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1. INTRODUCTION: VUMC has long been home to a critical mass of RCC basic, translational,
and clinical researchers. To amplify the impact of VUMC’s efforts, RCC Consortium
membership was sought and accomplished in the last funding cycle. Harnessing the expertise
of VUMC members, two protocols have been accepted by the Consortium for execution as
described below.

2. KEYWORDS: RENAL CELL CARCINOMA, CTDNA, CIFORADENANT

3. ACCOMPLISHMENTS: VUMC with Dr. Scott Haake has created the first translational study
understanding novel techniques to measure ctDNA in patients with kidney cancer at time of
diagnosis and while on therapy. On this protocol 69 patients were enrolled at Vanderbilt, 24 at
MDACC, 13 at UPENN, 6 at UTSW, and 12 at UMich. This protocol will complete accrual Q1
2023.

Dr. Beckermann and Rini created the first therapeutic clinical trial conducted under Consortium
auspices. Ciforadenant is an investigational immunotherapeutic small molecule that selectively
and reversibly binds adenosine-2A receptors (A2aRs) on T lymphocytes and other cells of the
immune system. Preclinical studies show that the addition of ciforadenant to CTLA4 and PD1
blockade shows enhanced efficacy and in some cases elimination of the established tumors
(Willingham et al., 2018). Recently, in a first in human study, the A2AR antagonist ciforadenant
was found to be safe and showed activity as monotherapy in RCC patients with refractory
disease following multiple lines of therapy showing a median progression free survival (mPFS)
of 4.1 months (Fong et al., 2019). INC is a Phase 1b/2 single-arm, multicenter study to assess
safety and efficacy of the combination of ipilimumab, nivolumab, and ciforadenant in the




frontline treatment of patients with advance clear cell renal cell carcinoma. The primary
objective is to determine the safety and tolerability and to assess the depth of response (>50%
by RECIST 1.1 Eisenhaur, 2009) based on a Bayesian design in patients with advanced RCC
treated with ipilimumab, nivolumab, and ciforadenant. Secondary objectives will estimate the
objective response rate (ORR), duration of response (DOR) progression free survival (PFS),
progressive disease (PD) rate, and irAE rate of ipilimumab, nivolumab, and ciforadenant
combination in untreated advanced RCC. Exploratory objectives include assessing gene
expression signatures and pharmacodynamic parameters with outcome.

4. IMPACT: The projects noted above have the potential to impact RCC therapeutics. ctDNA is
emerging across cancers as a potentially effective way to monitor for disease recurrence and
the effectiveness of systemic therapy. RCC has been considered a ‘low shedding’ tumor, and
techniques developed through the Consortium ctDNA project will enable better ctDNA
detection. This is a critical first step in applying the technology to the therapeutic setting.
Further, the clinical trial of Ipi/Nivo + ciforadent will represent one of the first all-immune triplets
to be tested in advanced RCC. Adenosine signaling contributes to immune suppression by
downregulating T cell activity and increasing myeloid suppressive activity with preclinical and
early phase clinical data to support the use of ciforadenant an adenosine 2A receptor
antagonist to block the pathway. The propose Phase %% trial will have a lead in of 8 patients
assessing safety in the novel combination with ipilimumab and nivolumab and then an
expansion for a total of 51 patients to enroll will assess efficacy by asking if this combination
increases the percentage of patients achieving a >50% shrinkage in tumor volume. We believe
the establishment of safety and a signal of clinical activity will lead to large-scale clinical trials
that could impact the initial standard of care in advanced RCC.
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