. 

• Defined terms included in the graphic above: AR, androgen receptor; BCL6, B-cell lymphoma 6; ER, estrogen receptor; 
HPK1, Hematopoietic Progenitor Kinase 1; I-O, immuno-oncology; KRAS, Kirsten rat sarcoma viral oncogene homolog; 
LRRK2, leucine-rich repeat kinase 2; mCRPC, metastatic castration resistant prostate cancer; mHSPC, metastatic 
hormone sensitive prostate cancer; NSCLC, non small cell lung cancer; NDA, new drug application; NHL, non-Hodgkin 
lymphoma; polyQ, expanded polyglutamine; PSP, progressive supranuclear palsy; SBMA, spinal bulbar muscular 
atrophy.

• Footnotes included in the graphic above: (a) Includes relapsed/refractory angioimmunoblastic T-cell lymphoma, or AITL, 
and relapsed/refractory mature B cell NHL; (b) PDUFA date of June 5, 2026; and (c) Phase 1/2 combination clinical 
trials with palbociclib, atirmociclib, abemaciclib, ribociclib, samuraciclib, everolimus. 

Our Clinical Stage Programs

ARV-102: Oral PROTAC LRRK2 Degrader Program

ARV-102 is an investigational, orally bioavailable PROTAC designed to cross the blood-brain barrier 
and specifically target and degrade LRRK2, which is a large, multi-domain scaffolding kinase with GTPase 
activity. ARV-102 is our first oral PROTAC protein degrader in clinical development to treat neurodegenerative 
diseases.

 Traditional SMIs only block LRRK2’s kinase activity, and thus only modify disease processes regulated 
by the LRRK2 kinase. By degrading the entire protein, LRRK2 degraders are designed to eliminate all of the 
ways LRRK2 interacts with disease pathology: the scaffolding function, GTPase activity, as well as kinase 
activity. We believe our LRRK2 degraders are particularly well positioned to be evaluated in neurodegenerative 
diseases where there are currently no disease modifying therapies available, including:

• PD, where increased LRRK2 expression and activity contributes to neurodegeneration and 
pathogenesis of PD; and

• PSP, where genetic variations in LRRK2 are associated with PSP progression and accelerated time 
to death. PSP is a primary tau-driven disease, and tau uptake by human neurons requires LRRK2 
activity. Additionally, we have published data associating the tau pathology of PSP with LRRK2-
mediated endolysosomal dysfunction.
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Patient Population and Market Opportunity

PD is the second most common neurodegenerative disease after Alzheimer's disease. It is estimated 
that PD affects approximately 1.1 million people in the U.S. and more than 10 million people worldwide. 
Approximately 90,000 people in the U.S. are estimated to be diagnosed with PD each year. PD is a 
neurodegenerative disease characterized by a complex array of motor and non-motor symptoms. It is 
commonly thought of as a movement disorder because patients can experience tremors, slowness of 
movement, stiffness and difficulty with walking and balance. In addition, PD patients can have other non-motor 
type problems such as constipation, depression, sleep disorders and cognitive decline. PD is a progressive 
brain disorder that damages dopamine-producing neurons and is likely caused by a combination of genetic and 
environmental risk factors. Current management for PD is limited to symptomatic interventions and there is no 
approved disease modifying agents. 

Mutations in the LRRK2 gene are one of the most common genetic risk factors for PD. LRRK2 is a 
multidomain GTPase/kinase that acts, in part, as a scaffolding protein to interact with components of 
downstream signaling pathways regulating lysosomal function, mitochondrial processes, neuroinflammation and 
alpha-synuclein accumulation to negatively impact neuronal survival. Human genetics in the form of a protective 
PD variant (N551K/R1398H), produces approximately half the levels of LRRK2 in the CSF and reduces the risk 
of developing PD. Preclinical animal model data suggest that a reduction of 50% of LRRK2 protein, but not 
kinase inhibition, may impact pathology and dysfunction in PD. Therefore, reduction of LRRK2 in the brain may 
be beneficial for the treatment of PD.

PSP is a rare, progressive neurodegenerative disease that affects brain cells that control balance and 
coordination, eye movement, speech, swallowing and thinking. Emerging research suggests that LRRK2 plays 
a role in PSP by contributing to disease mechanisms such as neuroinflammation and cellular dysfunction. 
LRRK2 is involved in immune system regulation and may influence tau protein accumulation, a hallmark of PSP. 
It also plays a role in autophagy and inflammation, which could contribute to neurodegeneration seen in PSP. 
Additionally, variants in the LRRK2 gene have been associated with PSP progression and survival. PSP has an 
estimated annual prevalence of approximately five to seven per 100,000 persons globally. It is estimated that 
approximately 20,000 to 25,000 people are in the U.S. living with PSP each year, based on data from 2023. 
There are currently no FDA-approved disease-modifying therapies that halt or delay PSP progression and 
which often leads to patients progressing with a time to death of five to seven years following diagnosis. Based 
on 2021 published data, genome wide association studies have identified LRRK2 variants that are significantly 
associated with reduced survival in PSP. Based on data from a third party study in 2025 comparing PSP and 
control participants, higher levels of baseline monocyte LRRK2 levels were associated with a greater one-year 
change in PSP rating scale scores. We believe these data support a role for LRRK2 variants that impact its 
expression levels in modulating survival in PSP.

Preclinical and Clinical Development

Preclinical Development

In preclinical studies, ARV-102 was shown to cross the blood-brain barrier and degrade LRRK2 in 
cerebrospinal fluid, or CSF, in non-human primates, or NHPs. Our preclinical studies also showed that ARV-102 
and other similar LRRK2 PROTAC degrader molecules pharmacologically enhanced lysosomal degradative 
capacity and number, and reduced pathologic forms of tau in vitro and in vivo. We believe the data from our 
preclinical studies of ARV-102 further support the potential of PROTAC-induced LRRK2 degradation as a 
treatment for patients with neurodegenerative diseases.

Clinical Development

We have been evaluating ARV-102 in Phase 1 clinical trials in healthy volunteers and patients with PD. 

• Healthy Volunteers: We initiated the first-in-human Phase 1 clinical trial for ARV-102 in the first 
quarter of 2024. We completed the single ascending dose, or SAD, and multiple ascending dose, or 
MAD, cohorts of the ARV-102 Phase 1 clinical trial in healthy volunteers. 

• Patients with PD: We completed enrollment in the SAD cohort of the ARV-102 Phase 1 clinical trial 
in patients with PD in the second quarter of 2025. We received Clinical Trial Application approval in 
the Netherlands to initiate a multiple dose cohort of the Phase 1 clinical trial in patients with PD in 
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the second quarter of 2025, and we initiated this multiple dose cohort in the third quarter of 2025. In 
the fourth quarter of 2025, we completed enrollment in the multiple dose cohort.

In the second quarter of 2025, we presented data from the first-in-human Phase 1 healthy volunteer 
clinical trial of ARV-102 at the 2025 International Conference on Alzheimer’s and Parkinson’s Diseases, or AD/
PD, 2025, including results from the randomized, double-blind, placebo-controlled SAD cohort, and initial results 
from the MAD cohort. The ARV-102 Phase 1 clinical trial was designed to assess the safety, PK, and 
pharmacodynamics of orally administered ARV-102 in healthy male volunteers. This clinical trial was a single-
center, randomized, double-blind, placebo-controlled trial evaluating outcomes in both SAD and MAD cohorts. 
In the SAD cohort, volunteers were randomized three to one, to either placebo or a single dose of ARV-102 (10 
mg, 30 mg, 60 mg, 90 mg, 150 mg, or 200 mg) on day 1 with follow-up until day 10. In the MAD cohort, 
volunteers were randomized to either placebo or a once daily dose of ARV-102 (10 mg, 20 mg, 40 mg, or 80 
mg) for 14 days with follow-up until day 28.

The ARV-102 Phase 1 clinical data in healthy volunteers demonstrated substantial reduction of LRRK2 
in CSF with a promising safety/tolerability profile and favorable pharmacodynamic outcomes. Key findings from 
the clinical trial indicated brain penetration, substantial central and peripheral LRRK2 protein degradation, and 
downstream LRRK2 pathway engagement. The specific data presented at AD/PD 2025 are outlined below.

Safety Profile

• At the time of data cutoff (March 13, 2025), the SAD cohort of the Phase 1 clinical trial was 
completed and the MAD cohort was ongoing. Based on evaluation of the available data from single 
and multiple oral doses, ARV-102 was well tolerated in healthy volunteers.

• Of the 47 volunteers across all SAD dose levels, the primary treatment related adverse events, or 
AEs, were headache and fatigue. Headaches occurred in 17.1% (6/35) of treated individuals 
compared to 0% (0/12) in placebo controls. Fatigue occurred in 8.6% (3/35) of the treated 
individuals compared to 25% (3/12) in placebo controls.

• Procedural pain associated with the lumbar puncture occurred in 28.6% (10/35) of treated 
individuals compared to 41.7% (5/12) in placebo controls. Post lumbar puncture syndrome was only 
observed in the treated cohort, at a rate of 17.1% (6/35).

• No serious adverse events, or SAEs, were reported in either the SAD or MAD cohorts.

ARV-102 Exposure in Plasma and CSF

• ARV-102 exhibited median maximum concentration six hours after oral administration.

• The area under the concentration-time curve in the first 24 hours post dosing and the maximum 
plasma concentration increased in a dose-dependent manner and the median terminal plasma half-
life was 73 hours.

• ARV-102 levels in CSF increased in a dose dependent manner in both the SAD and MAD cohorts.

Pharmacodynamic Evaluation

• At single doses of greater than or equal to 60 mg and repeated doses of greater than or equal to 20 
mg, LRRK2 reduction of greater than 90% in peripheral blood mononuclear cells was observed.

• ARV-102 at single doses of greater than or equal to 30 mg induced greater than 50% decreases in 
peripheral phospho-Rab10T73, a LRRK2 substrate and biomarker for downstream LRRK2 activity; 
as of the date of presentation, data for this endpoint in the MAD cohort was pending.

• ARV-102 at single doses of greater than or equal to 30 mg resulted in greater than 90% decrease of 
bis(monoacylglycerol)phosphate in urine, a biomarker of lysosomal function; data for this endpoint 
in the MAD cohort is pending.

• In CSF, ARV-102 induced dose-dependent LRRK2 reduction, with greater than 50% LRRK2 
reduction at single doses of greater than or equal to 60 mg and repeated doses of greater than or 
equal to 20 mg.

In the fourth quarter of 2025, we presented late breaking positive Phase 1 data from our clinical trial of 
ARV-102 in healthy volunteers, and from the SAD cohort of our Phase 1 clinical trial of ARV-102 in patients with 
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