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PROTAC® protein degraders combine the benefits of small ANNUAL MEETING

molecules and gene-based knockdown technologies 2024 - SAN DIEGO .

1. Complex Formation: Arvinas’ proteolysis-targeting chimera (PROTAC®)

) Recognizing disease causing
9% protein of interest

degraders have the potential to:

{2 Protein Tagging: = Eliminate (rather than inhibit) disease-causing
. 1y . Tagging of target
protein for degradation

proteins’ with enzymatic AND scaffolding functions
= Bind and degrade classically undruggable proteins

= Act iteratively (catalytically)

ol > Drotein = Be administered orally and achieve broad tissue
P @m'ﬁ'ﬁ{jv _Ta rget protein
i o aded distribution, including across the blood-brain-barrier
High specificity without the proteasome

requirement for strong
binding
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NHL is a heterogenous disease that includes diffuse large B-cell lymphoma (DLBCL),
follicular lymphoma (FL), angioimmunoblastic T-cell ymphomas (AITL), Burkitt lymphoma
(BL)

Worldwide, 544,000 new cases and 260,000 deaths were attributed to NHL in 2020

In the US, there are approximately 80,000 new cases and 20,000 deaths per year?3

DLBCL is the most common sub-type of NHL, representing ~30% of all cases in the US#

Although outcomes vary by subtype, ~40% of patients with DLBCL ultimately relapse following

standard front-line chemo-immunotherapy, °-°

'Sung et. al. CA Cancer J Clin. (2021), 71(3), 209 - 249; 2Siegel et. al. CA Cancer J Clin (2023); 3SEER:https://seer.cancer.gov/statfacts/html/nhl.html; “Freedman et. al. UpToDate (2024)
Initial treatment of limited stage diffuse large B cell ymphoma; SMarkanda & Kumar Decision Resources (2024); 6Sehn et al. J Hem Onc (2020) 13(71); “Sehn & Salles NEJM (2021)
384(9) 842 - 858; 8Caoiffier et. al. Blood (2010), 116(12), 2040 - 2045; °Davies et. al. ASH (2022) ReMODL-B trial



AAC American Association ‘

for Cancer Research’

ANNUAL MEETING
BCL6 and NHL 2024 « SAN DIEGO

APRIL 5-10 « AACR.ORG/AACR24 « #AACR24

Structural rearrangements and mutations of BCL6 result in its deregulation or overexpression and are

sufficient to induce B-cell ymphoma’
BCL6 gene translocation occurs in ~40% of DLBCL and in 39% of FL cases that had transformed?234

Somatic mutation of the BCL6 gene occurs in DLBCLs, BLs and FLs; increased BCL6 expression over

normal levels is not necessarily required for oncogenesis®

FL is largely incurable and can transform into a DLBCL-like cancer, with an annual risk of transformation of
~1-2%57

An orally bioavailable BCL6 degrader has the potential to be a powerful tool to treat NHLs alongside, or in

addition to standard of care (SOC) and new biological agents

'Cattoretti et. al. Cancer Cell (2005) 7, 445 — 455;2 Pasqualucci et. al., Blood (2003),101(8) 2914 — 2923; 3Akasaka et. al. Neoplasia (2003), 102(4) 1443-1448; “Vega and Medeiros
Arch Pathol Lab Med (2003) 127(9), 1148-1160; °Green et. al. Nat Comm (2014); 1857 - 1862; 6Batlevi et. al. Blood Can J (2020) 10 (74); "Freedman, A. & Friedberg, J UpToDate
(2024), Histologic transformation of follicular lymphoma
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Co-repressor
(SMART, NCOR, BCOR)
Or small molecule
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Degraders

« Terminal cell differentiation « DNA damage response /
« P53 inhibition Amplification |

Protein

Isoform
Selectivity

Overexpression

» Cell cycle checkpoints
* Apoptosis

Adapted from Leeman-Neill & Bhagat Expert Opin Ther Targets (2017) 22(2), 143 — 152; 1R2B structure: Ahmad et. al. Mol Cell (2003) 12, 1551-1564;
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BCL6 degrader discovery at Arvinas

Assay Cascade Structural Models Med Chem
Exit vector
Focused
T47D HC
OCl-Ly-1 ELISA i
Plasma protein
binding
PROTAC

Mouse PK/PD

Mouse Efficacy

BCL6 homodimer models based on published co-crystal structures
(5N211, BEW8', 5MW6?)

T47D: High content assay (BCL6 expression, adherent cells, high-throughput)
Non- rodent PK OCI-Ly-1: GCB DLBCL work horse cell line, ELISA format highly reproducible

= In vitro ADME permeability and metabolic stability assays not useful for triaging compounds for PK
In vitro ADMET/Tox P y y y ging comp

"McCoul et. al. J. Med Chem (2017), 60(10), 4386 — 4402; ?Kerres et.al. Cell Reports (2017) 20(12), 2860-2875
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OCI-Ly1 SU-DHL-4 Cell line Subtype DC;, 9-Day
o 1407 (9-day study) o 1407 (9-day study) (nM) GI50 (nM)
£ 1207 £ 1207 OCI-LY1 0.03 97%
= 100 = 100
X 8ol i 80- OCI-LY7 GCB 0.10 97% 1.2
5 60 g 607 OCI-LY10 ABC 0.11 95% 0.4
2 40 2 40+
2 0 = 0] SU-DHL-2  ABC 0.07 95% 0.2
@) . @) .
0 0 - -
0.001 0.01 0.1 1 10 100 0.01 0.1 1 10 100 SU DHL 4 GCB 016 95% 09
ARV-393 [nM] ARV-393 [nM] SU-DHL-6 GCB 0.14 96% 0.9
Glsy  Glyax Glsy  Glpax Daudi BL 0.15 99% 2.9
0.2nM 100 % 0.9nM 100 % RamOS BL 009 100% 04

= Potent BCL6 degradation gives potent in vitro antiproliferation activity in GCB, ABC and BL cell lines

SU-DHL-4 is a triple hit, high grade BCL and R-CHOP resistant’ cell line

10

"Hicks et. al. Neoplasia (2017) 19, 661 — 671; GCB: Germinal Center B-Cell; ABC: Activated B-Cell; FL = Follicular lymphoma
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ARV-393 is well tolerated and displays single agent anti-tumor
ctivity in NHL xenograft models
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OCI-Ly-1 / CB17 SCID Xenograft

BCLG6 levels at takedown 24hrs post dose
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Significant TGl observed in multiple cell line-derived xenograft models
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ARV-393 drives tumor regressions in patient-derived xenograft  ANNUAL MEETING

(PDX) models of multiple subtypes of NHL 2024 - SAN DIEGO .-

Breadth of efficacy beyond DLBCL demonstrated in multiple patient-derived
xenograft (PDX) models with no body weight loss?

Double Hit/HGBCL Burkitt LY3148 NHL NOS LY12962
GCB DLBCL LY2214 0o DLBCE ABC/GCB LY6934 1500+
4000+
4000 1000 .
3500 N &
— 7 3500 7 35003 £
£ 30001 E
E £ 30001 £ 3000 3
g 2°004 S 2500 = 25001 5
= [e] (] E
£ 20004 E 2000 E, 2000 E
' 1999 c 1500 G 15003 §
ik}
2 10007 = 10001 > 1000 =
500+ 5004 5004
N . I . 0 T 0 e o0 s
0 5 10 15 20 25 0 5 10 15 20 25 0 5 10 15 20 25 Day
Day Day Day
4 mice/group, PO QDx21 =@= Vehicle =l= ARV-393 30 mg/kg

a Body weights not shown
NHL, non-Hodgkin’s lymphoma; NOS, not otherwise specified; DLBCL, diffuse large B-cell ymphoma; HGBCL, high grade B-cell ymphoma; GCB, germinal center B-cell; ABC, activated B-cell. 1 3
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A medicinal chemistry effort identified ARV-393, a highly potent, orally
bioavailable PROTAC® BCL6 degrader

ARV-393 induces rapid and sustained BCL6 degradation in vitro and in
vivo, leading to single agent efficacy against multiple NHL tumor

xenograft models including those derived from patients

ARV-393 was designated “safe to proceed” to the clinic by FDA in late
2023 with FIH trials to begin in 1H 2024

14
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