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THE ADENOSINE AXIS BIOLOGY IN PROSTATE CANCER RATIONALE FOR mCRPC COMBINATIONS ARC-6 STUDY OVERVIEW

The tumor microenvironment contains high levels of immunosuppressive adenosine, which PROSTATIC ACID PHOSPHATASE (PAP) CREATES AN ADENOSINE- ADENOSINE INHIBITION ENHANCES PD-1 ACTIVITY IN TUMOR MODELS ARC-6 IS A PHASE 1B/2 MULTI-COHORT PLATFORM STUDY
binds to and activates the Ay, (A;,R) and Ay, receptors (A;R) on immune cells, leading to an RICH TUMOR MICROENVIRONMENT IN PROSTATE CANCER Treatment with ABS28 or ABESO (smalll molecule CD73 inhibitor) in combination with anti-2D-1 EVALUATING COMBINATIONS OF AB928 IN mCRPC

ineffective anti-tumor response (Figure 1). CD73 enzyme and tissue non-specific alkaline : Lpees : . . ..
hosphatase (TNAP) are primarily responsible for the conversion of extracellular adenosine Ficure 2. PAP Efficientlv Generates Adenosine has displayed inhibition of tumor growth in multiple murine tumor models. In preclinical models,
P g ) y AB928 or AB680 plus anti-PD-1 leads to an increase in intratumoral CD8+ T cells and a decrease

mono-phosphate (AMP) to adenosine. In certain tumor types, other enzymes, such as prostatic . . : .
. pPhasp ( ). . YP Y . P PAP, produced nearly ubiquitously in prostate cancer, converts extracellular AMP to adenosine in immune suppressor cells (Tregs).
acid phosphatase (PAP) in prostate cancer, can also efficiently convert AMP to adenosine. . . : : .
and inorganic phosphate. Increased levels of PAP are found in men with prostatic cancer,

= ARC-6 is a planned Phase 1b/2, open-label, multi-cohort platform study to evaluate the
efficacy and safety of AB928 combination therapy in participants with mCRPC. Each cohort will
independently assess AB928 plus zimberelimab in combination with standard of care (SOC;

: : x : : Figure 4. Combination of AB928 with anti-PD-1 Results in Significant Reduction in Tumor enzalutamide, docetaxel) or AB928 plus AB680 with or without zimberelimab.
Figure 1. Adenosine Pathway Plays a Critical Role in Inmunosuppression especially those with metastatic disease. Prostate cancer may be unique in its reliance on PAP to 8 Growth & I di Acti gt ) N P _ o o _
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AB928 is a dual antagonist of adenosine ljecc-ap.tors AZaR.and A2b.R designed .to shield actlva.ted Assays conducted with 1 mM AMP and 1 nM enzyme concentration at pH 7.4 TO T CELL KILLING
immune cells (CD8* T cells and NK cells), inhibit adenosine-mediated myeloid cell dysfunction, Ardiani et al. (2014) showed an increased sensitivity of prostate carcinoma cells treated with ASI exp.: T o [ e L Planned ARC-6
and shut down adenosine-driven mechanisms of tumor growth and metastasis. Preclinically, Recent clinical data demonstrated early activity of adenosine pathway inhibition in metastatic enzalutamide towards T cell killing. This effect is retained in cells that over-express the androgen faxane naive Pocetaxel o
combining AB928 with either chemotherapy or anti-PD-1 resulted in greater tumor growth castration-resistant prostate cancer (mCRPC) supporting further development in this indication receptor, an important mechanism of resistance to anti-hormonal therapy. This suggests that
control, suggesting that AB928 may have additive activity when paired with either of these (Bendell et al., 2019). enzalutamide in combination with immunotherapy may improve response in patients with Abi exp. A8928E+Zilmtber.¢z:imab+
. ] nzaiutamiae
types of agents in cancer patients. A,zR EXPRESSION CORRELATES WITH UNFAVORABLE SURVIVAL IN resistance to androgen deprivation.
Abiraterone=Abi; Experienced=exp.; ASl=androgen synthesis inhibitor
TUMOR INFLAMMATION INDUCED BY CERTAIN CHEMOTHERAPIES IS AN
INITIAL AB928 STU DIES The biol . " ME'{AETA'Il'lchtRSSJATE CA_tN_CER ‘ , loid rich = Safety assessments will include the incidence of adverse events (AEs) and dose-limiting
e biology of AR continues to be elucidated; however, its importance in myeloid rich or IMPORTANT COMPONENT OF ANTITUMOR ACTIVITY texicties (DITs) gradied according to NCI CTCAE 5.0,
unique tumor types is becoming increasing evident. In m , adenosine axis expression an , _ , , _ _ . _ _ . N _ .
AB928 REPRESENTS A POTENTIALLY BEST-IN-CLASS ADENOSINE myeloid signatures were negatively correlated with overall survival, with AR being one of the :;hﬁ mdlilc?on 0;_ |mtmunogen|c Ee” dif;th (ICD) 3&]' certa|’r[1. CheThOthﬁrépegtLCSbha; t()jeen tthf " Investigator-assessed antitumor response (radiologic, prostate specific antigen) will follow
RECEPTOR ANTAGONIST e preETes e manes avaluEim] allmark of combinatory approaches WI. immuno -erapeu ics in the clinic. Data by Ho geg ‘a : PCWGS3 criteria.
AB928 is the first adenosine receptor antagonist to enter clinical development that: (DL supiesten) Lt elvesizrel 88 B lnnunesenie et ey gan enhanes wier cel) i = Tumor and peripheral blood samples will be collected to describe the PK profile, PD effects
' Figure 3. Adenosine and Myeloid Signatures are Significantly Associated with Poor OS in without inducing ICD. This may increase its effectiveness in combinations with immunotherapy. ’ ’

+ Inhibits both A, R (1.4 nM) and AR (2 mMCRPC and characterize the biomarker status of AB928 in combination.

nM) receptors Figure 1. AB928 Exhibits “24/7” Target Coverage
* Potency in whole blood, 87 nM, against © Placebo A 75 mg v 150 mg © 200 mg SU2C: 0S EARLY EVALUATION OF ABQZS IN mCRPC

CONCLUSIONS

maximal adenosine receptor activation oo meee —o— A2bR-{ ¥ : - . : : : :
s | = : CDWA‘; ggzgggmz: i ! .' ARC.'S (NC.TO3629756) 'S a phase. .1/1b study evaluating AB328 and 2|rr!be.reoll.mab (anti-PD-1 = This planned Ph1b/2 study is the first to target the adenosine axis using a dual A,_.R/A, R
Multiple advantages over other A,_R specific % E GNE myeloid{ * l - antibody) in mCRPC. Eligible participants have progressed on a.ndrogen |nh.|b|t|on and tz.axan.e antagonist (AB928) together with a small molecule CD73 inhibitor (AB680), anti-PD-1
T ) v ST T T e i 5 CD73{ ** R chemotherapy, are ECOG 0-1, and PD-1/PD-L1 treatment naive. The primary endpoint is antibody (zimberelimab), and SOC for mCRPC.
B i oy fro.m . é:{ I CD39 : ; = tolerability, with secondary endpoints of PK, PD, and clinical activity. This trial is presently i dv initiation | _ h ited _ | il be shared i .
specific protein binding < e Al e D36 | — enrolling and is the backbone regimen for continued development of AB928 in this indication. St Y[_f'_mt'at'fn Is ongoing in the United States; results will be shared in upcoming
! scientific conferences.
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chemotherapy and/or anti-PD-1 therapy demonstrated evidence of clinical benefit, including As the only dual adenosine receptor antagonist, AB928 may have distinctive potential to co-opt * Enhance the efficacy of hormone therapy (Enzalutamide) iani
tumor responses and disease stabilization > 6 months in heavily pretreated patients across ! * Enhance the efficacy of chemotherapy (Docetaxel) 1. Bendell et al., AACR 2019 Abstract CT026; 2. Ardiani et al.,, Oncotarget (2014) 5(19): 9335;
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