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Disclaimer

This presentation contains forward-looking statements that involve substantial risks and uncertainties, including statements regarding our lead 

product candidates, ARV-110 and ARV-471, and the timing of IND submissions and clinical trials for our product candidates. All statements, other 

than statements of historical facts, contained in this presentation, 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 

άŀƴǘƛŎƛǇŀǘŜΣέ άōŜƭƛŜǾŜΣέ άŜǎǘƛƳŀǘŜΣέ άŜȄǇŜŎǘΣέ άƛƴǘŜƴŘΣέ άƳŀȅΣέ άƳƛƎƘǘΣέ άǇƭŀƴΣέ άǇǊŜŘƛŎǘΣέ άǇǊƻƧŜŎǘΣέ άǘŀǊƎŜǘΣέ άǇƻǘŜƴǘƛŀƭΣέάǿƛƭƭΣέ άǿƻǳƭŘΣέ 

άŎƻǳƭŘΣέ άǎƘƻǳƭŘΣέ άŎƻƴǘƛƴǳŜΣέ ŀƴŘ ǎƛƳƛƭŀǊ ŜȄǇǊŜǎǎƛƻƴǎ ŀǊŜ ƛƴǘŜƴŘŜŘ ǘƻ ƛŘŜƴǘƛŦȅ ŦƻǊǿŀǊŘ-looking statements, although not all forward-looking 

statements contain these identifying words.

We may not actually achieve the 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 as a result of various risks and uncertainties, including but not limited to: whether we will be able to 

successfully file INDs for ARV-110 and ARV-471 on our expected timelines, or at all, whether our cash resources will be sufficient to fund the our 

foreseeable and unforeseeable operating expenses and capital expenditure requirements our expected timeline and other important factors, any 

of which could cause our actual results to differ from those contained in the forward-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎΣ ŘƛǎŎǳǎǎŜŘ ƛƴ ǘƘŜ άwƛǎƪCŀŎǘƻǊǎέ ǎŜŎǘƛƻƴ 

of the filings the Company makes with the Securities and Exchange Commission. The forward-looking statements contained in this presentation 

reflect our current views with respect to future events, and we assume no obligation to update any forward-looking statements except as 

required by applicable law.

The Arvinas name and logo are our trademarks. We also own the service mark for, and have a pending registered U.S. trademark application for, 

PROTAC®. The trademarks, trade names and service marks appearing in this presentation are the property of their respective owners. We have 

ƻƳƛǘǘŜŘ ǘƘŜ ϯ ŀƴŘ ϰ ŘŜǎƛƎƴŀǘƛƻƴǎΣ ŀǎ ŀǇǇƭƛŎŀōƭŜΣ ŦƻǊ ǘƘŜ ǘǊŀŘŜƳŀǊƪǎ ƴŀƳŜŘ ƛƴ ǘƘƛǎ ǇǊŜǎŜƴǘŀǘƛƻƴΦ

2



roonma\home\Desktop\Pres-Arvinas-InvDeck-180729-0730_GS edits.pptx

Arvinas: Company Highlights

Pipeline

ÅWholly owned development pipeline across multiple therapeutic areas
ÅARV-110 (Androgen Receptor) in patients with metastatic castration-resistant prostate 

cancer; expected to initiate Phase 1 in 1Q19
ÅARV-471 (Estrogen Receptor) in patients with estrogen receptor-positive (ER+) 

metastatic breast cancer; expected to initiate Phase 1 in mid-2019

Collaborators
ÅStrategic, discovery-stage partnerships with Pfizer and Genentech 
ÅExclusive worldwide license to PROTAC degrader technology with Yale University

Outstanding Team
ÅStrong leadership team with unparalleled protein degrader development experience
ÅWorld-class board and advisors, including scientific founder Craig Crews (Yale)

3

History
ÅFounded July 2013; New Haven, CT
Å$120M IPO, September 2018
ÅNASDAQ: ARVN
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Arvinas Leadership

Leadership Team

John G. Houston, Ph.D.
President & CEO

Sean Cassidy, C.P.A., M.B.A.
CFO

Andy Crew, Ph.D.
SVP Chemistry

Ian Taylor, Ph.D.
SVP Biology

Angela Cacace, Ph.D.
VP Neuro and Platform Biology

John A. Grosso, Ph.D.
VP Chemistry, Mfg. & Controls

Marcia Dougan Moore, M.P.H.
VPDevelopmentOperations

Randy Teel, Ph.D.
VP Corporate Development

Steve Weiss
VP Human Resources

Matthew Batters, J.D.
ED Bus. Dev., Trans. & Counsel
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Board of Directors

Timothy Shannon, M.D. Chairman

John G. Houston, Ph.D.

Ted Kennedy, Jr.,  J.D.

Jakob Loven, Ph.D.

Brad Margus

Briggs Morrison, M.D.

Kush M. Parmar, M.D., Ph.D.

Liam Ratcliffe, M.D., Ph.D.
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Clinically validate the 

PROTAC protein degrader 

concept with well-

defined targets
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Treat patients with diseases 

inaccessible to current 

therapies by degrading 

άǳƴŘǊǳƎƎŀōƭŜέ ǘŀǊƎŜǘǎ

Our Strategy

ÅInvest in pipeline and platform and grow our IP to expand our leadership in protein degradation

ÅSelectively collaborate with strong partners to enhance our capabilities and resources

Prioritize additional targets 

where degradation has the 

potential to be superior to 

existing modalities
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Computational Chemistry

ÅMolecular Dynamics Simulations

ÅSite Directed Mutagenesis

ÅGPU-enabled

Structural Information

ÅX-Ray, SAR

ÅLigand Optimization
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Medicinal Chemistry

ÅFit-for-Purpose PROTAC Matrix

ÅRapid Synthesis

ÅDiversity

!ǊǾƛƴŀǎΩ ¢ŜŎƘƴƻƭƻƎȅ ŀƴŘ 9ȄǇŜǊǘƛǎŜ 9ƴŀōƭŜ 9ŦŦŜŎǘƛǾŜ Iƛǘ L5 
and Optimized Development Candidates

Target Selection

ÅDifferential Biology/Profile

ÅChemical Equity

ÅBiophysics

Hit Identification

Å>90% Success Rate

ÅEfficient, Rapid Process

ÅLinker SAR Generated

Clinical Candidate Optimization

ÅPROTAC-Specific Design Metrics

ÅHolistic Optimization Strategy

ÅAdvanced bRo5 Profiles (oral)
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hǳǊ twh¢!/ϰ tǊƻǘŜƛƴ 5ŜƎǊŀŘŜǊ tƛǇŜƭƛƴŜ
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Programs

Discovery
Lead 

Optimization
IND Enabling

Anticipated 
Milestones

Metastatic Castration-Resistant Prostate Cancer

Oncology

Central Nervous System

Metastatic ER+ Breast Cancer

Tauopathies

Additional Oncology Indications

Other Neurodegenerative Diseases

ÅIND Filing: 2H18
ÅInitiate Ph. 1:  1Q19
ÅPreliminary Data: 2H19

ÅIND Filing: 1H19
ÅInitiate Ph. 1: Mid 2019
ÅPreliminary Data: 2020

Indication

Stage of Development

Phase 1

ARV-110 AR

Next Generation 
Degrader

AR

AR Variant Degrader AR-V7

ARV-471 ER

CRC, NSCLC Undisclosed

Tau

-hSynuclein

Target

ŜΦƎΦΣ !ƭȊƘŜƛƳŜǊΩǎ

ŜΦƎΦΣ tŀǊƪƛƴǎƻƴΩǎ

Phase 2 Phase 3
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Research and Development Programs
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DHEA Testosterone DHT

AR ARAR

AR

ARE

Abiraterone Enzalutamide

AR

Androgen Receptor (AR) Activity Drives Prostate Cancer2

ÅCurrent agents work by decreasing androgen levels 

(abiraterone) or blocking androgen binding to AR 

(enzalutamide)

Å15-25% of patients do not respond to abiraterone or 

enzalutamide (intrinsic resistance)

Acquired Resistance Mechanisms to Abiraterone and 

Enzalutamide

ÅAR gene amplification (40-60% of patients)

ÅAR gene enhancer amplification (>70% of patients)

ÅAR point mutations (~15% of patients)

ÅIntra-tumoral androgen production

1. American Cancer Society
2. DHEA, dehydroepiandrosterone; DHT, dihydrotestosterone; AR, androgen receptor; ARE, androgen response element
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Androgen Receptor and Metastatic Castration Resistant Prostate 
Cancer (mCRPC)

Prostate cancer is the second leading cause of cancer death in men in the U.S. (~160k diagnosed/yr1); 

35-45k new incidences of mCRPC in the U.S. each year

In resistant patients, PSA levels rise, suggesting that AR remains the principal driver of disease

Downstream 
PSA production

Nucleus
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ARV-110 Potently and Rapidly Degrades AR and Inhibits 
Proliferation Better than Enzalutamide

In vitro studies

ÅARV-110 degraded 95% to 98% of AR in multiple cell 
lines typically used in prostate cancer research, 
including VCaPcells

ςDC50 in VCaP= 1 nM

ςNear-maximal degradation within 4 hours of administration

ςARV-110 inhibits VCaPproliferation ~60x more potently 
than enzalutamide

VCaP Cells:
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ARV-110: Selectively Degrades AR

Proteomics studies

ÅAfter 8 hours of treatment of VCaPcells 
with 10 nM ARV-110 in vitro, AR was 
the only degraded protein among the 
nearly 4,000 proteins measured

ς85% Dmax

ςp-value: 3x10-9

ÅARV-110 is highly selective for AR
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ARV-110 Demonstrates Efficacy and Plasma PSA Reduction in an 
Enzalutamide-Insensitive Patient Derived Xenograft Model

ÅOrally deliveredARV-110 significantly inhibited tumor 

growth in these enza-insensitive tumors (TGI: 100%)
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Tumor Growth Inhibition in an Enzalutamide-Insensitive 
PDX Model (TM00298)

Vehicle

Enzalutamide, 20 mpk PO, qd

ARV-110, 10 mpk PO, qd

Å Plasma PSA levels following ARV-110 
treatment significantly decreased vs. mice 
treated with drug vehicle or enzalutamide

p < 0.0001
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ARV-110 Inhibits Tumor Growth in an In Vivo Model of Acquired 
Enzalutamide Resistance

ÅIn vivomouse xenograft model of acquired 

enzalutamide resistancedeveloped at Arvinas

ÅIn this model, VCaPtumors acquired resistance to 

enzalutamide after being continuously propagated 

in castrated, enzalutamide treated mice for 

approximately 3 years

ÅDaily and orally delivered ARV-110 significantly 

inhibited tumor growth (at right)

ς10 mpkARV-110: 70% tumor growth inhibition
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ÅIn development for the treatment of men with mCRPC who have progressed 
on abiraterone and/or enzalutamide 

ςPotential to move to earlier lines of therapy

ÅOvercomes mechanisms of resistance to current standards of care

ÅPotential to be the first-to-market AR degrader

ÅGood laboratory practice (GLP) toxicity studies support planned clinical 
development

ÅIND expected in 2H18

ςPhase 1 initiation expected in 1Q19

ςPreliminary data expected 2H19

ÅProgram wholly owned by Arvinas

14

Our Androgen Receptor-Targeting PROTAC Degrader: ARV-110

Orally bioavailable androgen receptor-targeted PROTAC protein degrader
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Types of Breast Cancer

ÅBreast cancer is the second 

most common cancer in 

women

ÅApproximately 266,000 women 

are expected to be diagnosed 

with invasive breast cancer in 

the US in 20182

ÅMetastatic breast cancer 

accounts for ~6% of newly 

diagnosed cases3

1 National Cancer Institute, Hormone Therapy for Breast Cancer 2. American Cancer Society; 3 Malmgren, J.A., 
Differential presentation and survival of de novo and recurrent metastatic breast cancer over time: 1990ς2010, 
Breast Cancer Res Treat (2018) 167:579ς590; 4 Gutteridgeet al,Breast Cancer Res Treat2004;88 suppl 1:S177;
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Targeted Approaches to 

Treat ER+ Breast Cancer

ÅFulvestrant has validated the 

value of ER degradation

ÅAfter 6 months of fulvestrant 

treatment, up to 50% of ER 

baseline levels remain4

Estrogen Receptor and Breast Cancer

Breast cancer is the second leading cause of cancer death in women

A superior ER degrader is needed

All Breast 
Cancers1

~80% ER+
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ARV-471 Degrades ER in ER+ Breast Cancer Cell Lines

1 Also tested: ZR-75-1, BT474, CAMA-1

MCF7

ERh

-̡Actin

MB-134-VI

ERh

-̡Actin

T47D

ERh

-̡Actin

D538G
ERh

-̡Actin

Y537S

ERh

-̡Actin

ÅARV-471 induces ER 
degradation in multiple ER+ 
cell lines

ÅAt right are western blots of 
MCF-7 cells, 134VI cells, 
and T47D cells1, and also 
ESR1 mutant (D538G, 
Y537S)-expressing lines

ÅDC50 = 1.8 nM in MCF7 cells

ÅProliferation GI50 = 4 nM
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Orally Dosed ARV-471 Shrinks Tumors and Degrades ER in MCF7 
Xenografts

WESTERN BLOT PD 
(18 hours post last dose)

% ER REDUCTION

10 mpk ARV-471 97

30 mpk ARV-471 94
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ARV-471 In VivoPreclinical Development

ÅOral, daily dose of ARV-110 inhibited tumor 

growth by 99% at 10 mpk and 106% at 30 mpk 

in an ESR1 mutant PDX model (at right)

ÅSuperior inhibitor of tumor growth compared 

to fulvestrant1

ÅIn corresponding quantitative western blots, 

ER is reduced by 79% and 88% in the 10 mpk

and 30 mpkarms, respectively, vs. 63% for 

fulvestrant

1 Fulvestrant schedule: 2x weekly x2 / q7dx218

ARV-471: Superior Tumor Growth Inhibition Versus Fulvestrantin 
Y537S (ER Gene Mutation) PDX Model
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