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Background: The Italian Renal Cell Cancer Early Access Program was an expanded
access program that allowed access to nivolumab, for patients (pts) with mRCC prior
to regulatory approval.

Methods: Pts with mRCC previously treated with agents targeting the vascular endo-
thelial growth factor pathway were eligible to receive nivolumab 3 mg/kg once every 2
weeks. Pts included in the analysis had received� 1 dose of nivolumab and were moni-
tored for adverse events (AEs) using CTCAE v.4.0. Association between sex, age, BMI,
metastatic sites, number and kind of previous therapies, ECOG PS and related toxicity
were evaluated with a logistic regression model that identified only age� 65 years
(Odds Ratio¼ 1.54 (1.00-2.38; P¼ 0.05).

Results: A total of 389 pts were enrolled between July 2015 and April 2016, 79% after 2
or more lines of therapy. The most common any-grade treatment-related AEs were
fatigue (13%) and rash (9%). Twenty-two (5.7%) pts discontinued treatment due to
AEs. There were no treatment-related deaths. Treatment-related AEs (grade 1-4) were
reported in 32% of pts. Median time to appearance of AEs was 1.4 months (range 0-
11.4). Grade 3–4 AEs occurred in 27 (7%) pts. Of the 22 serious AEs who induced treat-
ment discontinuation, 11 (50%) were considered irAEs including: grade 4 hyperglice-
mia (n¼ 1), grade 3 diarrhea (n¼ 1), grade 3 pulmonitis (n¼ 1), grade 3 bronchiolitis
obliterans organising pneumonia (BOOP) (n¼ 1), grade 3 asthenia (n¼ 1), grade 3
hypertension (n¼ 1), grade 3 skin toxicity (n¼ 1), grade 3 tremor (n¼ 1), grade 2 eye-
lid ptosis (n¼ 1), grade 2 liver toxicity (n¼ 1), grade 2 hypothyroidism (n¼ 1). AEs
were generally manageable with treatment as per protocol-specific guidelines. At a
median follow-up of 12 months, the median progression-free survival was 4.5 months
(95% CI 3.7 - 6.2), the 12-months overall survival rate was 63%. Pts with toxicity (124
pts) had a significant (P¼ 0.01) longer survival (1 year OS 69%) in comparison to pts
who did not experience AEs (1 year OS 59%).

Conclusions: The appearance of AEs strongly correlates with survival benefit in a real-
life population of mRCC pts treated with Nivolumab.
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Background: It is well established that renal cell carcinoma (RCC) is an obesity-associ-
ated cancer. Adiponectin, a major adipocyte-secreted adipokine, plays anti-tumor
properties in many malignancies, but exerted paradoxical actions on RCC. Herein, we
investigated the effects of adiponectin on RCC progression and resistance to sunitinib,
and to exploit this molecular mechanism.

Methods: Tissues were collected from 126 patients with metastatic renal cell carcinoma
(mRCC) treated with tyrosine kinase inhibitor (TKI) therapy. Tumor Adiponectine
receptor 1 (AdipoR1) and Adiponectine receptor 2 (AdipoR2) were detected by immu-
nohistochemistry. Assays with RCC cell lines were used to examine the signal transduc-
tion pathways of adiponectin in RCC.

Results: AdipoR2 was generally lower expressed than AdipoR1 in mRCC tumor
(15.6% vs 89.1%, p< 0.001). AdipoR1 expression, but not AdipoR2, was a significant

independent predictor of favorable responding to TKI and good survival outcomes. In
cultured RCC cells adiponectin inhibited migration and invasion of RCC cells and sen-
sitized cells to killing by sunitinib. Mechanistic investigations of ligand–receptor inter-
actions revealed that AdipoR1 could hinder migration and invasion of RCC cells by
blocking GSK3b and b-Catenin pathway and increase cells sensitivity to sunitinib
through inhibiting AKT and NF-jB pathway. However, AdipoR2 was not associated
with the tumor-limiting properties of adiponectin.

Conclusions: These results show that AdipoR1 is a potential prognostic marker for
favorable outcomes of mRCC patients. Adiponectin-AdipoR1 axis could be a plausible
target to impede tumor progression and sensitize tumors to TKI therapy.
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Background: Majority of patients (pts) with ccRCC at first line (1L) treatment are clas-
sified in the IR subgroup according to International Metastatic Renal Cell Carcinoma
Database Consortium (IMDC) model. IR represents a heterogeneous class of pts while
frontline strategies will be chosen on prognostic selection. The aim of this study is to
better characterize IR pts.

Methods: Retrospective analysis was performed from IGReCC (Institut Gustave
Roussy Renal Cell Carcinoma) database. Overall survival (OS) was defined from start
of 1L therapy to death or last follow-up. A multivariable Cox model with backward
selection procedure (alpha level¼ 0.01) and a Classification and Regression Tree
(CART) analysis were performed to identify which prognostic factors of IMDC score
(time from diagnosis to treatment [DDT]< 1 year, Karnofsky Performance Status
[KPS]< 80%, Hemoglobin< lower limit of normal [LNL], neutrophils> upper nor-
mal level [UNL], platelet>UNL, calcium>UNL) were associated to OS in IR pts.

Results: From 2005 to 2016, 777 pts with ccRCC were treated with an anti-VEGF first
line therapy. Among 571 evaluable pts for IMDC score, 199 (35%) pts were classified as
good risk, 82 (14%) as poor risk and 290 (51%) as IR. Median OS for IR pts was 24
months (mo). Within the IR population, only platelet (PLT) count was significantly
associated to OS with a hazard ratio 1.88 (95%CI 1.27-2.88) p¼ 0.0017. Median OS for
pts with PLT>UNL was 18 months (mo) [95%CI 12-23] versus 29 mo [95%CI 21.4-
35.7] for pts with normal PLT count. Therefore, the selection of PLT count was con-
firmed on bootstrap samples and was also selected for the first split of the CART-tree
analysis.

Conclusions: Pts in the IR group have a heterogeneous prognosis. Elevated PLT count
seems identifies a subgroup of pts with poor outcome in the IMDC intermediate-risk
population with ccRCC.
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Background: As slow disease progression is observed in a subset of mccRCC patients,
watchful waiting can be considered, thereby postponing toxicity of systemic treatment.
To identify those patients, the IMPACT trial evaluated the role of anti-Carbonic
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