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Abstract: The A3 adenosine receptor (A3AR) is overexpressed in pathological human cells. Piclideno-
son and namodenoson are A3AR agonists with high affinity and selectivity to A3AR. Both induce
apoptosis of cancer and inflammatory cells via a molecular mechanism entailing deregulation of the
Wnt and the NF-«B signaling pathways. Our company conducted phase I studies showing the safety
of these 2 molecules. In the phase II studies in psoriasis patients, piclidenoson was safe and demon-
strated efficacy manifested in significant improvements in skin lesions. Namodenoson is currently
being developed to treat liver cancer, where prolonged overall survival was observed in patients
with advanced liver disease and a Child-Pugh B score of 7. A pivotal phase III study in this patient
population has been approved by the FDA and the EMA and is currently underway. Namodenoson
is also being developed to treat non-alcoholic steatohepatitis (NASH). A Phase Ila study has been
successfully concluded and showed that namodenoson has anti-inflammatory, anti-fibrosis, and
anti-steatosis effects. A phase IIb study in NASH is currently enrolling patients. In conclusion, A3AR
agonists are promising drug candidates in advanced stages of clinical development and demonstrate
safety and efficacy in their targeted indications.

Keywords: A3AR; agonist; anti-fibrosis; anti-inflammatory; liver cancer; namodenoson; non-alcoholic
steatohepatitis; piclidenoson; psoriasis

1. Introduction

The A3 adenosine receptor (A3AR) has been positioned as a target for combatting
inflammation and cancer over the last 2 decades [1,2]. The target, Gi protein-coupled
ABAR, is highly expressed in inflammatory and cancer cells [2-5]. Interestingly, high
A3AR expression levels are also found in peripheral blood mononuclear cells (PBMCs) of
patients with inflammatory diseases and cancer, reflecting A3AR expression in pathological
remote sites. Solid tumor cells, including breast, colon, small cell lung and pancreatic
carcinoma, and melanoma, highly express A3AR compared to normal adjacent tissue cells.
A3AR is also expressed in inflammatory cells such as synoviocytes derived from patients
with rheumatoid arthritis, skin biopsies, and PBMCs from psoriasis and Crohn’s disease
patients [6-10].

Targeting the receptor with synthetic and highly selective A3AR agonists and allosteric
modulators induces anti-inflammatory and anti-cancer effects [4,11-16].

2. A3AR Agonists: Piclidenoson and Namodenoson

Piclidenoson (CF101, known generically as IB-MECA; molecular weight, 510.29 Da)
and namodenoson (CF102, known generically as CI-IB-MECA; molecular weight, 544.73 Da)
are small, water-insoluble, orally bioavailable A3AR agonists. Both drugs are nucleoside
derivatives, and their half-life time is 9 and 12 h, respectively. Their chemical structure is
depicted in Figure 1.
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Figure 1. (A) Chemical structure of piclidenoson and namodenoson. (B) Affinity values of piclideno-
son and namodenoson to the different adenosine receptors.

2.1. Piclidenoson and Namodenoson: Pharmacological Activity

The activity of piclidenoson as an orally administered, anti-inflammatory and anti-
cancer agent has been tested in several experimental models of inflammatory bowel disease,
arthritis, osteoarthritis, uveitis, and non-alcoholic steatohepatitis (NASH) and cytokine
release syndrome [16-22]. In all models, oral administration of piclidenoson induced a
robust reduction in the inflammatory response as measured by clinical and histological
disease scores. The anti-cancer activity was demonstrated in animal models of prostate,
melanoma, colon, hepatocellular, and breast carcinoma [11,12,14,23,24].

In addition, A3AR agonists mediate a differential effect on pathological and normal
cells. Thus, piclidenoson and namodenoson induce apoptosis in inflammatory and cancer
cells, whereas normal cells are refractory to the effect of these drugs or are affected positively
by the drug [25]. In cancer cells, where there is an over-expression of the receptor, treatment
with an A3AR agonist leads to inhibition of regulatory proteins such as NF-«B, followed by
tumor growth inhibition [23,24]. In normal bone marrow-derived cells, upon binding of the
agonist, an up-regulation of NF-«B with a subsequent increase in the level of the cytokine
granulocyte colony-stimulating factor (G-CSF) takes place and induces the proliferation of
normal progenitor cells with an increase in the number of white blood cells and neutrophils,
yielding a chemoprotective effect [26,27]. The most prominent example involves the anti-
cancer and anti-inflammatory effect of namodenoson on pathological liver cells alongside
its hepatoprotective effects on normal liver cells. This differential effect attributes to the
good safety profile of the A3AR agonists [28,29].

2.2. Piclidenoson and Namodenoson: Mechanism of Action

The robust anti-inflammatory and anti-cancer effects of piclidenoson and namodenoson
are mediated via their ability to inhibit the production of inflammatory cytokines such as
tumor necrosis factor (TNF)-¢, interleukin (IL)-12, interferon-vy, IL-17, and 1L-23 [22,30-32].
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In addition, A3AR modulation of key signaling proteins, such as PI3K, GSK-33, PKA,
PKB/Akt, IKK, and 3-catenin, was shown to lead to deregulation of the NF-kB and the
Wnt/ 3-catenin signaling pathways. This chain of events eventually induces apoptosis
of inflammatory and cancer cells, resulting in anti-inflammatory and anti-cancer effects
(Figure 2) [23,33-36]. These mechanistic studies laid the foundation for the clinical devel-
opment of piclidenoson and namodenoson.
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Figure 2. Mechanism of action of piclidenoson and namodenoson.

3. Piclidenoson: Clinical Development
3.1. Piclidenoson in Rheumatoid Arthritis (RA)

RA is a chronic, progressive, and disabling autoimmune disease characterized by
inflammation of the joints, destruction of cartilage, and erosion of the bone. RA can make
performing activities of daily living challenging and can also impact the ability to fulfill
social roles and obligations. The treatments recommended by both the American College
of Rheumatology (ACR) and the European Alliance of Associations for Rheumatology
(EULAR) include disease-modifying antirheumatic drugs (DMARD:s), such as conventional
synthetic DMARD:s (e.g., methotrexate (MTX)), biologic DMARDs (e.g., TNF-« inhibitors),
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and targeted synthetic DMARD:s (e.g., JAK inhibitors) as well as glucocorticoids. Notably,
these drugs are associated with adverse events, and therefore, the need exists for a new
approach in anti-RA therapy [37].

The definition of response to a given drug by the ACR is scored as a percentage
improvement, comparing disease activity at two discrete time points (usually a baseline
vs. end of treatment). ACR20 is >20% improvement; ACR50 is >50% improvement; and
ACR70is >70% improvement. The ACR response criteria measures improvement in tender
or swollen joint counts and improvement in at least three of the following parameters:
global patient assessment of disease activity, global physician assessment of disease activity,
patient pain scale, disability /functional questionnaire (Health Assessment Questionnaire
Disability Index) and acute phase reactant (erythrocyte sedimentation rate [ESR] or C-
reactive protein) [38]. At the same time, the definition of EULAR recommends low disease
activity (LDA) as a response criterion [39].

3.1.1. Piclidenoson in RA: Phase Ila Study

In the first clinical study in RA, patients were randomized to receive piclidenoson in
one of 3 doses: 0.1 mg, 1 mg, or 4 mg. The study was double-blinded with respect to the
piclidenoson dose group. Piclidenoson was given as a monotherapy and administered twice
daily for 12 weeks. The primary endpoint was the percentages of RA patients who met the
ACR20, ACR50, and ACR70, criteria. The highest response rate was observed with 1.0 mg
piclidenoson, and lower responses were found with 0.1 and 4.0 mg doses. At 12 weeks,
55.6%, 33.3%, and 11.5% of the patients receiving 1.0 mg piclidenoson achieved ACR20,
ACRS50 and ACR70 responses, respectively. Piclidenoson was safe and well-tolerated at all
3 doses [9].

3.1.2. Piclidenoson in RA: Phase IIb Studies

Two phase IIb studies investigated piclidenoson in combination with MTX vs. MTX
alone for the treatment of RA. One study included 230 patients (NCT00556894) and the other
included 252 patients (NCT00280917). In both studies, at 12 weeks, no significantly better
ACR20 response rate was observed for piclidenoson plus MTX vs. MTX alone. Therefore,
both studies did not reach the primary endpoint. A cross-study analysis revealed that at
baseline, A3AR was highly expressed in the PBMCs derived from the phase Ila patient
population. In contrast, only low receptor expression was found in the two-phase IIb
patient populations, as all patients in these phase IIb studies were pre-treated with MTX.
Thus, pre-treatment with MTX reduced A3AR expression and diminished the ability of
piclidenoson to evoke treatment effects. It is well established that the anti-inflammatory
effect of MTX is mediated via the A2A and the A3 adenosine receptors. Therefore, patients
who did not respond to MTX most likely had low A2 and A3 adenosine receptor levels and
thus did not respond to piclidenoson [3].

An additional phase IIb study investigated piclidenoson as a monotherapy (NCT01034306).
This was a 12-week, placebo-controlled study involving 79 patients in 2 arms (twice-daily
monotherapy dose of 1 mg piclidenoson vs. placebo) [3]. The study met the primary
efficacy endpoint and showed statistically significant improvement vs. placebo in reducing
signs and symptoms of RA, as measured by the ACR20 response rates. The ACR20 response
rate in the piclidenoson arm was 49% vs. 25% in the placebo arm (p = 0.035). The ACR50
response rates were 19% and 9%, respectively, and the ACR70 response rates were 11% and
3%, respectively. The study was not designed to show statistical significance in the ACR50
and ACR?70 rates. The effect of piclidenoson was linear and cumulative during the study
period [40], corroborating the effect found in the earlier RA as well as psoriasis phase II
studies and showing that it takes time for the drug to induce its anti-inflammatory effect.

Notably, a subgroup analysis of 16 treatment-naive patients (8 in the piclidenoson
group and 8 in the placebo group) with no prior systemic therapy showed a dramatic
increase in the response for piclidenoson vs. placebo. In these patients, at 12 weeks, the
ACR20 rate was 75% in the piclidenoson arm vs. 37.5% in the placebo arm. The effect
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of piclidenoson in treatment-naive patients was even more pronounced for ACR50 and
ACR70. ACR50 rates were 50% and 10%, respectively, and ACR70 rates were 50% and 0%,
respectively. We hypothesize that in treatment-naive patients, A3AR is highly expressed.

Piclidenoson was very well-tolerated with no evidence of immunosuppression. In
the piclidenoson plus MTX combination studies, no single adverse event was reported in
more than one patient receiving piclidenoson, and in the monotherapy study, no severe
treatment-emergent adverse events (TEAEs) were reported [40].

3.1.3. Piclidenoson in RA: Phase III Study

Based on the phase IIb study data, a randomized, double-blind, controlled, parallel-
group phase III study was conducted. It enrolled patients with clinically active RA who
were MTX-naive. Eligible patients were randomized to 4 groups in a 2:2:2:1 ratio: picli-
denoson 1 mg; piclidenoson 2 mg; MTX (active comparator); and placebo. The primary
efficacy endpoint was the non-inferiority of piclidenoson administered for 12 weeks vs.
oral MTX, as assessed by the proportion of patients achieving a disease activity score of
LDA. Additional analyses of the primary efficacy parameter included comparing each dose
of piclidenoson to placebo at week 12. Secondary endpoints included comparing response
rates (ACR20, ACR50, and ACR70) between piclidenoson (each dose) and MTX or placebo.
The study was designed to enroll a total of 525 patients.

Due to the SARS-CoV-2 pandemic, enrollment was paused, and an interim analysis
was performed after 50% of participants reached their week 12 visit evaluation. Picli-
denoson was safe and very well tolerated. Although the efficacy of piclidenoson was
significantly superior to that of a placebo, the study did not meet its primary endpoint since
non-inferiority vs. MTX was not demonstrated. Results from the per-protocol population
did not support the non-inferiority of piclidenoson 1 mg or 2 mg vs. MTX (one-sided anal-
ysis: p = 0.192 and p = 0.107, respectively). The results did indicate that piclidenoson 2 mg
and MTX were both superior to placebo (p = 0.039 and p = 0.004, respectively). Analysis
based on the intent-to-treat population indicated that neither piclidenoson 1 mg nor 2 mg
were superior to placebo (two-sided analysis, p = 0.500 and p = 1.00, respectively); however,
MTX was superior to placebo (two-sided analysis; p = 0.005) [41].

At weeks 12 and 24, ACR20, ACR50 and ACR70 response rates were overall similar
between the piclidenoson 1 mg (which was more effective than the 2 mg dose) and the
MTX arms.

Piclidenoson was safe in this population; however, since the endpoint was not met,
the clinical development program in RA was terminated. Although the drug was safe, the
efficacy, which with respect to ACR20, was inferior to MTX, did not justify the continuation
of this clinical application in the two dosages used in the current study.

3.2. Piclidenoson in Psoriasis

Psoriasis is a chronic inflammatory systemic disease of the skin affecting 2-3% of the
world population. It is characterized by hyperproliferation of keratinocytes and increased
pro-inflammatory cytokines and chemokines in the psoriatic skin lesion, which attracts
immune cells. The ability of keratinocytes to resist apoptosis plays an important role in
disease pathogenesis. Furthermore, keratinocytes produce inflammatory cytokines such as
TNEF-«, IL-23, and IL-17 together with infiltrated immune cells, which trigger the vicious
cycles of the disease [42]. Preclinical pharmacology studies demonstrated that piclidenoson
inhibited the proliferation of human keratinocytes (HaCat cells). High A3AR expression
levels were found in a skin biopsy and PBMCs from psoriasis patients compared to healthy
subjects. Piclidenoson inhibited the proliferation of HaCat cells through deregulation of
the NF-«B signaling pathway, leading to a decrease in IL-17 and IL-23 expression levels.
This effect was counteracted by the specific antagonist MRS 1523. A3AR overexpression in
the skin and PBMCs of psoriasis patients may be used as a target to inhibit pathological
cell proliferation and the production of IL-17 and IL-23 [23].
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The efficacy criteria in psoriasis are the Psoriasis Area and Severity Index (PASI) score
and Physician’s Global Assessment (PGA) score. The PASI measures the average redness,
thickness, and scaliness of the lesions (each graded on a 0—4 scale), weighted by the area
of involvement. The PGA can be used for extensive disease as well as localised plaques.
There are two primary forms: a static form, which measures the physician’s impression
of the disease at a single point, and a dynamic form, in which the physician assesses the
global improvement from baseline. Because the latter requires the dubious assumption that
physicians can remember the severity of psoriasis at baseline throughout the trial, the static
PGA has become the standard. The latter has many variations, including 5, 6, or 7-point
scoring ranging from ‘clear’ to ‘severe’ [43].

3.2.1. Piclidenoson in Psoriasis: Phase II Study

The first phase II study investigating piclidenoson in psoriasis was an exploratory
randomized clinical trial in patients with moderate-to-severe plaque-type psoriasis. This
multicenter, randomized, double-blind, dose-ranging, placebo-controlled study involved
75 patients. Patients were treated with piclidenoson (1, 2, or 4 mg) or placebo, administered
orally twice daily for 12 weeks. Safety and change from baseline in PASI and PGA scores
over 12 weeks were assessed [40]. Analysis of the mean change from baseline in PASI score
at week 12 revealed a statistically significant difference between the 2 mg piclidenoson-
treated group and the placebo group (p < 0.001 vs. baseline and p = 0.031 vs. placebo).
The 4 mg piclidenoson dose treatment resulted in reduced improvement than the 2 mg
dose, and no therapeutic effect was observed with the 1 mg piclidenoson dose (Figure 3).
Furthermore, in the 2 mg piclidenoson-treated group, a progressive improvement in the
mean change from baseline in the PASI score throughout the study period was observed
(week 2: 1.64 £ 0.9; week 4: 3.76 + 1.9; week 8: 6.22 + 1.9; week 12: 8.77 4+ 2.1), with a
statistically significant difference from placebo at weeks 8 and 12 (p = 0.047 and p = 0.031, re-
spectively). The percentage of patients presenting only slight or no clinical signs (PGA score
0-1) increased throughout the study period in the 2 mg piclidenoson-treated group [44].

~
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Figure 3. Change from baseline in PASI score by piclidenoson dose at week 12 [40].

Notably, this bell-shaped dose-response (e.g., highest response with the intermediate
dose) is a typical response generated by piclidenoson, observed in both in vitro and in vivo
studies. Such a bell-shaped response was also observed with other agonists that target Gi
protein-associated cell surface receptors. This phenomenon is explained in the literature by
an increase in agonist concentration that may lead to receptor desensitization, resulting in
a reduced response to the given agonist.
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Piclidenoson was safe and well-tolerated. No drug-related serious adverse events
were reported throughout the study period [44].

3.2.2. Piclidenoson in Psoriasis: Phase II/1II Study

A phase II/1II study in psoriasis was initiated following the aforementioned phase II
study. This was a randomized, double-blind, placebo-controlled, dose-finding study inves-
tigating the efficacy and safety of daily piclidenoson administered orally in patients with
moderate-to-severe plaque psoriasis (NCT01265667). The study failed to achieve its pri-
mary endpoint of a statistically significant improvement in PASI-75 rate (75% improvement
in PASI score from baseline) relative to placebo after 12 weeks [45].

Further analysis of the data revealed that by 32 weeks of treatment with piclidenoson,
33% of the patients achieved PASI-75. The mean percent of improvement in PASI score was
57% (p < 0.001 compared to baseline). There was a statistically significant cumulative and
linear improvement during weeks 16 to 32. Most significantly, by week 32 of the study, 25%
of the study patients reached PASI-90 (90% improvement in PASI score from baseline), and
11% reached PASI-100 (100% improvement in PASI score from baseline). Notably, PASI-90
and PASI-100 are the most stringent and difficult to meet clinical endpoints for measuring
responses to psoriasis treatments. Moreover, the PASI-90 subset analysis further suggested
a higher and significant (p = 0.026) piclidenoson response rate of 27% among patients
who were naive to systemic psoriasis therapy compared to those who were pre-treated
with such drugs [45]. Analysis of the safety and tolerability of piclidenoson demonstrated
that piclidenoson was safe and well-tolerated throughout the 32-week follow-up period
in this study. Following the results of phase II/III study, the results of piclidenoson were
compared to those of a commercially available oral therapy for psoriasis, apremilast (Otezla;
Amgen, Thousand Oaks, CA, USA). The data for apremilast were those from 2 phase III
clinical trials, ESTEAM-1 (NCT01194219) and ESTEEM-2 (NCT01232283) (the published
research from these two phase III studies, as well as the data included in the label for
apremilast) [46,47]. The efficacy for apremilast was found to plateau at 16 weeks with
respect to PASI-75 (response rate of approximately 30%), whereas piclidenoson showed
no visible plateau at 32 weeks with respect to PASI-75 (response rate of 35.3%). Similarly,
piclidenoson was numerically superior to apremilast with respect to PASI-50 and PASI-90
rates at 32 weeks [45].

3.2.3. Piclidenoson in Psoriasis: Phase III Study

A phase III study investigating piclidenoson in psoriasis was designed based on
the results of phase II/III study, with apremilast as an active comparator. This phase
III psoriasis study named “COMFORT” (NCT03168256) is a multicenter, randomized,
double-blind, placebo- and active-controlled (i.e., apremilast) study in adults aged 18-80
years (males and females) with a diagnosis of moderate-to-severe chronic plaque psoriasis.
The study enrolled patients at 31 clinical sites in Israel, Moldova, Serbia, Croatia, Poland,
Bosnia, Romania, Bulgaria, and Canada. The plan was to include 400 participants and
randomize them in a 3:3:3:2 ratio to piclidenoson 2 mg, piclidenoson 3 mg, apremilast
30 mg, or matching placebo tablets. The primary endpoint is the percentage of subjects
achieving PASI-75 at week 16 and safety. Secondary endpoints include PASI-50 rate, PGA,
and Psoriasis Disability Index (PDI) after 16 weeks of treatment.

Due to the SARS-CoV-2 pandemic, enrollment was paused after 200 patients, and an
interim analysis conducted by an independent data monitoring committee (IDMC) was
performed after 50% of participants reached the week 16 visit evaluation. In this analysis,
piclidenoson was safe and very well tolerated. The findings of the interim analysis led to
the recommendation to continue patient enrolment based on both safety and futility. To
date, the company completed the enrollment of all 400 patients, and data are expected in
the near future.
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4. Namodenoson: Clinical Development
4.1. Namodenson in Hepatocellular Carcinoma (HCC)

HCC is a leading cause of cancer-related death worldwide. More than 600,000 new
cases are diagnosed annually worldwide [48]. Most HCC cases are associated with in-
flammation, usually due to hepatitis B or C virus, and occur primarily in patients with
underlying cirrhosis. Thus, when selecting a treatment for HCC, both tumor burden and
liver function should be considered. HCC is classified using 2 scoring systems predicting
the degree of liver failure in patients with cirrhosis. The first is the Child-Pugh (CP) score,
which has a strong prognostic value for HCC patients and is included in all integrated
HCC staging systems, and the second is the Barcelona Clinic Liver Cancer (BCLC) system.
The CP score is determined using five clinical measures, including total bilirubin, serum
albumin, prothrombin time or prolongation of international normalized ratio (INR), ascites,
and hepatic encephalopathy. A score of 1, 2, or 3 is given to each measure, with 3 being the
most severe. The BCLC includes five prognostic factors: portal vein thrombosis, multifocal
tumor, diffuse or massive disease, high alpha-fetoprotein (AFP) levels, and performance
status [49].

Advanced HCC is defined as BCLC stage C, or Child—Pugh stages A-C (CPA, CPB,
and CPC), and an Eastern Cooperative Oncology Group Performance Score (ECOG PS) of
1-2. Systemic therapy remains the only option for these patient populations. The current
therapeutic agents approved for use in advanced HCC can be largely divided into 3 classes,
beginning with tyrosine kinase inhibitors (TKI), including sorafenib, lenvatinib, cabozan-
tinib, and regorafenib. The second group includes inhibitors of the vascular endothelial
growth factor (VEGF) and the VEGF receptor (VEGFR). The third group includes immune
checkpoint inhibitors against either the B7/CTLA-4 or PD-1/ L1 axis, including the anti-
PD-1 antibodies, pembrolizumab, and camrelizumab, anti-PD-L1 antibodies, durvalumab,
atezolizumab, and avelumab, and the anti-CTLA-4, ipilimumab. Furthermore, several
treatment options are currently approved for use in the second-line setting, including
nivolumab, nivolumab plus ipilimumab, pembrolizumab, cabozantinib, regorafenib, and
ramucirumab [50]. However, these drugs are not given to patients defined as CPB and CPC
due to their hepatotoxicity profile.

4.1.1. Namodenoson in HCC: Phase I/1I Study

A phase I/1I, open-label, dose-escalation study evaluating the safety, tolerability, phar-
macokinetics, and pharmacodynamics of orally administered namodenoson in patients
with advanced HCC was conducted (NCT00790218). The secondary objectives of the
study were to document evidence of the clinical efficacy of namodenoson and to exam-
ine the correlation between A3AR expression levels at baseline and patients’ responses
to namodenoson.

The study included 18 patients with advanced HCC, where each 6 began dosing
with namodenoson at 1 mg, 5 mg, and 25 mg twice daily. Furthermore, 9 subjects have
undergone intra-subject dose escalation per protocol. The longest exposure to date is
27.3 months. One patient lived more than 5 years on the drug, and the namodenoson safety
experience represented an aggregate of 135.4 months of exposure.

Namodenoson was safe and well-tolerated with no dose-limiting toxicities at any
dose level and no changes in vital signs or hematological or chemistry parameters. Most
reported adverse events were grade 1 or 2.

Efficacy was evaluated using Response Evaluation Criteria in Solid Tumors (RECIST)
v1.0. No complete objective responses (CR) or partial responses (PR) were reported. How-
ever, 4 patients experienced stable disease (SD) for at least 4 months. Of these SD patients,
one achieved SD for 7 months, and one subject showed complete clinical regression of skin
metastases [27]. Out of these four patients, three were administered 25 mg namodenoson
and one was administered 12.5 mg. The median overall survival (OS) was 7.8 months (67%
of patients progressed on sorafenib, and 28% had CPB disease). The OS of the patients
who progressed on sorafenib was 7.0 months, and that of the CPB population was 8.1
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months [27]. Namodenoson was found to maintain liver function for 6 months, in distinc-
tion from other drugs known to induce hepatotoxicity. Following this study, the Food and
Drug Administration (FDA) and the European Medicines Agency (EMA) have granted an
‘orphan drug’ status, and the FDA also granted a ‘fast track’ status for namodenoson in the
treatment of advanced HCC.

4.1.2. Namodenoson in HCC: Phase II Study

Following the phase I/1I study, a phase II, blinded, randomized, placebo-controlled
trial was conducted in patients with advanced HCC and CPB cirrhosis (NCT02128958) [46].
Patients were randomized 2:1 to namodenoson twice daily (25 mg; 50 patients) or placebo
(28 patients). The primary endpoint of the OS advantage over the placebo was not met.
Median OS was 4.1 and 4.3 months for namodenoson and placebo, respectively (hazard
ratio (HR) = 0.82; 95% confidence interval (CI), 0.49 to 1.38; p = 0.46). However, a subgroup
analysis of patients with CP score of 7, which is the lowest CBP score (34 namodenoson-
treated, 22 placebo-treated), showed nonsignificant differences in OS and progression-free
survival (PFS) with a numerical advantage for namodenoson (OS: 6.9 vs. 4.3 months;
HR = 0.81; 95% CI, 0.45 to 1.43; p = 0.46. PFS: 3.5 vs. 1.9 months; HR = 0.89; 95% CI 0.51 to
1.55; p = 0.67), and a statistically significant difference in 12-month OS rate (44% vs. 18%,
p =0.028). PR was achieved by 3 (9%) of all 50 patients in the namodenoson arm and by
none in the placebo arm. Namodenoson was generally well-tolerated. No treatment-related
deaths were reported, and no patients withdrew due to toxicity. One grade 3 adverse event
was reported in the namodenoson group (hyponatremia, which may also be attributed
to cirrhosis) [51]. The positive efficacy signal in HCC CPB7 patients, coupled with the
favorable safety profile of namodenoson, supported its continued clinical development in
HCC. Consequently, a pivotal phase III study has been designed and approved by the FDA
and EMA and is underway (NCT05201404).

4.2. Namodenson in NASH

NASH is an advanced form of non-alcoholic fatty liver disease (NAFLD) caused by
an accumulation of fat in the liver. This progressive liver disease causes inflammation
and damage, leading to scarring of the liver (i.e., cirrhosis) with limited or no therapeutic
options [52]. Demonstration of the anti-inflammatory, anti-steatosis and anti-fibrosis effects
of namodenoson in the liver in preclinical models led to the clinical development of
namodenoson as a potential treatment of NAFLD/NASH [21].

Namodenoson in NAFLD/NASH: Phase Ila Study

This phase II blinded, randomized, placebo-controlled trial in patients with NAFLD/
NASH randomized patients in a 1:1:1 ratio to namodenoson 12.5 mg twice daily (n = 21),
namodenoson 25 mg twice daily (n = 19) or placebo (n = 20) for 12 weeks and patients
were followed up for a total of 16 weeks (NCT02927314) [53]. The randomization was
stratified by the presence or absence of type II diabetes mellitus. The anti-inflammatory
effect of namodenoson was demonstrated by a decrease from baseline in mean serum
alanine aminotransferase (ALT) and aspartate aminotransferase (AST) levels as well as
by a statistically significantly higher proportion of patients in the 25 mg arm vs. the
placebo arm, achieving normalization of serum ALT levels at week 16 (37% vs. 10%,
p = 0.038). Adiponectin levels were increased in the namodenoson-treated patients, further
corroborating the anti-inflammatory effect of namodenoson treatment. Treatment with
namodenoson decreased fibrosis-4 (FIB-4), and FibroScan-AST (FAST) scores that are non-
invasive biomarkers used to identify advanced fibrosis. FIB-4 scores demonstrated a
statistically significant decrease from screening to week 12 in the namodenoson 25 mg
dose group (p = 0.011), demonstrating a possible decrease in the degree of liver fibrosis
in patients treated with namodenoson 25 mg. The within-group analysis demonstrated a
statistically significant reduction in FAST scores from screening to week 12 in the 25 mg
dose group (p = 0.002). In contrast, in the placebo group, this reduction was not statistically
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significant [53]. A linear decrease in body weight was observed in both the namodenoson
12.5 mg and namodenoson 25 mg treatment groups throughout the study, with a greater
decrease observed in the namodenoson 25 mg group (the loss of weight in the treatment
groups was not statistically significantly different from that in the placebo arm). Treatment
with namodenoson was well tolerated with no treatment-related emergent severe adverse
events, no drug-related treatment withdrawals, or hepatotoxicity [53]. These positive
data led to the design and conduction of a phase IIb study (NCT04697810), which is
currently ongoing.

5. Conclusions

The current report describes the clinical development of two drugs, piclidenoson and
namodenoson, both of which are A3AR agonists. Based on both the safety and efficacy
of the phase II study data, the piclidenoson development program is progressing toward
phase III to treat psoriasis, and the namodenoson program is progressing toward phase
III to treat advanced HCC and phase IIb for the treatment of NASH. The uniqueness of
these drug candidates stems from their ability to bind specifically to A3AR, which is highly
expressed in pathological but not normal cells. This specificity results in a favorable safety
profile found consistently throughout their clinical development. The mechanism of action
that has been shown in preclinical studies entails the modulation of key signaling proteins
as the basis for drug efficacy. The data thus far suggest that piclidenoson and namodenoson
could potentially be the first A3AR agonists to achieve FDA approval and provide clinicians
with new oral and safe drugs in the arsenal for fighting psoriasis (piclidenoson), HCC and
NASH (namodenoson).

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Acknowledgments: The author thanks Avital Bareket-Samish, for medical editing support.

Conflicts of Interest: Pnina Fishman is employed by and owns stock in Can-Fite BioPharma; Ltd.,
Petah Tikva, Israel.

Sample Availability: Not applicable.

References

1.  Borea, PA,; Varani, K.; Vincenzi, F,; Baraldi, P.G.; Tabrizi, M.A.; Merighi, S.; Gessi, S. The A3 adenosine receptor: History and
perspectives. Pharmacol. Rev. 2015, 67, 74-102. [CrossRef] [PubMed]

2. Mazziotta, C.; Rotondo, J.C.; Lanzillotti, C.; Campione, G.; Martini, F.; Tognon, M. Cancer biology and molecular genetics of A3
adenosine receptor. Oncogene 2022, 41, 301-308. [CrossRef] [PubMed]

3.  Fishman, P.; Cohen, S. The A3 adenosine receptor (A3AR): Therapeutic target and predictive biological marker in rheumatoid
arthritis. Clin. Rheumatol. 2016, 35, 2359-2362. [CrossRef] [PubMed]

4. Madi, L.; Ochaion, A.; Rath-Wolfson, L.; Bar-Yehuda, S.; Erlanger, A.; Ohana, G.; Harish, A.; Merimski, O.; Barer, E,; Fishman, P.
The A3 adenosine receptor is highly expressed in tumor versus normal cells: Potential target for tumor growth inhibition. Clin.
Cancer Res. 2004, 10, 4472-4479. [CrossRef]

5. Jacobson, K.A.; Merighi, S.; Varani, K.; Borea, P.A.; Baraldi, S.; Aghazadeh Tabrizi, M.; Romagnoli, R.; Baraldi, P.G.; Ciancetta, A.;
Tosh, D.K,; et al. A3 adenosine receptors as modulators of inflammation: From medicinal chemistry to therapy. Med. Res. Rev.
2018, 38, 1031-1072. [CrossRef]

6. Gessi, S.; Varani, K.; Merighi, S.; Cattabriga, E.; Avitabile, A.; Gavioli, R.; Fortini, C.; Leung, E.; Mac Lennan, S.; Borea, P.A.
Expression of A3 adenosine receptors in human lymphocytes: Up-regulation in T cell activation. Mol. Pharmacol. 2004, 65,
711-719. [CrossRef]

7. Madi, L.; Cohen, S.; Ochayin, A.; Bar-Yehuda, S.; Barer, E.; Fishman, P. Overexpression of A3 adenosine receptor in peripheral

blood mononuclear cells in rheumatoid arthritis: Involvement of nuclear factor-kappab in mediating receptor level. J. Rheumatol.
2007, 34, 20-26.


http://doi.org/10.1124/pr.113.008540
http://www.ncbi.nlm.nih.gov/pubmed/25387804
http://doi.org/10.1038/s41388-021-02090-z
http://www.ncbi.nlm.nih.gov/pubmed/34750517
http://doi.org/10.1007/s10067-016-3202-4
http://www.ncbi.nlm.nih.gov/pubmed/26886128
http://doi.org/10.1158/1078-0432.CCR-03-0651
http://doi.org/10.1002/med.21456
http://doi.org/10.1124/mol.65.3.711

Molecules 2022, 27, 3680 11 of 12

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Ochaion, A.; Bar-Yehuda, S.; Cohen, S.; Barer, E; Patoka, R.; Amital, H.; Reitblat, T.; Reitblat, A.; Ophir, ].; Konfino, I; et al. The
anti-inflammatory target A3 adenosine receptor is over-expressed in rheumatoid arthritis, psoriasis and Crohn’s disease. Cell.
Immunol. 2009, 258, 115-122. [CrossRef]

Silverman, M.H.; Strand, V.; Markovits, D.; Nahir, M.; Reitblat, T.; Molad, Y.; Rosner, I.; Rozenbaum, M.; Mader, R.; Adawi, M.;
et al. Clinical evidence for utilization of the A3 adenosine receptor as a target to treat rheumatoid arthritis: Data from a phase II
clinical trial. J. Rheumatol. 2008, 35, 41-48.

Gessi, S.; Cattabriga, E.; Avitabile, A.; Gafa, R.; Lanza, G.; Cavazzini, L.; Bianchi, N.; Gambari, R.; Feo, C.; Liboni, A.; et al.
Elevated expression of A3 adenosine receptors in human colorectal cancer is reflected in peripheral blood cells. Clin. Cancer Res.
2004, 10, 5895-5901. [CrossRef]

Fishman, P,; Bar-Yehuda, S.; Ardon, E.; Rath-Wolfson, L.; Barrer, F.; Ochaion, A.; Madi, L. Targeting the A3 adenosine receptor for
cancer therapy: Inhibition of prostate carcinoma cell growth by A3AR agonist. Anticancer Res. 2003, 23, 2077-2083. [PubMed]
Madji, L.; Bar-Yehuda, S.; Barer, F,; Ardon, E.; Ochaion, A.; Fishman, P. A3 adenosine receptor activation in melanoma cells:
Association between receptor fate and tumor growth inhibition. J. Biol. Chem. 2003, 278, 42121-42130. [CrossRef] [PubMed]
Merimsky, O.; Bar-Yehuda, S.; Madi, L.; Fishman, P. Modulation of the A3 adenosine receptor by low agonist concentration
induces antitumor and myelostimulatory effects. Drug Dev. Res. 2003, 58, 386-389. [CrossRef]

Ohana, G.; Bar-Yehuda, S.; Arich, A.; Madi, L.; Dreznick, Z.; Rath-Wolfson, L.; Silberman, D.; Slosman, G.; Fishman, P. Inhibition
of primary colon carcinoma growth and liver metastasis by the A3 adenosine receptor agonist CF101. Br. ]. Cancer 2003, 89,
1552-1558. [CrossRef]

Fishman, P; Bar-Yehuda, S.; Ohana, G.; Barer, E; Ochaion, A.; Erlanger, A.; Madi, L. An agonist to the A3 adenosine receptor
inhibits colon carcinoma growth in mice via modulation of GSK-3 beta and NF-kappa b. Oncogene 2004, 23, 2465-2471. [CrossRef]
Bar-Yehuda, S.; Rath-Wolfson, L.; Del Valle, L.; Ochaion, A.; Cohen, S; Patoka, R.; Zozulya, G.; Barer, F.; Atar, E.; Pina-Oviedo, S.;
et al. Induction of an antiinflammatory effect and prevention of cartilage damage in rat knee osteoarthritis by CF101 treatment.
Arthritis Rheum. 2009, 60, 3061-3071. [CrossRef]

Ren, T,; Tian, T.; Feng, X.; Ye, S.; Wang, H.; Wu, W.; Qiu, Y.; Yu, C,; He, Y; Zeng, ].; et al. An adenosine A3 receptor agonist inhibits
DSS-induced colitis in mice through modulation of the NF-kappab signaling pathway. Sci. Rep. 2015, 5, 9047. [CrossRef]
Baharav, E.; Bar-Yehuda, S.; Madi, L.; Silberman, D.; Rath-Wolfson, L.; Halpren, M.; Ochaion, A.; Weinberger, A.; Fishman,
P. Antiinflammatory effect of a3 adenosine receptor agonists in murine autoimmune arthritis models. J. Rheumatol. 2005, 32,
469-476.

Rath-Wolfson, L.; Bar-Yehuda, S.; Madj, L.; Ochaion, A.; Cohen, S.; Zabutti, A.; Fishman, P. IB-MECA, an A3 adenosine receptor
agonist prevents bone resorption in rats with adjuvant induced arthritis. Clin. Exp. Rheumatol. 2006, 24, 400-406.

Bar-Yehuda, S.; Luger, D.; Ochaion, A.; Cohen, S.; Patokaa, R.; Zozulya, G.; Silver, P.B.; de Morales, ]. M.; Caspi, R.R.; Fishman, P.
Inhibition of experimental auto-immune uveitis by the A3 adenosine receptor agonist CF101. Int. . Mol. Med. 2011, 28, 727-731.
Fishman, P; Cohen, S.; Salhab, A.; Amer, |.; Itzhak, I.; Barer, F.; Safadi, R. Namodenoson anti-NAFLD/NASH activity is mediated
via de-regulation of the Wnt/ 3-catenin pathway. Inflamm. Intest. Dis. 2019, 44, 2256-2264.

Cohen, S.; Fishman, P. Targeting the A3 adenosine receptor to treat cytokine release syndrome in cancer immunotherapy. Drug
Des. Devel. Ther. 2019, 13, 491-497. [CrossRef] [PubMed]

Bar-Yehuda, S.; Stemmer, S.M.; Madji, L.; Castel, D.; Ochaion, A.; Cohen, S.; Barer, E.; Zabutti, A.; Perez-Liz, G.; Del Valle, L.;
et al. The A3 adenosine receptor agonist CF102 induces apoptosis of hepatocellular carcinoma via de-regulation of the Wnt and
NF-kappab signal transduction pathways. Int. ]. Oncol. 2008, 33, 287-295. [PubMed]

Ledderose, C.; Hefti, M.M.; Chen, Y.; Bao, Y.; Seier, T; Li, L.; Woehrle, T.; Zhang, J.; Junger, W.G. Adenosine arrests breast cancer
cell motility by A3 receptor stimulation. Purinergic Signal. 2016, 12, 673—-685. [CrossRef] [PubMed]

Fishman, P,; Bar-Yehuda, S.; Barer, F.; Madi, L.; Multani, A.F,; Pathak, S. The A3 adenosine receptor as a new target for cancer
therapy and chemoprotection. Exp. Cell Res. 2001, 269, 230-236. [CrossRef] [PubMed]

Bar-Yehuda, S.; Madi, L.; Barak, D.; Mittelman, M.; Ardon, E.; Ochaion, A.; Cohn, S.; Fishman, P. Agonists to the A3 adenosine
receptor induce G-CSF production via NF-«kB activation: A new class of myeloprotective agents. Exp. Hematol. 2002, 30, 1390-1398.
[CrossRef]

Cohen, S.; Stemmer, S.M.; Zozulya, G.; Ochaion, A.; Patoka, R.; Barer, F; Bar-Yehuda, S.; Rath-Wolfson, L.; Jacobson, K.A;
Fishman, P. CF102 an A3 adenosine receptor agonist mediates anti-tumor and anti-inflammatory effects in the liver. J. Cell. Physiol.
2011, 226, 2438-2447. [CrossRef]

van Troostenburg, A.R.; Clark, E.V.; Carey, W.D.; Warrington, S.J.; Kerns, W.D.; Cohn, I; Silverman, M.H.; Bar-Yehuda, S.;
Fong, K.L.; Fishman, P. Tolerability, pharmacokinetics and concentration-dependent hemodynamic effects of oral CF101, an A3
adenosine receptor agonist, in healthy young men. Int. J. Clin. Pharmacol. Ther. 2004, 42, 534-542. [CrossRef]

Stemmer, S.M.; Benjaminov, O.; Medalia, G.; Ciuraru, N.B,; Silverman, M.H.; Bar-Yehuda, S.; Fishman, S.; Harpaz, Z.; Farbstein,
M.; Cohen, S.; et al. CF102 for the treatment of hepatocellular carcinoma: A phase I/II, open-label, dose-escalation study.
Oncologist 2013, 18, 25-26. [CrossRef]

Lee, J.Y;; Jhun, B.S,; Oh, Y.T; Lee, ]. H.; Choe, W.; Baik, H.H.; Ha, J.; Yoon, K.S.; Kim, S.S.; Kang, I. Activation of adenosine A3
receptor suppresses lipopolysaccharide-induced TNF-alpha production through inhibition of PI 3-kinase/AKT and NF-kappab
activation in murine BV2 microglial cells. Neurosci. Lett. 2006, 396, 1-6. [CrossRef]


http://doi.org/10.1016/j.cellimm.2009.03.020
http://doi.org/10.1158/1078-0432.CCR-1134-03
http://www.ncbi.nlm.nih.gov/pubmed/12894581
http://doi.org/10.1074/jbc.M301243200
http://www.ncbi.nlm.nih.gov/pubmed/12865431
http://doi.org/10.1002/ddr.10182
http://doi.org/10.1038/sj.bjc.6601315
http://doi.org/10.1038/sj.onc.1207355
http://doi.org/10.1002/art.24817
http://doi.org/10.1038/srep09047
http://doi.org/10.2147/DDDT.S195294
http://www.ncbi.nlm.nih.gov/pubmed/30787591
http://www.ncbi.nlm.nih.gov/pubmed/18636149
http://doi.org/10.1007/s11302-016-9531-6
http://www.ncbi.nlm.nih.gov/pubmed/27577957
http://doi.org/10.1006/excr.2001.5327
http://www.ncbi.nlm.nih.gov/pubmed/11570815
http://doi.org/10.1016/S0301-472X(02)00962-1
http://doi.org/10.1002/jcp.22593
http://doi.org/10.5414/CPP42534
http://doi.org/10.1634/theoncologist.2012-0211
http://doi.org/10.1016/j.neulet.2005.11.004

Molecules 2022, 27, 3680 12 of 12

31.

32.

33.

34.

35.

36.

37.
38.

39.

40.

41.

42.

43.

44.

45.

46.

47.
48.

49.

50.

51.

52.

53.

Hasko, G.; Nemeth, Z.H.; Vizi, E.S.; Salzman, A.L.; Szabo, C. An agonist of adenosine A3 receptors decreases interleukin-12 and
interferon-gamma production and prevents lethality in endotoxemic mice. Eur. ]. Pharmacol. 1998, 358, 261-268. [CrossRef]
Cohen, S.; Barer, E; Itzhak, I; Silverman, M.H.; Fishman, P. Inhibition of IL-17 and IL -23 in human keratinocytes by the A3
adenosine receptor agonist piclidenoson. . Immunol. Res. 2018, 2018, 2310970. [CrossRef] [PubMed]

Fishman, P; Bar-Yehuda, S.; Madi, L.; Rath-Wolfson, L.; Ochaion, A.; Cohen, S.; Baharav, E. The PI3K-NF-kappab signal
transduction pathway is involved in mediating the anti-inflammatory effect of IB-MECA in adjuvant-induced arthritis. Arthritis
Res. Ther. 2006, 8, R33. [CrossRef] [PubMed]

Ochaion, A.; Bar-Yehuda, S.; Cohen, S.; Amital, H.; Jacobson, K.A.; Joshi, B.V.; Gao, Z.G.; Barer, E,; Patoka, R.; Del Valle, L.; et al.
The A3 adenosine receptor agonist CF502 inhibits the PI3K, PKB/AKT and NF-kappab signaling pathway in synoviocytes from
rheumatoid arthritis patients and in adjuvant-induced arthritis rats. Biochem. Pharmacol. 2008, 76, 482—494. [CrossRef]

Cohen, S.; Barer, F; Bar-Yehuda, S.; AP, L.].; Jacobson, K.A.; Fishman, P. A(3) adenosine receptor allosteric modulator induces an
anti-inflammatory effect: In vivo studies and molecular mechanism of action. Mediators Inflamm. 2014, 2014, 708746. [CrossRef]
Fishman, P.; Bar-Yehuda, S.; Liang, B.T.; Jacobson, K.A. Pharmacological and therapeutic effects of A3 adenosine receptor agonists.
Drug Discov. Today 2012, 17, 359-366. [CrossRef]

Radu, A.F; Bungau, S.G. Management of rheumatoid arthritis: An overview. Cells 2021, 10, 2857. [CrossRef]

Felson, D.T.; Lavalley, M.P. The ACR20 and defining a threshold for response in rheumatic diseases: Too much of a good thing.
Arthritis Res. Ther. 2014, 16, 101-106. [CrossRef]

Curtis, J.R.; Trivedi, M.; Haraoui, B.; Emery, P.; Park, G.S.; Collier, D.H.; Aras, G.A.; Chung, ]J. Defining and characterizing
sustained remission in patients with rheumatoid arthritis. Clin. Rheumatol. 2018, 37, 885-893. [CrossRef]

Stoilov, R.M.; Licheva, R.N.; Mihaylova, M.K,; Reitblat, T.; Dimitrov, E.A.; Shimbova, K.M.; Bhatia, G.; Pispati, A.; Gurman-Balbir,
A.; Bagaria, B.R.; et al. Therapeutic effect of oral CF101 in patients with rheumatoid arthritis: A randomized, double-blind,
placebo-controlled phase II study. Immunome Res. 2014, 11, 1-5. [CrossRef]

Reitblat, T.; Gurman- Balbir, A.; Harpaz, Z.; Farbstein, M.; Silverman, M.; Kerns, W.; Fishman, P. The efficacy and safety of
piclidenoson vs methotrexate in early rheumatoid arthritis: Phase 3 randomized, double-blind, placebo-controlled study. Arthritis
Rheum. 2021, 73.

Zhou, X.; Chen, Y,; Cui, L.; Shi, Y.; Guo, C. Advances in the pathogenesis of psoriasis: From keratinocyte perspective. Cell Death
Dis. 2022, 13, 81. [CrossRef] [PubMed]

Feldman, S.R.; Krueger, G.G. Psoriasis assessment tools in clinical trials. Ann. Rheum. Dis. 2005, 64 (Suppl. SII), ii65-ii68.
[CrossRef] [PubMed]

David, M.; Akerman, L.; Ziv, M.; Kadurina, M.; Gospodinov, D.; Pavlotsky, F; Yankova, R.; Kouzeva, V.; Ramon, M.; Silverman,
M.H.; et al. Treatment of plaque-type psoriasis with oral CF101: Data from an exploratory randomized phase 2 clinical trial. J.
Eur. Acad. Dermatol. Venereol. 2012, 26, 361-367. [CrossRef] [PubMed]

David, M.; Gospodinov, D.K.; Gheorghe, N.; Mateev, G.S.; Rusinova, M.V.; Hristakieva, E.; Solovastru, L.G.; Patel, R.V,;
Giurcaneanu, C.; Hitova, M.C,; et al. Treatment of plaque-type psoriasis with oral CF101: Data from a phase II/IIIl multicenter,
randomized, controlled trial. ]. Drugs Dermatol. 2016, 15, 931-938.

Papp, K.; Reich, K.; Leonardi, C.L.; Kircik, L.; Chimenti, S.; Langley, R.G.; Hu, C.; Stevens, R.M.; Day, R M.; Gordon, K.B; et al.
Apremilast, an oral phosphodiesterase 4 (PDE4) inhibitor, in patients with moderate to severe plaque psoriasis: Results of a phase
III, randomized, controlled trial (efficacy and safety trial evaluating the effects of apremilast in psoriasis [esteem] 1). |. Am. Acad.
Dermatol. 2015, 73, 37-49. [CrossRef]

Apremilast [Package Insert]; Amgen: Thousand Oaks, CA, USA, 2021.

Sung, H.; Ferlay, J.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I.; Jemal, A.; Bray, F. Global cancer statistics 2020: Globocan
estimates of incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer J. Clin. 2021, 71, 209-249. [CrossRef]
Subramaniam, S.; Kelley, R.B.; Venook, A.P. A review of hepatocellular carcinoma (HCC) staging systems. Chin. Clin. Oncol. 2013,
2,33-45.

Rimassa, L.; Worns, M.A. Navigating the new landscape of second-line treatment in advanced hepatocellular carcinoma. Liver Int.
2020, 40, 1800-1811. [CrossRef]

Stemmer, S.M.; Manojlovic, N.S.; Marinca, M.V,; Petrov, P.; Cherciu, N.; Ganea, D.; Ciuleanu, T.E.; Pusca, .A.; Beg, M.S.; Purcell,
W.T,; et al. Namodenoson in advanced hepatocellular carcinoma and Child-Pugh B cirrhosis: Randomized placebo-controlled
clinical trial. Cancers 2021, 13, 187. [CrossRef]

Vuppalanchi, R.; Noureddin, M.; Alkhouri, N.; Sanyal, A.]. Therapeutic pipeline in nonalcoholic steatohepatitis. Nat. Rev.
Gastroenterol. Hepatol. 2021, 18, 373-392. [CrossRef] [PubMed]

Safadi, R.; Braun, M.; Francis, A.; Milgrom, Y.; Massarwa, M.; Hakimian, D.; Hazou, W.; Issachar, A.; Harpaz, Z.; Farbstein,
M.; et al. Randomised clinical trial: A phase 2 double-blind study of namodenoson in non-alcoholic fatty liver disease and
steatohepatitis. Aliment. Pharmacol. Ther. 2021, 54, 1405-1415. [CrossRef] [PubMed]


http://doi.org/10.1016/S0014-2999(98)00619-0
http://doi.org/10.1155/2018/2310970
http://www.ncbi.nlm.nih.gov/pubmed/29862305
http://doi.org/10.1186/ar1887
http://www.ncbi.nlm.nih.gov/pubmed/16507132
http://doi.org/10.1016/j.bcp.2008.05.032
http://doi.org/10.1155/2014/708746
http://doi.org/10.1016/j.drudis.2011.10.007
http://doi.org/10.3390/cells10112857
http://doi.org/10.1186/ar4428
http://doi.org/10.1007/s10067-017-3923-z
http://doi.org/10.4172/1745-7580.1000087
http://doi.org/10.1038/s41419-022-04523-3
http://www.ncbi.nlm.nih.gov/pubmed/35075118
http://doi.org/10.1136/ard.2004.031237
http://www.ncbi.nlm.nih.gov/pubmed/15708941
http://doi.org/10.1111/j.1468-3083.2011.04078.x
http://www.ncbi.nlm.nih.gov/pubmed/21504485
http://doi.org/10.1016/j.jaad.2015.03.049
http://doi.org/10.3322/caac.21660
http://doi.org/10.1111/liv.14533
http://doi.org/10.3390/cancers13020187
http://doi.org/10.1038/s41575-020-00408-y
http://www.ncbi.nlm.nih.gov/pubmed/33568794
http://doi.org/10.1111/apt.16664
http://www.ncbi.nlm.nih.gov/pubmed/34671996

	Introduction 
	A3AR Agonists: Piclidenoson and Namodenoson 
	Piclidenoson and Namodenoson: Pharmacological Activity 
	Piclidenoson and Namodenoson: Mechanism of Action 

	Piclidenoson: Clinical Development 
	Piclidenoson in Rheumatoid Arthritis (RA) 
	Piclidenoson in RA: Phase IIa Study 
	Piclidenoson in RA: Phase IIb Studies 
	Piclidenoson in RA: Phase III Study 

	Piclidenoson in Psoriasis 
	Piclidenoson in Psoriasis: Phase II Study 
	Piclidenoson in Psoriasis: Phase II/III Study 
	Piclidenoson in Psoriasis: Phase III Study 


	Namodenoson: Clinical Development 
	Namodenson in Hepatocellular Carcinoma (HCC) 
	Namodenoson in HCC: Phase I/II Study 
	Namodenoson in HCC: Phase II Study 

	Namodenson in NASH 

	Conclusions 
	References

