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Background:   
 
Renal cell carcinoma 
Immunotherapy in advanced RCC 
Immunotherapy is a vital component of the management of advanced/metastatic RCC. 
Recently, ICIs modulating the PD-1/PD-L1 and CTLA-4 pathways have entered the treatment 
armamentarium, producing encouraging objective response rates and durable responses 
across lines of therapy in large clinical trials.  
 
Nivolumab in combination with the CTLA-4 inhibitor ipilimumab, originally approved in the 
second-line setting1–3, 4–6 has also been approved in the frontline setting for patients with 
intermediate- and poor-risk disease, based on the CheckMate -214 trial.7–16 Survival benefits 
(including complete responses) were observed with nivolumab plus ipilimumab vs. sunitinib in 
intention-to-treat (ITT) and intermediate/poor-risk patients; these benefits were maintained at 5-
year follow-up.17 Survival benefits were also noted in intermediate/poor-risk patients with 
sarcomatoid features.18 Objective response rate was higher with nivolumab plus ipilimumab vs. 
sunitinib, more patients had complete response, and mDOR was longer. Regardless of PD-L1 
status, the overall efficacy was superior with nivolumab plus ipilimumab vs sunitinib, and 
clinically meaningful benefit was demonstrated in long-term OS, PFS.19 Regarding safety 
across both treatment arms, 47% of patients experienced grade 3/4 treatment-related adverse 
events. Real-world data on first-line nivolumab plus ipilimumab in metastatic RCC have shown 
comparable efficacy and toxicity profiles to those observed in CheckMate -214,20 as well as 
survival benefits in patients with brain metastasis.21 
 
Combination immunotherapy plus targeted therapy for advanced RCC 
Various combinations of immunotherapy and targeted therapies have been studied in advanced 

or metastatic RCC. 

• The VEGFR TKI axitinib was combined with pembrolizumab in a phase 3 trial 

(KEYNOTE-426). The combination yielded significant improvements in OS and PFS vs. 

sunitinib; benefits were noted in PD-L1-positive and -negative patients and across all risk 

groups, as well as in sarcomatoid patients.22,23 Based on these data, the combination 

was approved for use in the frontline advanced RCC setting in April 2019.24 Results from 

42.8-month follow-up of KEYNOTE-426 have recently been reported, including 

outcomes with subsequent therapy, representing the longest follow-up to date of 

combined immunotherapy and TKI treatment for advanced RCC.25,26  

• Axitinib has also been combined with the anti-PD-L1 agent avelumab in the frontline 

setting, in the phase 3 JAVELIN Renal 101 study. Results showed that PFS was 

significantly prolonged with the combination vs. sunitinib, and this benefit was observed 

regardless of PD-L1 status, leading to FDA approval in May 2019.27–34 

• The combination of cabozantinib plus nivolumab has also been approved by the FDA in 

January 2021 for use in first-line advanced RCC, based on results of CheckMate -9ER 

trial.35–44 Efficacy benefits were observed regardless of IMDC risk status, organ site of 

metastasis, or extent of tumor burden at baseline.38 A 32.9-month median follow-up 

demonstrated improved overall survival with nivolumab plus cabozantinib vs. sunitinib. 

Both PFS and ORR benefits were maintained for nivolumab plus cabozantinib vs. 

sunitinib.45 Further, the combination was shown to result in clinically meaningful 

prolongation of quality-adjusted survival; most gains were driven by added time in 

relatively good health (ie, TWiST).39,46  



• The combination of lenvatinib and pembrolizumab was approved for the first-line 

treatment of advanced RCC in August 2021, based on the phase 3 CLEAR trial.47–52 At a 

median follow up of 28.7 months, lenvatinib plus pembrolizumab demonstrated a 

significant improvement in PFS, OS, and ORR compared to sunitinib across MSKCC 

and IMDC risk groups.53 Secondary analyses further demonstrated consistent survival 

benefits vs. sunitinib in patients with target kidney lesions, sarcomatoid histology, bone 

and/or liver metastases, and no prior nephrectomy.49,50 Patient-reported symptoms and 

HR-QOL also improved.51 

• The phase 3 COSMIC-313 study evaluating cabozantinib in combination with nivolumab 

and ipilimumab in patients with previously untreated, IMDC intermediate- or poor-risk 

advanced RCC recently met its primary endpoint, demonstrating significant improvement 

in PFS at the primary analysis; data for overall survival are immature at this time and is 

being followed for future analysis.54–58 

 

Education Needs: 
 
Medically accurate, fair-balanced learning programs are required to maximize transparency and 
minimize clinician bias in the provision of medical education. Applying evidence-based scientific 
knowledge significantly contributes to professional competencies of HCPs and improves patient 
outcomes.  
 
This virtual, live stream webcast will ensure timely and effective communication of the latest 
science and clinical trial data surrounding current and emerging immunotherapies in renal cell 
carcinoma.  
 
The on-demand activity format should encourage learner participation through a chapterized, 
case-based program. 
 
The following educational needs should be addressed through this educational program: 
 
Renal cell carcinoma 

• Assess the therapeutic roles of and key efficacy and safety evidence on current or 
emerging systemic therapy strategies for patients with advanced/metastatic RCC 

• Formulate individualized treatment plans for patients with advanced/metastatic RCC 
that incorporate current and emerging therapeutic approaches, latest evidence, 
guideline recommendations, and patient-, disease- and treatment-specific factors 

• Integrate evidence-based strategies and best practices to recognize, mitigate and 
manage the adverse events associated with treatment approaches for patients with 
advanced/metastatic RCC 
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The content and/or the format of the CME/CE activity and its related materials must be designed in 
such a way that it addresses the educational needs of health care professionals and, if appropriate, 
tools/aids that can help health care practitioners communicate with or better manage their patients. 

Presentations and content must give a scientifically sound, fair and balanced overview of new and 
emerging therapeutic options currently available or in development to manage or prevent this disease. 

 
Note: The accredited provider and, if applicable, the medical education provider (MEP) or other third 
party executing the activities are expected to comply with current ethical codes and regulations. They 
must have a conflict-of-interest policy in place to identify and resolve all conflicts of interest from all 
contributors and staff developing the content of the activity prior to delivery of the program, and must 
have a separate company providing/accrediting independent medical education if they are also 
performing promotional activities. 
 
If your organization wishes to submit an educational grant request, please use the online application 
available on the Bristol Myers Squibb Independent Medical Education website: 
http://www.bms.com/grantsandgiving 

 

Grant Proposals should include, but not be limited to, the following information: 

http://www.bms.com/grantsandgiving


• Executive Summary:  The Executive Summary should consist of 1-2 pages and highlight 
the key areas as described below.  
 

• Needs Assessment/Gaps/Barriers: Needs assessment should be referenced and demonstrate 
an understanding of the specific gaps and barriers of the target audiences. The needs 
assessment must be independently developed and validated by the educational provider. 

 

• Target Audience and Audience Generation: Target audience for educational program must be 
identified within the proposal. In addition, please describe methods for reaching target 
audience(s) and any unique recruitment methods that will be utilized. The anticipated or 
estimated participant reach should also be included, with a breakdown for each modality included 
in the proposal, as applicable (e.g., number of participants for the live activity, the live webcast, 
and enduring activity). 
 

• Learning Objectives: The learning objectives must be written in terms of what the learner will 
achieve as a result of attending.  The objectives must be clearly defined, measurable, attainable 
and address the identified gaps and barriers. 

 

• Educational Design and Methods: Describe the approach used to address knowledge, 
competence, and performance gaps that underlie identified healthcare gaps. The proposal should 
include strategies that ensure reinforcement of learning through use of multiple educational 
interventions and include practice resources and tools, as applicable. 
 

• Communication and Publication Plan: Provide a description of how the provider will 
communicate the progress and outcomes of the educational program to the supporter It is highly 
recommended to describe how the results of the activity will be presented, published, or 
disseminated. 
 

• Innovation: Describe how this project is innovative and engages the learners to improve 
knowledge, competence and/or performance. Further describe how this project might build on 
existing work, pilot projects or ongoing projects developed either by your institution or other 
institutions related to this topic. 

 

• Program Evaluation and Outcomes Reporting: Description of the approach to evaluate the 
reach and quality of the educational program. Describe methods used for determining the impact 
of the educational program on closing identified healthcare gaps. 

o Please refer to “Guidance for Outcomes Report” (on the BMS grants website) for a 
detailed explanation of preferred outcomes reporting methods and timelines. 

o Remember that knowledge, performance and competency based outcome measures 
according to Moore’s Levels 4 & 5 are required. Level 6 outcomes are highly favored and 
recommended when possible. 

 

• Budget: Detailed budget with rationale of expenses, including breakdown of costs, content cost 
per activity, out-of-pocket cost per activity, and management cost per activity. 

 
 


