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Safe harbor and forward-looking statements

This presentation contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995 that involve substantial risks and 
uncertainties, including statements regarding the development and regulatory status of our product candidates, such as statements with respect to our lead 
product candidates, ARV-110, ARV-471 and ARV-766 and other candidates in our pipeline, and the timing of clinical trials and data from those trials and plans for 
registration for our product candidates, and our discovery programs that may lead to our development of additional product candidates, the potential utility of our 
technology and therapeutic potential of our product candidates, and the potential commercialization of any of 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 “anticipate,” “believe,” “estimate,” “expect,” 
“intend,” “may,” “might,” “plan,” “predict,” “project,” “target,” “potential,” “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.

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 conduct Phase 1/2 clinical trials for ARV-
110 and ARV-471, complete other clinical trials for our product candidates, and receive results from our clinical trials on our expected timelines, or at all, and other 
important factors, any of which could cause our actual results to differ from those contained in the forward-looking statements, discussed in the “Risk Factors” 
section of the Company’s quarterly and annual reports on file with the Securities and Exchange Commission. The forward-looking statements contained in this 
presentation reflect our current views as of the date of this presentation 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 and the registered U.S. trademark for PROTAC®. The trademarks, trade names and 
service marks appearing in this presentation are the property of their respective owners. We have omitted the ® and ™ designations, as applicable, for the 
trademarks named in this presentation.



•Arvinas company overview

• The KRAS problem

•Why would a PROTAC® be a good approach?

•KRAS G12C degraders as proof of concept
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Arvinas company overview
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Arvinas is the leader in the protein degradation field 

Mission

We invent PROTAC® protein degraders designed to destroy disease-causing proteins and improve the lives of 
patients suffering from cancer, neurological disorders, and other serious diseases

Core Values

Pioneering, Excellence, 
Community, & Commitment

People

• 180+ highly experienced drug development 
professionals in New Haven, Connecticut

• 200+ FTEs at contract research organizations

Bioscience in Connecticut

• 39,000 employees across 2,500 companies1

• Strong academic base for R&D partnerships

1BioCT 2019 Report (link) 5 Arvinas Confidential and Proprietary 

http://bioct.org/wp-content/uploads/2019/10/CT-Bioscience-Strategic-Plan-Executive-Summary-with-details.pdf


A proteolysis-targeting chimera (PROTAC) degrader is a chimeric, modular small molecule 
engineered to induce the degradation of disease-causing proteins by the ubiquitin-proteasome system

What is a PROTAC® protein degrader?

All three regions of the PROTAC degrader play a role 
in the specificity and potency of target degradation

A linker region orients 
the target protein and E3 
ligase to enable activity

Ligase ligand 
recruits a 
specific E3 
ubiquitin ligase

Protein ligand 
domain (“warhead”) 
targets a specific 
protein
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PROTAC protein degraders 
function inside cells

Formation of 
trimer complex 
and ubiquitination 
of target protein

Multiple ubiquitin 
molecules “tag” target 
protein for degradation

Targeted protein is 
degraded by the 
proteasome

Iterative PROTAC  
degrader activity

PROTAC

E3 Ligase

Target Protein

Ubiquitination

Proteasome

1

2
3

4
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PROTAC® protein degraders harness the ubiquitin-proteasome 
system to induce the degradation of disease-causing proteins
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Turning Degraders
Into Drugs

Rapid PROTAC  
Design

Ligase Selection and 
Ligand Identification

• E3 KnowledgeBASE of novel E3 ligases

• Novel warheads for undruggable targets 
and new ligands for E3 ligases

• Advanced screening capabilities, including 
proprietary DNA-encoded libraries 
tailored for PROTAC development 

• Optimizing the Zone of Ubiquitination

• Arvinas Next Generation Linker Evolution 
(ANGLE)

• Predictive computational modeling

• State-of-the-art proteomics capabilities

• “Arvinas Rules” for drug-like properties, 
including blood-brain barrier penetration 
and oral bioavailability in humans

• Deep knowledge of in vivo PK/PD and 
efficacy relationships

PROTAC Discovery Engine

Arvinas’ breakthroughs are driven by our integrated PROTAC® 
Discovery Engine

Arvinas’ platform is built from nearly 20 years of experience, know-how, and IP

1 2 3

 Arvinas Confidential and Proprietary 



9

ARV-471 and ARV-110: Proof-of-concept and opportunities to 
benefit patients in large areas of unmet need

† US incidence data from SEER database

AR, androgen receptor; ER, estrogen receptor

ARV-471

Breast Cancer

Estrogen receptor-degrading 
PROTAC®

Initiated Phase 2 ARDENT trial; 
two potential paths to 
registration: 3L molecularly 
defined, and broader 1L/2L

>250k patients† per year 
with high unmet need

AR degradation and clear 
signals of efficacy observed in 
late-line mCRPC

Extensive molecular 
profiling of tumors to 
understand drivers of 
resistance

ARV-110

Prostate Cancer

Androgen receptor-degrading 
PROTAC®

Potential best profile of 
any ER-targeting therapy:
• Tolerability
• ER degradation
• Clinical benefit

Phase 1 ongoing in a 
highly refractory patient 
population

1

Potential future endocrine 
therapy of choice in both 
adjuvant and 
metastatic settings

>200k patients† per year 
with high unmet need
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The KRAS problem and why a PROTAC® may be the 
solution  



•KRAS mutations highly prevalent in pancreatic, colorectal, 

and lung cancer

• Few effective inhibitors due to a lack of highly tractable 

druggable pockets on the protein structure

• Treatment of other targets in the MAPK pathway is either 

too toxic or cells quickly become resistant

11

The KRAS problem

KRAS: an important but difficult to drug target

Could a PROTAC® approach be successful?
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•KRAS exists in a multi-protein complex at the membrane

• Degrading it will disrupt the entire complex

•Warhead for a PROTAC® can be any binder 

• Does not need to inhibit

•PROTAC® degraders use event driven vs. occupancy driven MOA 

• The concentration of KRAS protein is high (~1 µM) and saturation with 

an inhibitor may not be feasible

•Different combination treatments may be viable with a PROTAC®

12

Why might a KRAS PROTAC® degrader be superior to an inhibitor?

KRAS

CRAF

Gal-3

14-3-3

MEK

Mysore et al. BioRxiv, 2020
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Actively pursuing degraders for multiple KRAS mutants



Degrading KRAS G12C as proof of concept



•Majority of G12C patients have 

lung or colorectal cancer

•Covalent ligands available for 

PROTAC® development

•Proof of concept goal: develop 

PROTAC® degraders that 

potently and efficiently degrade 

G12C in vitro and in vivo

14

KRAS G12C

G12D

G12V

G12C
G12S
G12A

G12R Other

G12D

G12V

G12C

G12S

G12A G12R Other
G12D

G12V

G12C

G12S

G12A
G12R G12F Other

Adapted from Cox et al. Nat Rev Drug Dis, 2014. 

Pancreatic Colorectal Lung 

• 98% have KRAS mutation 
• 94% of these are at G12

• 45% have KRAS mutation
• 76% of these are at G12

• 31% have KRAS mutation
• 91% of these are at G12

AMG 510 MRTX849
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•Optimized PROTAC® degraders to have equivalent 

potency as MRTX849

• Measured by TR-FRET KRAS/CRAF disruption assay

15

In vitro characterization of current PROTAC® degraders
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•Optimized PROTAC® degraders to have equivalent 

potency as MRTX849

• Measured by TR-FRET KRAS/CRAF disruption assay

• These PROTAC® degraders lead to ubiquitination of 

KRAS G12C protein 
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In vitro characterization of current PROTAC® degraders
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•Optimized PROTAC® degraders to have equivalent 

potency as MRTX849

• Measured by TR-FRET KRAS/CRAF disruption assay

• These PROTAC® degraders lead to ubiquitination of 

KRAS G12C protein 

•Degrade >80% of KRAS G12C protein in KRAS-

dependent cell lines

• HiBit-KRAS G12C MiaPaCa-2 line

• Parental MiaPaCa-2 spheroids

17

In vitro characterization of current PROTAC® degraders
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•Optimized PROTAC® degraders to have equivalent 

potency as MRTX849

• Measured by TR-FRET KRAS/CRAF disruption assay

• These PROTAC® degraders lead to ubiquitination of 

KRAS G12C protein 

•Degrade >80% of KRAS G12C protein in KRAS-

dependent cell lines

• HiBit-KRAS G12C MiaPaCa-2 line

• Parental MiaPaCa-2 spheroids

•Mode of action confirmed to be UPS-dependent
18

In vitro characterization of current PROTAC® degraders
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KRasG12C

PROTAC-KRasG12C
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30 µM E3 ligand

1 µM MLN4924

1 µM carfilzomib

+
-
-
-

-
-
-
-

-
+
-
-

+
+
-
-

-
-
+
-

+
-
+
-

-
-
-
+

+
-
-
+

Degradation is Proteasome-Dependent



•Robust in vivo degradation in 

MiaPaCa-2 xenograft model

•Degradation is accompanied by 

~50% reduction in pERK at 6 

hours (similar to MTRX849 in this 

model)
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In vivo activity of current PROTAC® degraders
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•Robust in vivo degradation in 

MiaPaCa-2 xenograft model

•Degradation is accompanied by 

~50% reduction in pERK at 6 

hours (similar to MTRX849 in this 

model)

• 100% TGI  

20

In vivo activity of current PROTAC® degraders
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•Robust in vivo degradation in 

MiaPaCa-2 xenograft model

•Degradation is accompanied by 

~50% reduction in pERK at 6 

hours (similar to MTRX849 in this 

model)

• 100% TGI 

•KRAS levels return to baseline 

after PROTAC clearance

21

In vivo activity of current PROTAC® degraders
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•Developed KRAS G12C-targeted 

PROTAC® degraders with low 

nanomolar DC50s and Dmax

values >80%

•At least 75% of KRAS G12C 

degraded in a xenograft model; 

100% TGI 

•KRAS is resynthesized in tumors 

as drug is cleared (~24 hrs)
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Summary

G12D

G12V

G12C
G12S
G12A

G12R Other

G12D

G12V

G12C

G12S

G12A G12R Other
G12D

G12V

G12C

G12S

G12A
G12R G12F Other

Adapted from Cox et al. Nat Rev Drug Dis, 2014. 

Pancreatic Colorectal Lung 

• 98% have KRAS mutation 
• 94% of these are at G12

• 45% have KRAS mutation
• 76% of these are at G12

• 31% have KRAS mutation
• 91% of these are at G12

Applying all we have learned through the G12C proof 
of concept study to other relevant mutants of KRAS 
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