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Introduction _ Preliminary Clinical Activity

Adenosine in the tumor microenvironment plays an important
role in innate and adaptive immunity, affecting immune
function.

Pharmacologic blockade of signaling through the adenosine
2a receptor (A2aR) may counteract the immunosuppressive
effects of adenosine.

AZD4635 is an oral inhibitor of A2aR signaling, and has been
shown in preclinical models to increase dendritic cell
activation, antigen presentation, and cytotoxic T cells.
Modulating the tumor microenvironment with AZD4635 may
allow for a more robust anti-tumor immune response,
particularly when used in combination with immune checkpoint
inhibitors.

This first-in-human study was designed to determine the
safety, tolerability, pharmacokinetics, and preliminary clinical
activity of AZD4635 in patients with advanced solid tumors,
both as monotherapy and in combination with anti-PDL1
durvalumab.

This multicenter phase 1 study enrolled patients with refractory
solid tumors in three monotherapy dose level cohorts, and two
cohorts in combination therapy with durvalumab. Initial
monotherapy dosing started at 125mg BID.

Eligible patients had advanced solid tumors, an ECOG
performance status of 0 or 1, and at least one prior treatment
regimen.

AZD4635 was administered orally as a nanosuspension on a
continuous daily dosing schedule.

Peripheral blood was analyzed for PK and TCR sequencing.
Tumor biopsy samples were also collected and analyzed for
gene expression and changes to the tumor microenvironment
by Nanostring technology.
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Two dose-limiting toxicities were noted in the 125mg BID cohort Best per J from :

(grade 3 nausea and grade 2 abdominal pain). There were no
other DLTs noted in the monotherapy cohorts.

AZD4635 100 mg QD was well-tolerated as monotherapy and in B Progessie Discase B Stabe Discase W Partal Response B Complete Response 4 Not Evalabie
combination with durvalumab. 1004 g [ ==

In the 75mg QD plus durvalumab cohort, one DLT was noted
(grade 2 nausea with grade 2 fatigue). No other DLTs were
noted in the combination cohorts.
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GSVA score difference
RNAwas isolated from 7 paired (pre/post AZD4635) tumor biopsies and individual genes of the
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DNAwas isolated from pretreatment peripheral blood samples of AZD4635-treated subjects and the
TCR repertoire (TCRB) repertoire was sequenced at Adaptive Biotechnologies. The repertoire
clonality is shown for patients by best overall response.

AZDA4635, an oral inhibitor of A2aR, was well-tolerated both as
a monotherapy and in combination with durvalumab.

AZD4635 pharmacokinetics and safety profile support once a
day dosing at the recommended phase 2 dose of 100mg.

Gene expression analysis showed post-treatment increases in
both innate and adaptive immunity.

Tumor and PSA responses were seen in patients with
metastatic castration resistant prostate cancer.

Peripheral TCR clonality at baseline was significantly lower in
patients with stable disease or partial/complete responses,
compared to progressive disease.

Further evaluation of AZD4635 is ongoing in monotherapy,
combination with durvalumab (NCT02740985) and combination
with oleclumab (NCT03381274).
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