Phase 1 trial of the adenosine A2A receptor
antagonist inupadenant (EOS-850):

Update on tolerability, and antitumor activity potentially associated
with the expression of the A2A receptor within the tumor.
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Background and Methods

Immunosuppression Activation of immune response Primary - Safety and tolerability of inupadenant
0 . a Objectives as a single agent and in combination
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High levels of adenosine in TME! Inupadenant (EOS-850) induces prolonged,
due to hypoxia and necrosis targeted inhibition of the adenosine pathway
suppress effector T cells and promotes immune response
Monotherapy Safety and PK/PD Total (N=43) Total (N=43)
Dose-Finding Expansions (N=22) . . ; .
Age (Yrs, Median, Range) 60 (28-75) Lines of prior therapy (Median, Range) 3 (1-10)
Dose Escalation Male 25 (58.1) No 28 (65.1)
Stu(_iy (Completed) mmgl Castrate-resistant Prostate Cancer Demographics Female 18 (41.9)  Yes 13 (32.6)
Design Race (N, %) Missing 1(2.3)
mugll Endometrial Cancer i
tumors (n=21) Black/African-American 1(2.3)
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Updated safety & efficacy from inupadenant

monotherapy — durable responses observead

Activity in patients treated with multiple lines of therapy Most Frequent ( 215%) TEAEs
colorectal —— Number of Patients (%)
srcoma Preferred Term 20mgQD 40mgQD 40mgBID 80mgBID 160mgBID  Total
ooreca T ————— (N=3) (N=3) (N=3) (N=28) (N=6) (N=43)
Qlore
oad apharOld A A &4 & a4 s Fatigue 1(33.3) 2 (66.7) 1(33.3) 9(32.1) 4(66.7) 17 (39.5)
P ———————— Anemia 0 (0.0) 2(66.7) 0 (0.0) 11(39.3)  1(16.7) 14 (32.6)
Lung e e e e
popsiate  me—— Decreased appetite 2 (66.7) 1(33.3) 1(33.3) 5(17.9) 3(50.0)  12(27.9)
PruEEaEg —— Constipation 2 (66.7) 1(33.3) 0(0.0) 7 (25.0) 1(16.7) 11 (25.6)
Mggg&aa — Aspartate aminotransferase increased 1 (33.3) 1(33.3) 0(0.0) 4 (14.3) 2 (33.3) 8 (18.6)
rostate .
Ernd qrouAat — Alanine aminotransferase increased 2 (66.7) 0(0.0) 0(0.0) 3(10.7) 2(33.3) 7 (16.3)
Engiﬁigg?l — Diarrhoea 0 (0.0) 1(33.3) 1(33.3) 4 (14.3) 1(16.7) 7 (16.3)
naametria —
ghelnoma  m— Dyspepsia 0 (0.0) 1(33.3) 0 (0.0) 4 (14.3) 2(33.3) 7 (16.3)
E::::.ZEE' — Dyspnoea 0(0.0) 0(0.0) 1(33.3)  3(107)  3(50.0)  7(16.3)
zfg;té; m—4 Nausea 1(33.3) 1(33.3) 1(33.3) 3(10.7) 1(16.7) 7 (16.3)
|
miun; —
Velanoma e
PI'DEE"JE — 4 Parid Drug-related SAEs in 3 patients: Acute myocardial infarction (160 mg BID), atrial fibrillation and
Melanoma G — W W W W dartal response . . .
sajvary Gland —— A Stable disea;e pericardial effusion (80 mg BID)
uny — A Progressive disease
CoEllolz:fi?:r — P Continuing on treatment
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2 durable PRs - Castrate-resistant prostate cancer (ongoing), melanoma
1SD>1yr - Sinus carcinoma
2 SDs > 6 mo - Parotid gland carcinoma and lung cancer (ongoing) Data cut-off: 26 February 2021 4



Gene Expression Within Tumors

Inupadenant up-regulates immune-related gene signatures in NoN-pProgressors

Biomarker Methods

Biopsy collection
(1 to 3 per patient)
[ J
1-28 days prior to study drug treatment
(SCR), and post-treatment (C1D21)

l

Formalin fixed, paraffin embedded

|
! !

RNA analysis Protein analysis
(Nanostring, 780 genes)  (Immunohistochemistry)
Gene signature Receiver operating

analysis characteristic (ROC)

curve analysis

» Cutoff on baseline
density of A,,R* cells
for survival and
lesion size analyses

Gene Signature Analysis by Nanostring
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A, Receptor (A,,R) within the tumor

Inupadenant anti-tumor activity is possibly associated with A, R expression within the tumor area

ADORAZ2A by A,,R by IHC Survival curve
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Inupadenant is tolerated well and shows signs of activity

potentially associated with the expression of the A2A receptor
within the fumor

« Inupadenant safety in this larger data 10-001 Study Schema
set is consistent with preViOUSIY Monotherapy Safety and PK/PD Signal-Seeking
presenfed data. Dose-Finding Expansion Cohorts Expansions
« Analysis of pre-tfreatment tumor biopsies Dose Escalation [l 2t 28: Pembrolizumab combination —
Y58 O Qld Tumors
has identified fhat AR may be = Advanced soid IS
associated with clinical outcome. This LTI

. . . . . —> . i i
which we are continuing to investigate. Part 2C: Chemo + Pembro combination

« Expansion arms in the ongoing study

will evaluate activity in monotherapy,
and in combination with either Ph 1: HCI salt monotherapy (food effect) - Advanced solid tumors

Planned Studies

pembrolizumab, chemotherapy or
both.

» Future studies will evaluate A,,R as
a potential selection biomarker.

Acknowledgments + Investigators and site personnel
Thank you to the participating patients * Inupadenant project team
and families * Mary Moynihan (M2Friend BioCommunications) — graphics 7




	Phase 1 trial of the adenosine A2A receptor antagonist inupadenant (EOS-850):��Update on tolerability, and antitumor activity potentially associated�with the expression of the A2A receptor within the tumor.
	Author Disclosures
	Background and Methods
	Updated safety & efficacy from inupadenant monotherapy – durable responses observed
	Gene Expression Within Tumors
	A2A Receptor (A2AR) within the tumor
	Inupadenant is tolerated well and shows signs of activity potentially associated with the expression of the A2A receptor within the tumor

