
Nivolumab improves response rate 
in Japanese patients treated for 

renal cell carcinoma 
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Presentation Notes
This micrograph shows clear cell renal cell carcinoma on the right and the non-tumor kidney on the left.Renal cell carcinoma. In: Wikipedia. ; 2019. https://en.wikipedia.org/w/index.php?title=Renal_cell_carcinoma&oldid=905139659. Accessed August 20, 2019.



Accounts for 2.4% of adult malignancies1 

30% of patients present with metastatic disease1 

40% of patients will die from metastases1 

13th most common cause of cancer death worldwide2 

Renal cell carcinoma (RCC) is highly lethal 

1Mazza C, et al. Ther Adv Med Oncol. 2017;9(3):171-181. 
2Capitanio U, et al. Eur Urol. 2019;75(1):74-84.  
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Presentation Notes
Renal cell carcinoma (RCC) accounts for 2.4% of adult malignancies with 338,000 new cases each year. At a median age for diagnosis of 64, 30% of patients present with synchronous metastatic disease, and 40% will die from metastases.1According to the World Health Organization, there are more than 140,000 RCC-related deaths annually, ranking RCC as the 13th most common cause of cancer death worldwide.21Mazza C, Escudier B, Albiges L. Nivolumab in renal cell carcinoma: latest evidence and clinical potential. Ther Adv Med Oncol. 2017;9(3):171-181. doi:10.1177/17588340166799422Capitanio U, Bensalah K, Bex A, et al. Epidemiology of Renal Cell Carcinoma. Eur Urol. 2019;75(1):74-84. doi:10.1016/j.eururo.2018.08.036



Current treatments for RCC are  
associated with limited overall survival 

Mazza C, et al. Ther Adv Med Oncol. 2017;9(3):171-181. 
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RCC is classified as an ‘immunogenic’ tumor based on the occurrence of spontaneous tumor regression, high level of tumor T-cell infiltration, and responsiveness to immunotherapies.Mazza C, Escudier B, Albiges L. Nivolumab in renal cell carcinoma: latest evidence and clinical potential. Ther Adv Med Oncol. 2017;9(3):171-181. doi:10.1177/1758834016679942



Current treatments for RCC are  
associated with limited overall survival 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. 
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Approved therapies include VEGF pathway inhibitors and mTOR inhibitors. These therapies target complex molecular pathways that regulate tumor angiogenesis as well as cell proliferation and survival.Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026
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Motzer RJ, et al. N Engl J Med. 2015;373(19):1803-1813.  
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Tumors ultimately develop resistance to targeted therapies, and their toxicity often leads to treatment discontinuation.1 The mTOR inhibitor everolimus is recommended to manage advanced RCC after treatment with VEGF pathway inhibitors has failed, however these agents also loose effectiveness and are associated with limited overall survival.21Mazza C, Escudier B, Albiges L. Nivolumab in renal cell carcinoma: latest evidence and clinical potential. Ther Adv Med Oncol. 2017;9(3):171-181. doi:10.1177/17588340166799422Motzer RJ, Escudier B, McDermott DF, et al. Nivolumab versus Everolimus in Advanced Renal-Cell Carcinoma. N Engl J Med. 2015;373(19):1803-1813. doi:10.1056/NEJMoa1510665



Promising immunotherapies restore  
the anticancer immune response 

Mazza C, et al. Ther Adv Med Oncol. 2017;9(3):171-181.    
Thompson RH, et al. Cancer Res. 2006;66(7):3381-3385.  
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TCR = T-cell receptor 
MHC = major histocompatibility complex 

PD-L1 = programmed death-ligand 1 
PD-1 = programmed death protein 1 
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Presentation Notes
New immunotherapies are aimed to reduce immune inhibitory signaling and restore the patient’s natural tumor-specific T-cell-mediated immune response. Tumors can escape the immune system by dysregulating immune-checkpoint receptors such as programmed death protein 1 (PD-1) through the expression of programmed death-ligand 1 (PD-L1).1 Expression of PD-L1 in RCC is associated with distant metastatic relapse and poor survival.21Mazza C, Escudier B, Albiges L. Nivolumab in renal cell carcinoma: latest evidence and clinical potential. Ther Adv Med Oncol. 2017;9(3):171-181. doi:10.1177/17588340166799422Thompson RH, Kuntz SM, Leibovich BC, et al. Tumor B7-H1 is associated with poor prognosis in renal cell carcinoma patients with long-term follow-up. Cancer Res. 2006;66(7):3381-3385. doi:10.1158/0008-5472.CAN-05-4303



Promising immunotherapies restore  
the anticancer immune response 

Mazza C, et al. Ther Adv Med Oncol. 2017;9(3):171-181. 
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Nivolumab is a humanized monoclonal antibody that selectively blocks the interaction between PD-1 and PD-L1, restoring the anticancer immune response.11Mazza C, Escudier B, Albiges L. Nivolumab in renal cell carcinoma: latest evidence and clinical potential. Ther Adv Med Oncol. 2017;9(3):171-181. doi:10.1177/1758834016679942



Motzer RJ, et al. N Engl J Med. 2015;373(19):1803-1813.    
Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. 
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HR (95% CI) 0.73 (0.61-0.88) 
P = 0.0006 

Nivolumab improves overall survival (OS) versus 
everolimus in patients with advanced RCC 
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Presentation Notes
Recently, the randomized, open-label, phase 3 CheckMate 025 study compared nivolumab versus everolimus treatment in patients with RCC who had received previous therapy.Among 410 patients treated with nivolumab versus 411 patients treated with everolimus, nivolumab improved overall survival (OS) with a median OS of 26.0 months versus 19.7 months, respectively. The hazard ratio for death for nivolumab versus everolimus was 0.73. Furthermore, nivolumab was associated with fewer Grade 3 or 4 treatment-related adverse events than everolimus.1,21Motzer RJ, Escudier B, McDermott DF, et al. Nivolumab versus Everolimus in Advanced Renal-Cell Carcinoma. N Engl J Med. 2015;373(19):1803-1813. doi:10.1056/NEJMoa15106652Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



Does nivolumab improve OS in  
a Japanese subgroup? 

Liu X, et al. Acta Oncologica. 2017;56(4):582-589.  
Ye D, et al. Clin Genitourin Cancer. 2014;12(4):225-233.  
Oh WK, et al. International Journal of Oncology. 2014;44(1):5-16.  

Efficacy/safety 
may differ in Asian countries 

Presenter
Presentation Notes
Observed differences in the efficacy and safety of RCC therapies in Asian versus Caucasian patients warrant specific investigation of agents in the Asian population. Treatment patterns for RCC differ in Asian versus Western countries. Discrepancies in treatment outcomes may arise from genetic and/or environmental factors.1-31Liu X, Fiocco M, Swen JJ, Guchelaar H-J. Assessment of ethnic differences in sunitinib outcome between Caucasian and Asian patients with metastatic renal cell carcinoma: a meta-analysis. Acta Oncologica. 2017;56(4):582-589. doi:10.1080/0284186X.2016.12656662Ye D, Eto M, Chung JS, et al. Use of targeted therapies for advanced renal cell carcinoma in the Asia-Pacific region: opinion statement from China, Japan, Taiwan, Korea, and Australia. Clin Genitourin Cancer. 2014;12(4):225-233. doi:10.1016/j.clgc.2014.01.0073Oh WK, McDermott D, Porta C, et al. Angiogenesis inhibitor therapies for advanced renal cell carcinoma: Toxicity and treatment patterns in clinical practice from a global medical chart review. International Journal of Oncology. 2014;44(1):5-16. doi:10.3892/ijo.2013.2181
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Does nivolumab improve OS in  
a Japanese subgroup? 

Presenter
Presentation Notes
Japanese patients treated with nivolumab and everolimus in the CheckMate 025 study were sorted into a Japanese subgroup.



OS and Overall Response Rate (ORR) 
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Efficacy/safety 
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Does nivolumab improve OS in  
a Japanese subgroup? 
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Presentation Notes
Efficacy and safety of the treatments were assessed, with a minimum follow-up of at least 26 months.  
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Presentation Notes
The Japanese subgroup was compared with the global population for any differences in efficacy and safety of the treatments.



Japanese and global subgroups of the 
CheckMate 025 study were assessed  

Motzer RJ, et al. N Engl J Med. 2015;373(19):1803-1813.  
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Presentation Notes
In the CheckMate 025 study, patients were randomized 1:1 to receive intravenous nivolumab at a dose of 3 mg per kg of body weight every 2 weeks or an oral everolimus 10-mg tablet once daily. Patient eligibility criteria included histological confirmation of advanced or metastatic renal-cell carcinoma with a clear-cell component. Furthermore, the patients must have received one or two previous regimens of antiangiogenic therapy.1Motzer RJ, Escudier B, McDermott DF, et al. Nivolumab versus Everolimus in Advanced Renal-Cell Carcinoma. N Engl J Med. 2015;373(19):1803-1813. doi:10.1056/NEJMoa1510665



Japanese and global subgroups of the 
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Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. 
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Of 410 patients receiving nivolumab and 411 patients receiving everolimus, 37 and 26 were Japanese, respectively.11Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026
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The primary outcome was overall survival.  Secondary endpoints included ORR, progression-free survival, and safety.11Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026
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Does nivolumab improve OS in a Japanese subgroup?



Median OS was not reached for either treatment 
in the Japanese subgroup 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646.      *NR = not reached 
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Presentation Notes
The OS was higher with nivolumab in the Japanese subgroup compared to the global population. OS was similar between nivolumab and everolimus in Japanese patients, with medians not reached. 1Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



ORR (anti-tumor activity) 

Nivolumab had superior efficacy to 
everolimus for both groups 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. nivolumab everolimus 
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Presentation Notes
The ORR, measured as anti-tumor activity, was 26% for nivolumab-treated patients and 5% for patients treated with everolimus (odds ratio 6.13; 95% CI: 3.77-9.95) in the global population. For the Japanese subgroup, the ORR was 43% for nivolumab versus 8% for everolimus (odds ratio 9.14; 95% CI: 1.76-88.33).1Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



Nivolumab had superior safety to 
everolimus for both groups 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. nivolumab everolimus 
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Presentation Notes
In the global population, treatment-related adverse events (AEs) were experienced in 79% of those treated with nivolumab and 88% of those treated with everolimus. This trend was more pronounced in Japanese patients, where any-grade treatment-related AEs occurred in 78% of patients receiving nivolumab and 100% of those receiving everolimus. 1Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



Nivolumab had superior safety to  
everolimus for both groups 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. 
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Presentation Notes
Grade 3 or 4 treatment-related AEs were observed in 20% of the nivolumab-treated and 37% of the everolimus-treated global population. Among Japanese patients, Grade 3 or 4 treatment-related AEs occurred in 19% and 58%, respectively. 1Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



Japanese patients had a higher response 
rate to nivolumab versus everolimus 

Tomita Y, et al.  Jpn J Clin Oncol. 2017;47(7):639-646. 
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Overall, Japanese patients had a higher response rate with nivolumab versus everolimus, with median OS not reached, and a favorable safety profile.11Tomita Y, Fukasawa S, Shinohara N, et al. Nivolumab versus everolimus in advanced renal cell carcinoma: Japanese subgroup 3-year follow-up analysis from the Phase III CheckMate 025 study. Jpn J Clin Oncol. 2019;49(6):506-514. doi:10.1093/jjco/hyz026



These results support the recent approval of nivolumab for 
previously treated RCC patients in Japan 
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