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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 
Results will be shown after everyone has answered.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available 
options. Results will be shown after everyone has answered.
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Meet The Professor with Dr Jonasch

MODULE 1: Cases and Questions from Drs Bachow and Flores

• Dr Bachow: A 71-year-old man with metastatic clear cell renal cell carcinoma (ccRCC)

- Parts 1 and 2

• Dr Flores: An obese 61-year-old man with metastatic RCC

• Dr Flores: A 63-year-old Asian woman with metastatic ccRCC

• Dr Bachow: A 53-year-old woman with metastatic non-clear-cell RCC

• Dr Flores: A 58-year-old man with metastatic ccRCC

MODULE 2: Renal Cell Carcinoma Journal Club with Dr Jonasch

MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets



Case Presentation – Dr Bachow: A 71-year-old man 
with metastatic ccRCC – Part 1

• Presents with neurologic deficits

• CT brain: 4-cm left cerebellar hemorrhage à craniotomy (pathology: Clear cell RCC)

• MRI abdomen: 9.7-cm mass on lower pole of left kidney

Question

• Should this patient proceed directly to a cytoreductive nephrectomy or should we place this 
patient on systemic therapy? 

Dr Spencer Henick Bachow



Case Presentation – Dr Bachow: A 71-year-old man 
with metastatic ccRCC – Part 2
• Presents with neurologic decline à CT brain: 4-cm left cerebellar hemorrhage 

à craniotomy (pathology: clear cell RCC)
• MRI abdomen: 9.7-cm mass on lower pole of left kidney

• 2/2019: Radical nephrectomy (T3aNx, clear cell type), with adrenal gland involvement
• 7/2019 PET CT: 3.4-cm pectoralis major encased mass biopsy-proven mRCC
• NGS on primary tumor: von Hippel-Lindau exon 3 mutation, SETD2 mutation, TMB-low, mismatch 

repair proficient, PD-L1: 0% 
• Ipilimumab/nivolumab x 4 à PD, with new brain metastases à SBRT, chest wall mass and other 

lesions
• 11/2019: Cabozantinib, with dose reduction due to diarrhea

Question
• Does the von Hippel-Lindau gene mutation or the SETD2 mutation have implications for 

treatment in patients with metastatic ccRCC?

Dr Spencer Henick Bachow



Nat Rev Nephrol 2020;[Online ahead of print]



Key Discoveries in ccRCC Genomics

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Key Events in Clear Cell Renal Cell Carcinoma Progression

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Non-HIF Targets of VHL: von Hippel–Lindau (VHL) Regulates NF-κB 
Through Hypoxia-Inducible Factor (HIF)-Dependent and 
Independent Mechanisms

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Non-HIF Targets of VHL: Extracellular Matrix Homeostasis Is 
Dependent on the Interaction Between VHL and Fibronectin and 
Requires CK2-Mediated Phosphorylation and Neddylation of VHL

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Non-HIF Targets of VHL: VHL Regulates the Primary Cilium and Mitosis

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Factors Influencing Mismatch Repair in ccRCC

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Factors Influencing Homologous Recombination Repair in Clear 
Cell Renal Cell Carcinoma

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Alterations in the Immune Microenvironment in Clear Cell Renal 
Cell Carcinoma

Jonasch E et al. Nat Rev Nephrol 2020;[Online ahead of print]. 



Case Presentation – Dr Flores: An obese 61-year-old 
man with metastatic RCC

• History of hematuria that was self-limiting, obesity, HTN and atrial fibrillation (apixaban)

• Right renal mass 8.4 x 7.2-cm and bilateral pulmonary nodules

• Developed a TIA while being worked up and also found to be hypercalcemic, which was treated

• Plan: Discuss pros and cons of single-agent immunotherapy versus pembrolizumab/axitinib

Question

• What are your thoughts about the pros and cons of single-agent immunotherapy versus 
pembrolizumab/axitinib for this patient?

Dr Maria Regina Flores



Case Presentation – Dr Flores: A 63-year-old Asian 
woman with metastatic ccRCC

• 5/2015: Diagnosed with ccRCC, Fuhrman Grade 4, with sarcomatoid
differentiation 40% and rhabdoid features 50%

• Developed lung metastasis that required decortication 5 months after her nephrectomy 

• Clinical trial with bevacizumab and atezolizumab  à PR, with stable disease for at least 2 years
- Occasional proteinuria prompting drug hold but no nephrotic syndrome
- Study ended in 2020 but continued treatment via compassionate use

Questions

• Would you stop treatment, given the stability of her disease for over 2 years? 

• If she progresses on bevacizumab/atezolizumab, what drug sequencing would you use? 

• How do you approach RCC with sarcomatoid histology outside of a clinical trial?

• If she were not enrolled on this clinical trial, what treatment would you have recommended? 

Dr Maria Regina Flores



Case Presentation – Dr Bachow: A 53-year-old woman 
with metastatic non-clear cell RCC

• 10/2019: Diagnosed with RCC and multiple osseous metastases affecting the 
spine and several other bones, requiring surgical and radiologic interventions

• 11/2019: Cytoreductive nephrectomy for left 12.2-cm chromophobe RCC, with sarcomatoid features

• 12/2019: New bone metastases and bilateral pulmonary nodules

• Axitinib/pembrolizumab x 2 à florid PD

• Cabozantinib à florid PD throughout all vertebral bodies

• 3/2020: Everolimus/lenvatinib, with marked improvement x 3 months à PD

• ECOG PS 3-4 but patient and family desired treatment: Ipilimumab/nivolumab x 1 à brain metastases 

Questions

• How do you approach up-front therapy in patients with metastatic non-clear cell RCC?

• Is there ever a role in re-treating with an immune checkpoint inhibitor or a combination of immune 
checkpoint inhibitors in patients with metastatic RCC who had prior progression on 
an immune checkpoint inhibitor?

Dr Spencer Henick Bachow



Case Presentation – Dr Flores: A 58-year-old man with 
metastatic ccRCC
• 11/2016: Right papillary RCC s/p nephrectomy

• 8/2018: Bone and soft tissue metastases, biopsy-proven clear cell carcinoma

• Nivolumab/ipilimumab à PD

• Clinical trial of cabozantinib plus CB-839 or placebo but discontinued after 1 cycle due to toxicity

• Patient desired re-challenge with immunotherapy, or potentially interleukin-2 (IL-2)/interferon

• Pembrolizumab/axitinib x 5 months à PD

• Lenvatinib/everolimus

Questions

• What would be your next line of treatment, given what he has received so far? 

• Does IL-2/interferon still have a role in RCC?

Dr Maria Regina Flores



Meet The Professor with Dr Jonasch

MODULE 1: Cases and Questions from Drs Bachow and Flores

MODULE 2: Renal Cell Carcinoma Journal Club with Dr Jonasch
• A review on von Hippel-Lindau disease

• Exposure-response modeling of cabozantinib: Implications for patient care

• Nivolumab for metastatic non-clear cell RCC

• Outcomes for patients with metastatic RCC with sarcomatoid dedifferentiation to immune checkpoint inhibitors (ICIs)

• Macrophage HIF-1α: An independent prognostic indicator in RCC

• Combination therapy with nivolumab and tyrosine kinase inhibitors for metastatic RCC (mRCC)

• Axitinib with ICIs: Consensus recommendation for treatment optimization and management of related AEs

• Clear cell RCC ontogeny and mechanisms of lethality

• Oral HIF-2α inhibitor MK-6482 for von Hippel-Lindau disease-associated RCC

• Society for Immunotherapy of Cancer consensus statement on immunotherapy for advanced RCC

MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets



Retina 2019;39(12):2243-53



Role of pVHL in the Adaptive Response to Hypoxic Conditions

Aronow ME et al. Retina 2019;39(12):2243-53.





Oncologist 2020;25(3):252-8 





Clin Cancer Res 2020;26(18):4970-82 



Combination Therapy with Nivolumab and Tyrosine 
Kinase Inhibitors in Patients with Metastatic Renal 
Cell Carcinoma 

Garmezy B et al.
ASCO 2020;Abstract e17090.



Br J Cancer 2020;123(6):898-904 



Managing Treatment-Induced Diarrhea

Grünwald V et al. Br J Cancer 2020;123(6):898-904. 



Managing Treatment-Induced Hepatitis

Grünwald V et al. Br J Cancer 2020;123(6):898-904. 



Managing Fatigue

Grünwald V et al. Br J Cancer 2020;123(6):898-904. 



Escalation Schema for Immunosuppressive Treatment of
Immune-Related Hepatic Toxicity

Grünwald V et al. Br J Cancer 2020;123(6):898-904. 



Phase II Study of the Oral HIF-2α Inhibitor MK-6482 
for von Hippel-Lindau Disease-Associated Renal Cell 
Carcinoma 

Jonasch E et al.
ASCO 2020;Abstract 5003.





Immunotherapy Treatment Algorithm for Patients with 
Advanced Renal Cell Carcinoma – Part 1

Rini BI et al. J Immunother Cancer 2019;7(1):354.



Immunotherapy Treatment Algorithm for Patients with 
Advanced Renal Cell Carcinoma – Part 2

Rini BI et al. J Immunother Cancer 2019;7(1):354.

mature.
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Optimizing Front-Line Decision-Making for 
Advanced Renal Cell Carcinoma (RCC)



Which first-line therapy would you recommend for a 65-year-old patient 
with a history of nephrectomy for clear cell renal cell carcinoma (RCC) 
who on routine follow-up 3 years later is found to have asymptomatic 
bone metastases (PS = 0)? 

1. Nivolumab/ipilimumab
2. Avelumab/axitinib
3. Pembrolizumab/axitinib
4. Nivolumab/cabozantinib
5. Tyrosine kinase inhibitor (TKI) monotherapy 
6. Anti-PD-1/PD-L1 monotherapy
7. Other



Which first-line therapy would you recommend for a 65-year-old
patient with a history of nephrectomy for clear cell renal cell 
carcinoma (RCC) who on routine follow-up 3 years later is found to 
have asymptomatic bone metastases (PS = 0)?  

Nivolumab/cabozantinib

Nivolumab/cabozantinib 

Nivolumab/ipilimumab

Pembrolizumab/axitinib

Pembrolizumab/axitinib

Nivolumab/cabozantinib

Nivolumab/cabozantinib

Pembrolizumab/axitinib

Cabozantinib

Nivolumab/ipilimumab



Which first-line therapy would you recommend for an 80-year-old
patient with a history of nephrectomy for clear cell RCC who on 
routine follow-up 3 years later is found to have asymptomatic 
bone metastases (PS = 0)?  

Nivolumab

Nivolumab/cabozantinib

Nivolumab/cabozantinib

Nivolumab/ipilimumab

Pembrolizumab/axitinib

Pembrolizumab/axitinib

Cabozantinib

Nivolumab/cabozantinib

Pembrolizumab/axitinib

Nivolumab/cabozantinib 



Which first-line therapy would you recommend for a 65-year-old
patient who presents with clear cell RCC with multiple painful 
bone metastases and hemoglobin (Hb) of 11.4 g/dL (PS = 1)?

1. Nivolumab/ipilimumab
2. Avelumab/axitinib
3. Pembrolizumab/axitinib
4. Nivolumab/cabozantinib
5. TKI monotherapy 
6. Anti-PD-1/PD-L1 monotherapy
7. Other



Which first-line therapy would you recommend for a 65-year-old
patient who presents with clear cell RCC with multiple painful bone 
metastases and hemoglobin (Hb) of 11.4 g/dL (PS = 1)?

Nivolumab/cabozantinib

Nivolumab/cabozantinib

Nivolumab/ipilimumab 

Pembrolizumab/axitinib

Pembrolizumab/axitinib

Nivolumab/ipilimumab 

Nivolumab/ipilimumab 

Pembrolizumab/axitinib
and radiation therapy 

Nivolumab/cabozantinib 

Nivolumab/ipilimumab 



Which first-line therapy would you recommend for an 80-year-old
patient who presents with clear cell RCC with multiple painful bone 
metastases and Hb of 11.4 g/dL (PS = 1)?

Nivolumab/cabozantinib

Nivolumab/cabozantinib

Nivolumab/ipilimumab 

Pembrolizumab/axitinib

Pembrolizumab/axitinib

Nivolumab/ipilimumab 

Nivolumab/ipilimumab 

Pembrolizumab/axitinib
and radiation therapy 

Nivolumab/cabozantinib 

Nivolumab/cabozantinib



In general, which first-line therapy would you recommend for a 
65-year-old patient who presents with metastatic clear cell RCC 
and for whom the use of immune checkpoint inhibitors is 
contraindicated?

1. Sunitinib
2. Pazopanib
3. Cabozantinib
4. Axitinib
5. Other



In general, which first-line therapy would you recommend for 
a 65-year-old patient who presents with metastatic clear cell 
RCC and for whom the use of immune checkpoint inhibitors is 
contraindicated?

Sunitinib

Cabozantinib

Axitinib 

Cabozantinib

Pazopanib

Cabozantinib

Cabozantinib

Pazopanib 

Cabozantinib

Cabozantinib



In general, how would you compare the efficacy of tivozanib to 
that of commercially available tyrosine kinase inhibitors (TKIs; 
eg, axitinib, cabozantinib, lenvatinib) in patients with relapsed 
metastatic RCC?

Efficacy is about the same

Efficacy is about the same

I don’t know

Efficacy is about the same

Efficacy is about the same

Efficacy is about the same

I don’t know

Efficacy is about the same

I don’t know (likely same 
as axitinib)

Efficacy is about the same



In general, how would you compare the tolerability of tivozanib to 
that of commercially available TKIs (eg, axitinib, cabozantinib, 
lenvatinib) in patients with relapsed metastatic RCC?

Tivozanib is more tolerable

Tivozanib is more tolerable

Tivozanib is more tolerable

Tivozanib is more tolerable

Tolerability is about the same 

Tolerability is about the same 

Tivozanib is more tolerable

Tivozanib is more tolerable

Tivozanib is more tolerable

Tivozanib is more tolerable



Do you consider PD-L1 levels or tumor mutational burden 
(TMB) at any point in the treatment decision-making process 
for your patients with metastatic RCC?

No 

No 

No

No 

No

No

No 

No 

No

No 



For a patient with metastatic RCC who experiences a complete 
response to checkpoint inhibitor-based therapy and is tolerating 
it well, for how long would you continue treatment? Partial 
response?

3 months / 2 years

1 year / Indefinitely

About 1 year / About 1 year

2 years / 2 years

Usually 1 year / Usually 1 year 

At least 1 year / At least 2 years

Indefinitely / Indefinitely

2 years / nivo indefinitely, 
pembro 2 years

2 years / 2 years

2 years / 2 years



Sequencing of Therapy for Patients with Relapsed/Refractory (R/R) RCC; 
Novel Approaches under Investigation



In general, what would you recommend as second-line treatment 
for a 65-year-old patient (PS 0) with metastatic clear cell RCC 
who receives first-line ipilimumab/nivolumab and experiences 
disease progression after 12 months? 

Cabozantinib

Cabozantinib

Axitinib

Axitinib

Cabozantinib

Cabozantinib

Axitinib

Pembrolizumab/axitinib

Cabozantinib

Cabozantinib



In general, what would you recommend as second-line treatment 
for a 65-year-old patient (PS 0) with metastatic clear cell RCC 
who receives first-line pembrolizumab/axitinib and experiences 
disease progression after 12 months?

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib

Cabozantinib



In general, what would you recommend as second-line treatment 
for a 65-year-old patient (PS 0) with metastatic clear cell RCC 
who receives first-line nivolumab/cabozantinib and experiences 
disease progression after 12 months?

Nivolumab/ipilimumab

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Axitinib

Axitinib

Nivolumab/ipilimumab

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus



What would be your most likely third-line systemic therapy 
recommendation for a 65-year-old patient with metastatic RCC 
who experienced disease progression on first-line 
pembrolizumab/axitinib and second-line cabozantinib (PS 0)?  

Clinical trial with HIF2a inhibitor

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Axitinib

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus



What would be your most likely third-line systemic therapy 
recommendation for a 65-year-old patient with metastatic RCC 
who experienced disease progression on first-line 
ipilimumab/nivolumab and second-line cabozantinib (PS 0)?  

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Axitinib

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Lenvatinib + everolimus

Clinical trial with HIF2a inhibitor



Have you administered or would you administer 
nivolumab/ipilimumab to a patient with metastatic RCC who 
had received a prior checkpoint inhibitor either alone or in 
combination with an anti-angiogenic agent?

I have

I have not and would not

I have

I have

I have not but would for the 
right patient 

I have

I have

I have

I have

I have



Practical Considerations with the Use of Immune Checkpoint Inhibitors 
and TKIs for Advanced RCC



A patient who is experiencing a good response to ICI-based 
therapy for metastatic RCC presents with mild shortness of 
breath and cough and is found to have radiographic evidence of 
pneumonitis in both lungs. What would you recommend? 

Hold the ICI and do not restart 
until PD

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, resume when 
toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved



A patient who is experiencing a good response to ICI-based 
therapy for metastatic RCC reports experiencing an increase of 
6 stools over baseline per day. What would you recommend? 

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

Hold the ICI and resume when 
toxicity has improved

Hold the ICI and resume when 
toxicity has improved

Hold the ICI, administer corticosteroids, 
resume when toxicity improved

HOLD ICI and get a colonoscopy 

Hold the ICI, administer corticosteroids, 
resume when PD



In your clinical experience, what is the most effective way to 
manage the fatigue associated with TKI treatment in patients 
with metastatic RCC?

Dose reduction, hold or 
discontinuation

Dose reduction, hold or discontinuation
Supportive care measures

Dose reduction, hold or discontinuation
Supportive care measures

Dose reduction, hold or discontinuation
Schedule modification

Dose reduction, hold or 
discontinuation

Dose reduction, hold or 
discontinuation

Dose reduction, hold or 
discontinuation

Dose reduction, hold or 
discontinuation

Dose reduction, hold or discontinuation
Supportive care measures

Dose reduction, hold or discontinuation
Supportive care measures



Meet The Professor with Dr Jonasch

MODULE 1: Cases and Questions from Drs Bachow and Flores

MODULE 2: Renal Cell Carcinoma Journal Club with Dr Jonasch
• A review on von Hippel-Lindau disease

• Exposure-response modeling of cabozantinib: Implications for patient care

• Nivolumab for metastatic non-clear cell RCC

• Outcomes for patients with metastatic RCC with sarcomatoid dedifferentiation to immune checkpoint inhibitors (ICIs)

• Macrophage HIF-1α: An independent prognostic indicator in RCC

• Combination therapy with nivolumab and tyrosine kinase inhibitors for metastatic RCC (mRCC)

• Axitinib with ICIs: Consensus recommendation for treatment optimization and management of related AEs

• Clear cell RCC ontogeny and mechanisms of lethality

• Oral HIF-2α inhibitor MK-6482 for von Hippel-Lindau disease-associated RCC

• Society for Immunotherapy of Cancer consensus statement on immunotherapy for advanced RCC

MODULE 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets



ESMO Open 2020;5(6):e001079.



CheckMate 214 Phase III Schema

• Treatment-naïve mRCC
with clear cell 
component

Nivolumab 3 mg/kg + Ipilimumab 1 mg/kg x 4
à Nivolumab 3 mg/kg Q2 wks

Sunitinib 50 mg QD (4 wks on/2 wks off)

Co-Primary Endpoints
Objective response rate (ORR),
Progression-free survival (PFS),
Overall survival in intermediate- and poor-risk patients

Escudier B et al. ESMO 2017;Abstract LBA5; Albiges L et al. ESMO Open 2020;5(6):e001079.

N = 1096
(1:1)

R



CheckMate 214: Overall Response and Best Response Rate per 
IRRC at 4 Years, Minimum Follow-Up in ITT 

Albiges L et al. ESMO Open 2020;5(6):e001079.

Intent-to-Treat Intermediate/Poor Risk Favorable Risk

Nivo + Ipi
(n = 550)

Sunitinib
(n = 546)

Nivo + Ipi
(n = 425)

Sunitinib
(n = 422)

Nivo + Ipi
(n = 125)

Sunitinib
(n = 124)

Confirmed ORR 39.1% 32.4% 41.9% 26.8% 29.6% 51.6%

CR 10.7% 2.6% 10.4% 1.4% 12.0% 6.5%

PR 28.4% 29.9% 31.5% 25.4% 17.6% 45.2%

Stable disease 36.0% 42.1% 30.8% 44.3% 53.6% 34.7%

Progressive disease 17.6% 14.1% 19.3% 16.8% 12.0% 4.8%

Ongoing response 65.1% 52.0% 65.2% 49.6% 64.9% 56.3%



CheckMate 214: Overall Survival (ITT) 

Albiges L et al. ESMO Open 2020;5(6):e001079.



CheckMate 214: Overall Survival (Intermediate/Poor Risk)

Albiges L et al. ESMO Open 2020;5(6):e001079.



Lancet Oncol 2020;21:1563-73



KEYNOTE-426: Overall Survival with Extended Follow-Up

Powles T et al. Lancet Oncol 2020;21:1563-73.

Median
Not reached

35.7 mos



Ann Oncol 2020;31(8):1030-9 



JAVELIN Renal 101: Overall Response and Best Response Rate in 
the PD-L1-Positive and Overall Populations

Choueiri TK et al. Ann Oncol 2020;31(8):1030-9.

PD-L1-Positive Overall

Avelumab + Axitinib
(n = 270)

Sunitinib
(n = 290)

Avelumab + Axitinib
(n = 442)

Sunitinib
(n = 444)

Confirmed ORR 55.9% 27.2% 52.5% 27.3%

CR 5.6% 2.4% 3.8% 2.0%

PR 50.4% 24.8% 48.6% 25.2%

Stable disease 27.0% 41.4% 28.3% 43.7%

Progressive disease 11.5% 22.4% 12.4% 19.4%

Ongoing response 55.6% 53.2% 54.3% 50.4%



JAVELIN Renal 101: PFS in the PD-L1+ and Overall Populations

Time Since Randomization (months) Time Since Randomization (months)

N mPFS

Avelumab + 
axitinib 270 13.8 mo

Sunitinib 290 7.0 mo

HR (p-value) 0.62 (<0.0001)

PD-L1 ≥ 1% Population
N mPFS

Avelumab + 
axitinib 442 13.3 mo

Sunitinib 444 8.0 mo

HR (p-value) 0.69 (<0.0001)

Overall Population

Choueiri TK et al. Ann Oncol 2020;31(8):1030-9.



FDA Approves Nivolumab with Cabozantinib for 
Advanced RCC
Press Release: January 22, 2021

“On January 22, 2021, the Food and Drug Administration approved the combination 
of nivolumab and cabozantinib as first-line treatment for patients with advanced 
renal cell carcinoma (RCC).

Efficacy was evaluated in CHECKMATE-9ER (NCT03141177), a randomized, open-
label trial in patients with previously untreated advanced RCC. Patients were 
randomized to receive either nivolumab 240 mg over 30 minutes every 2 weeks in 
combination with cabozantinib 40 mg orally once daily (n=323) or sunitinib 50 mg 
orally daily for the first 4 weeks of a 6-week cycle (4 weeks on treatment followed 
by 2 weeks off) (n=328).”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-nivolumab-plus-cabozantinib-advanced-renal-cell-carcinoma



Nivolumab plus Cabozantinib versus Sunitinib in 
First-Line Treatment for Advanced Renal Cell 
Carcinoma: First Results from the Randomized 
Phase 3 CheckMate 9ER Trial

Choueiri TK et al.
ESMO 2020;Abstract 696O.



CheckMate 9ER Survival Analyses: Nivolumab/Cabozantinib for 
Previously Untreated Advanced RCC

Choueiri TK et al. ESMO 2020;Abstract 696O.

Progression-free survival per BICR Overall survival



COSMIC-313 Phase III Schema

https://www.urotoday.com/conference-highlights/asco-2020/asco-2020-kidney-cancer/121877-asco-2020-cosmic-313-phase-
iii-study-of-cabozantinib-in-combination-with-nivolumab-and-ipilimumab-in-patients-with-previously-untreated-advanced-
renal-cell-carcinoma-of-intermediate-or-poor-risk.html

Primary Endpoint: PFS by BIRC



Ongoing Phase III KEYNOTE-581/CLEAR (Study 307) Trial Design

Primary endpoint: PFS

Secondary endpoints include: OS, Objective Response, Safety 

Eligibility (N = 959)

• Advanced RCC

• No prior systemic anticancer therapy

• Karnofsky PS ≥70

Lenvatinib + Everolimus

Lenvatinib + PembrolizumabR

Clinicaltrials.gov; NCT02811861 (Accessed February 2021).

Sunitinib



Top-Line Results from the Pivotal Phase III KEYNOTE-
581 (CLEAR) Trial
Press Release: November 10, 2020
“New investigational data were announced demonstrating positive top-line results from the 
pivotal Phase 3 KEYNOTE-581/CLEAR trial (Study 307). In the trial, the combinations of 
pembrolizumab plus lenvatinib, the orally available multiple receptor tyrosine kinase inhibitor, 
and LENVIMA plus everolimus were evaluated versus sunitinib for the first-line treatment of 
patients with advanced RCC. Pembrolizumab plus lenvatinib met the trial’s primary endpoint of 
PFS and its key secondary endpoints of OS and objective response rate (ORR), demonstrating a 
statistically significant and clinically meaningful improvement in PFS, OS and ORR versus sunitinib 
in the intention-to-treat (ITT) study population. 
Lenvatinib plus everolimus also met the trial’s primary endpoint of PFS and a key secondary 
endpoint of ORR, demonstrating a statistically significant and clinically meaningful improvement 
in PFS and ORR versus sunitinib in the ITT study population. The ITT population included patients 
across all Memorial Sloan Kettering Cancer Center (MSKCC) risk groups (favorable, intermediate 
and poor). 
The safety profiles of both pembrolizumab plus lenvatinib and lenvatinib plus everolimus were 
consistent with previously reported studies.”

https://www.merck.com/news/keytruda-pembrolizumab-plus-lenvima-lenvatinib-demonstrated-statistically-significant-improvement-in-
progression-free-survival-pfs-overall-survival-os-and-objective-response-rate/



Phase 3 Trial of Lenvatinib (LEN) plus 
Pembrolizumab (PEMBRO) or Everolimus (EVE) 
versus Sunitinib (SUN) Monotherapy as a First-Line 
Treatment for Patients (pts) with Advanced Renal 
Cell Carcinoma (RCC) (CLEAR study) 

Motzer RJ et al.
Genitourinary Cancers Symposium 2021;Abstract 269.



CLEAR: Response and Survival Analyses

LEN + PEMBRO
(n = 355)

LEN + EVE
(n = 357)

SUNITINIB
(n = 357)

Median PFS 24 mo 15 mo 9 mo

PFS HR vs SUN; 
p-value

0.39 
p < 0.0001

0.65 
p < 0.0001 —

Median OS NR NR NR

OS HR vs SUN; 
p-value

0.66
p = 0.0049

1.15
p = 0.2975 —

24-month OS rate 79% 66% 70%

ORR 71% 54% 36%

ORR odds ratio vs SUN;
Descriptive p-value

4.35
p < 0.0001

2.15
p < 0.0001 —

Complete response 16% 10% 4%

Median DOR 26 mo 17 mo 15 mo

Motzer RJ et al. Genitourinary Cancers Symposium 2021;Abstract 269.



Cabozantinib (C) in Combination with 
Atezolizumab (A) as First-Line Therapy for 
Advanced Clear Cell Renal Cell Carcinoma (ccRCC): 
Results from the COSMIC-021 Study 

Pal S et al.
ESMO 2020;Abstract 702O.



COSMIC-021: Cabozantinib/Atezolizumab in Previously 
Untreated Advanced ccRCC

Pal S et al. ESMO 2020;Abstract 702O.

ORR: 53%
mPFS: 19.5 mo

ORR: 58%
mPFS: 15.1 mo



Select, Ongoing Phase III Clinical Trials in Previously Untreated, 
Metastatic Renal Cell Carcinoma

Study 
acronym

Target 
accrual Randomization

Primary 
endpoint(s)

Estimated 
primary 
completion

COSMIC-313 840 • Cabozantinib + nivolumab + ipilimumab 
(4 doses) à cabozantinib + nivolumab

• Placebo + nivolumab + ipilimumab 
(4 doses) à placebo + nivolumab

PFS Nov 2021

PDIGREE 1,046 After Induction nivolumab/ipilimumab
• Pts with CR à Nivolumab

• Pts with non-CR or non-PD, randomized
à Nivolumab 
à Nivolumab + Cabozantinib

• Pts with PD à Cabozantinib

OS Sept 2021



Sequencing of Therapy for Patients with Relapsed/Refractory 
(R/R) RCC; Novel Approaches under Investigation



J Clin Oncol 2020;38:3088-94.

Patients



Salvage Ipilimumab/Nivolumab in mRCC After Prior ICI Therapy

Gul A et al. J Clin Oncol 2020 Jun 3:38:3088-3094.

Gul A et al. J Clin Oncol 2020;38:3088-94.



Tivozanib in Patients with Advanced Renal Cell 
Carcinoma (aRCC) Who Have Progressed After Prior 
Treatment of Axitinib: Results from TIVO-3

Rini BI et al.
Genitourinary Cancers Symposium 2021;Abstract 278.



TIVO-3: Progression-Free Survival and ORR in 2 Prior TKIs 
Patient Subgroup

Rini BI et al. Genitourinary Cancers Symposium 2021;Abstract 278. 



TIVO-3: Tivozanib After Axitinib

Rini BI et al. Genitourinary Cancers Symposium 2021;Abstract 278. 



A Pooled Analysis of the Efficacy and Safety of 
Cabozantinib Post Immunotherapy in Patients with 
Advanced Renal Cell Carcinoma 

Oya M et al.
ASCO 2020;Abstract 5089.



Efficacy of Cabozantinib with or without Prior Immunotherapy

Prior IO Group
(N = 33)

No Prior IO Group
(N = 332)

Objective response rate 21.2% 17.2%

Clinical benefit rate 75.8% 83.7%

Median PFS Not reached 7.4 mo

6-months PFS 65.5% 58.3%

Median PFS 19.5 mo 21.9 mo

6-months OS 90.8% 90.6%

Oya M et al. ASCO 2020;Abstract 5089.



Phase II Trial of Lenvatinib (LEN) plus Pembrolizumab 
(PEMBRO) for Disease Progression After PD-1/PD-L1 
Immune Checkpoint Inhibitor (ICI) in Metastatic Clear 
Cell Renal Cell Carcinoma (mccRCC) 

Lee C-H et al.
ASCO 2020;Abstract 5008.



Efficacy of Lenvatinib/Pembrolizumab in Patients Previously 
Treated with Immunotherapy

Anti-PD-1/PD-L1
(N = 104)

Anti-PD-1/PD-L1 and 
anti-VEGF

(n = 68)

Nivolumab + 
Ipilimumab

(n = 38)

ORR 55% 59% 47%

Median DOR 12 mo 9 mo Not reached

Median PFS (irRECIST) 11.7 mo Not reported Not reported

OS at 12 months 77% Not reported Not reported

Lee C-H et al. ASCO 2020;Abstract 5008.



What Clinicians Want to Know: 
Understanding the Factors Affecting the Optimal 

Diagnosis and Management of Ovarian Cancer
Thursday, February 18, 2021
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