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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.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.





17 Exciting CME/MOC Events You Do Not Want to Miss
HER2-Positive Breast Cancer
Tuesday, June 22
5:00 PM – 6:00 PM ET
ER-Positive and Triple-Negative 
Breast Cancer
Wednesday, June 23
5:00 PM – 6:00 PM ET
Chronic Lymphocytic Leukemia
and Follicular Lymphoma

Tuesday, June 29
5:00 PM – 6:00 PM ET 
Multiple Myeloma 
Wednesday, June 30
5:00 PM – 6:00 PM ET
Ovarian Cancer
Wednesday, July 7
5:00 PM – 6:00 PM ET

Chimeric Antigen Receptor 
T-Cell Therapy
Tuesday, July 13
5:00 PM – 6:00 PM ET
Acute Myeloid Leukemia and 
Myelodysplastic Syndromes
Wednesday, July 14
5:00 PM – 6:00 PM ET
Metastatic Castration-Resistant 
Prostate Cancer
Tuesday, July 20
5:00 PM – 6:00 PM ET
Bladder Cancer
Wednesday, July 21
5:00 PM – 6:00 PM ET
Endometrial and Cervical Cancers
Monday, July 26
5:00 PM – 6:00 PM ET

Immunotherapy and Other Nontargeted 
Approaches for Lung Cancer
Wednesday, July 28
5:00 PM – 6:00 PM ET

A Live Webinar Series Held in Conjunction with the 2021 ASCO Annual Meeting

Colorectal and Gastroesophageal Cancers
Tuesday, August 3
5:00 PM – 6:30 PM ET

Hepatocellular Carcinoma and Pancreatic 
Cancer
Wednesday, August 4
5:00 PM – 6:30 PM ET

Head and Neck Cancer
Wednesday, August 11
5:00 PM – 6:00 PM ET

Hormonal Therapy for Prostate 
Cancer
Monday, July 12
5:00 PM – 6:00 PM ET

Targeted Therapy for 
Non-Small Cell Lung Cancer
Tuesday, July 27
5:00 PM – 6:00 PM ET

Mantle Cell, Diffuse Large B-Cell 
and Hodgkin Lymphoma
Monday, August 2
5:00 PM – 6:00 PM ET



Expert Second Opinion:
HER2-Positive Breast Cancer

Tuesday, June 22, 2021
5:00 PM – 6:00 PM ET

Erika Hamilton, MD
Ian E Krop, MD, PhD

Joyce O’Shaughnessy, MD

Moderator
Neil Love, MD

Faculty 



Expert Second Opinion: 
ER-Positive and Triple-Negative 

Breast Cancer
Wednesday, June 23, 2021

5:00 PM – 6:00 PM ET

Matthew P Goetz, MD
Hope S Rugo, MD
Melinda Telli, MD

Moderator
Neil Love, MD

Faculty 



ASCO Highlights and More: 
Investigators Review Recent 

Data Sets and Provide Perspectives 
on Current Oncology Care

Saturday, June 26, 2021
8:00 AM – 3:00 PM Central Time 

(9:00 AM – 4:00 PM Eastern Time) 

A Daylong Multitumor Educational Webinar in Partnership
with the Texas Society of Clinical Oncology (TxSCO)



Ask the Expert: Clinical Investigators 
Provide Perspectives on the Management 

of Renal Cell Carcinoma 
In Partnership with Project Echo® and Florida Cancer Specialists

Tuesday, July 6, 2021
5:00 PM – 6:00 PM ET

David I Quinn, MBBS, PhD

Moderator
Neil Love, MD

Faculty 



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 Hutson

MODULE 1: Cases from Drs Hammers and Ma
• Dr Ma: A 56-year-old woman with recurrent metastatic clear cell renal cell carcinoma (ccRCC) and blood 

pressure dysregulation and weight gain on pembrolizumab/axitinib
• Dr Hammers: A 61-year-old man with ccRCC and a single site of metastatic progression in the pancreas
• Dr Ma: A 58-year-old man with recurrent metastatic ccRCC and severe psoriasis
• Dr Hammers: A 53-year-old man presenting with ccRCC and metastases to the brain
• Dr Ma: A 60-year-old woman with recurrent metastatic RCC, chromophobe histology — PTEN mutation

• Dr Ma: A 53-year-old man with newly diagnosed metastatic ccRCC and transverse myelitis on 
pembrolizumab/axitinib

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Hutson

MODULE 4: Key Data Sets



Regulatory and reimbursement issues aside, would you offer 
adjuvant pembrolizumab to a patient who is s/p nephrectomy for  
average-risk RCC and has a history of psoriasis that does not 
currently require systemic treatment?

1. Yes
2. No



Choueiri TK et al. ASCO 2021;Abstract LBA5.



Choueiri TK et al. ASCO 2021;Abstract LBA5.



Choueiri TK et al. ASCO 2021;Abstract LBA5.



Meet The Professor with Dr Hutson

MODULE 1: Cases from Drs Hammers and Ma
• Dr Ma: A 56-year-old woman with recurrent metastatic clear cell renal cell carcinoma (ccRCC) and blood 

pressure dysregulation and weight gain on pembrolizumab/axitinib
• Dr Hammers: A 61-year-old man with ccRCC and a single site of metastatic progression in the pancreas
• Dr Ma: A 58-year-old man with recurrent metastatic ccRCC and severe psoriasis
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• Dr Ma: A 53-year-old man with newly diagnosed metastatic ccRCC and transverse myelitis on 
pembrolizumab/axitinib

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Hutson

MODULE 4: Key Data Sets



Case Presentation – Dr Ma: A 56-year-old woman with 
recurrent metastatic ccRCC and blood pressure 
dysregulation and weight gain on pembrolizumab/axitinib
• 2015: Left nephrectomy for clear cell renal carcinoma
• 7/2019: Recurrent/metastatic disease noted on restaging scan that involved bulky left adrenal 

gland, pancreatic head mass, as well as bilateral lung metastases 
- Pancreatic head mass has resulted in biliary obstruction that required ERCP and stent placement

• 9/2019: Pembrolizumab/axitinib
- Diffuse arthralgia and malaise noted 1 month later
- Adrenal insufficiency treated with hydrocortisone 5mg BID
- Developed labile blood pressure resulting in episodes of fainting and of hyper- and hypotension 

• Axitinib stopped and hypertension issues resolved
• Pembrolizumab discontinued for several months due to 70-lb weight gain in 5 months' time

Questions
• Have you experienced similar side effects with pembrolizumab/axitinib in your patients?

Dr Yanjun Ma



Case Presentation – Dr Hammers: A 61-year-old man 
with ccRCC and a single site of metastatic progression 
in the pancreas

Dr Hans Hammers

• Initially diagnosed with Stage II, Grade 2 ccRCC for which he underwent a nephrectomy

• 4 years later, he presents with a single enlarging and enhancing deposit in the tail of the 
pancreas

• No other sites of disease found on imaging

Questions

• What do you think when you see a patient with metastatic disease in the pancreas? How 
would you approach the treatment of such a patient?



Case Presentation – Dr Hammers: A 61-year-old man 
with ccRCC and a single site of metastatic progression 
in the pancreas (continued)

Dr Hans Hammers

• Initially diagnosed with Stage II, Grade 2 ccRCC for which he underwent a nephrectomy

• 4 years later, he presents with a single enlarging and enhancing deposit in the tail of the 
pancreas

• No other sites of disease found on imaging

• Metastectomy/partial pancreatectomy, with no further recurrences over 1.5 years later



Case Presentation – Dr Ma: A 58-year-old man with  
recurrent metastatic ccRCC and severe psoriasis

• 2014: Left kidney, stage I, T1b,N0,M0, 6.0 x 5.5 cm renal cell carcinoma primarily 
sarcomatoid arising out of clear cell histology 

• PMH: Severe psoriasis and psoriatic arthritis

• 7/2015: Recurrence isolated in the left lung, LLL VATS wedge resection 

• 4/2016 – 10/2018: Pazopanib → Cabozantinib → RLL tumor resection

• 3/2020: Lenvatinib/everolimus with tolerability issues
- Everolimus is at 5 mg dose, lenvatinib dose cycles between 8 mg and 12 mg 

Questions
• In your experience, do patients often tolerate the full dose of lenvatinib? Is this even 

considered a meaningful dose or am I just seeing everolimus efficacy here?

Dr Yanjun Ma



Case Presentation – Dr Ma: A 58-year-old man with 
recurrent metastatic ccRCC and severe psoriasis 
(continued)
• 2014: Left kidney, stage I, T1b,N0,M0, 6.0 x 5.5 cm renal cell carcinoma primarily 

sarcomatoid arising out of clear cell histology 

• PMH: Severe psoriasis and psoriatic arthritis

• 7/2015: Recurrence isolated in the left lung, LLL VATS wedge resection 

• 4/2016 – 10/2018: Pazopanib → Cabozantinib → RLL tumor resection

• 3/2020: Lenvatinib/everolimus with tolerability issues
- Everolimus is at 5 mg dose, lenvatinib dose cycles between 8 mg and 12 mg 

• Experienced resolution of psoriatic conditions while on cabozantinib

Dr Yanjun Ma



Case Presentation – Dr Ma: A 58-year-old man with 
recurrent metastatic ccRCC and severe psoriasis 
(continued)
• 2014: Left kidney, stage I, T1b,N0,M0, 6.0 x 5.5 cm renal cell carcinoma primarily 

sarcomatoid arising out of clear cell histology 

• PMH: Severe psoriasis and psoriatic arthritis

• 7/2015: Recurrence isolated in the left lung, LLL VATS wedge resection 

• 4/2016 – 10/2018: Pazopanib → Cabozantinib → RLL tumor resection

• 3/2020: Lenvatinib/everolimus with tolerability issues
- Everolimus is at 5 mg dose, lenvatinib dose cycles between 8 mg and 12 mg 

• Experienced resolution of psoriatic conditions while on cabozantinib

• Patient is willing to attempt immunotherapy but concerns exist regarding flare up of 
patient’s severe psoriatic condition and its detrimental effects on quality of life

Dr Yanjun Ma



Case Presentation – Dr Hammers: A 53-year-old man 
presenting with ccRCC and metastases to the brain

Dr Hans Hammers• An otherwise healthy man presents to the ER with increasing SOB/malaise 
and headaches 

• Workup reveals a large right-sided pleural effusion with pleural mass, multiple bilateral 
lung nodules (largest 1.7 cm), and a left-sided renal mass 12 cm
- COVID-19 negative
- Imaging for headaches reveals brain metastases with significant edema, 7 and 12 mm
- Biopsy of renal mass: ccRCC, Grade 3

• Fluid was drained and dexamethasone administered for edema

• Radiation oncology consult for stereotactic radiation

Question

• What systemic therapy would you recommend next for this patient? 



Case Presentation – Dr Hammers: A 53-year-old man 
presenting with ccRCC and metastases to the brain 
(continued)

Dr Hans Hammers• An otherwise healthy man presents to the ER with increasing SOB/malaise 
and headaches 

• Workup reveals a large right-sided pleural effusion with pleural mass, multiple bilateral 
lung nodules (largest 1.7 cm), and a left-sided renal mass 12 cm
- Imaging for headaches reveals brain metastases with significant edema, 7 and 12 mm
- Biopsy of renal mass: ccRCC, Grade 3

• Fluid was drained and dexamethasone administered for edema

• Treatment plan: begin with a TKI to promote resolution of pleural effusion and allowing 
for quick weaning off steroids, and then add immune checkpoint inhibition

• Cabozantinib/nivolumab → patient is doing well



Case Presentation – Dr Ma: A 60-year-old woman with  
recurrent metastatic RCC, chromophobe histology —
PTEN mutation
• 11/2016: Left nephrectomy for Stage II, pT2b, pN0c, M0 renal cell carcinoma, 

chromophobe type
• 7/2018: Recurrence noted, located mainly in the surgical bed and retroperitoneum 

• Ipilimumab/nivolumab initiated
- Development of severe diarrhea 3 months later, several recurrent episodes requiring 

hospitalizations; therapy stopped and monitored for disease progression
• 5/2019: Cabozantinib; dose lowered to 40 mg in November
• 2/2020: Treatment stopped due to fistula/muscle abscess between descending colon and 

psoas muscle → diverting colostomy

• 9/2020: Everolimus initiated 
• NGS: PTEN mutation

Questions
• What would you have recommended as first-line treatment? What would you recommend as 

her next-line of therapy if she experiences disease progression?

Dr Yanjun Ma



Case Presentation – Dr Ma: A 53-year-old man with newly 
diagnosed metastatic ccRCC and transverse myelitis on 
pembrolizumab/axitinib
• Diagnosed with de novo metastatic ccRCC with brain metastases and systemic 

metastases
- Aggressive tumor that doubled in size in a month’s time

• Pembrolizumab/axitinib led to quick response and improvement in patient’s symptoms
• Developed transverse myelitis and paralysis from waist down

- High dose steroid with taper – no improvement
• Family is trying to decide to continue therapy or transition to hospice

Questions
• Have you experienced similar side effects with pembrolizumab/axitinib in your patients?

Dr Yanjun Ma



Question and Comments: Perspectives on the biology of RCC
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Optimizing Front-Line Decision-Making for 
Advanced Renal Cell Carcinoma (RCC)



Regulatory and reimbursement issues aside, 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. Pembrolizumab/lenvatinib
5. Nivolumab/cabozantinib
6. Tyrosine kinase inhibitor (TKI) monotherapy 
7. Anti-PD-1/PD-L1 monotherapy
8. Other



Regulatory and reimbursement issues aside, 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/ipilimumab

Nivolumab/
cabozantinib

Nivolumab/
cabozantinib

Pembrolizumab/
lenvatinib

Pembrolizumab/
lenvatinib

Nivolumab/
cabozantinib

Pembrolizumab/
axitinib

Nivolumab/
cabozantinib



Regulatory and reimbursement issues aside, 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. Pembrolizumab/lenvatinib 
5. Nivolumab/cabozantinib
6. TKI monotherapy 
7. Anti-PD-1/PD-L1 monotherapy
8. Other



Regulatory and reimbursement issues aside, 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)?

Pembrolizumab/
lenvatinib

Nivolumab/
cabozantinib

Nivolumab/
cabozantinib

Pembrolizumab/
lenvatinib

Pembrolizumab/
axitinib

Nivolumab/ipilimumab 

Pembrolizumab/
lenvatinib

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?

Cabozantinib

Sunitinib

Cabozantinib

Cabozantinib

Pazopanib

Cabozantinib

Pazopanib 

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

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)



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 

Tivozanib is more 
tolerable

Tivozanib is more 
tolerable

Tivozanib is more 
tolerable



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?

1. Sunitinib
2. Pazopanib
3. Cabozantinib
4. Axitinib
5. Avelumab/axitinib
6. Pembrolizumab/axitinib
7. Nivolumab/cabozantinib
8. Other



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

Cabozantinib

Axitinib

Cabozantinib

Axitinib

Pembrolizumab/
axitinib

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?

1. Sunitinib
2. Pazopanib
3. Cabozantinib
4. Sorafenib
5. Lenvatinib/everolimus
6. Nivolumab/ipilimumab
7. Nivolumab/cabozantinib
8. Other



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



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

Axitinib

Axitinib

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus



Meet The Professor with Dr Hutson

MODULE 1: Cases from Drs Hammers and Ma

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Hutson

• A single-arm, multicenter Phase II study of lenvatinib with everolimus for patients 
with advanced RCC

• Time to resolution of axitinib-related adverse events after treatment interruption for 
patients with advanced RCC
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Eur Urol 2021;[Online ahead of print].



Tumor Response with Lenvatinib and Everolimus

Hutson TE et al. Eur Urol 2021;[Online ahead of print]. 



Clin Genitourin Cancer 2021;[Online ahead of print].



Time to Resolution (TTR) of Any-Grade Adverse Events After 
Interruption or Temporary Discontinuation of Treatment 

Rini BI et al. Clin Genitourin Cancer 2021;[Online ahead of print]. 

n1 = number of events that resolved; n2 = number of patients



Time to Resolution (TTR) of Grade ≥3 Adverse Events After 
Interruption or Temporary Discontinuation of Treatment 

Rini BI et al. Clin Genitourin Cancer 2021;[Online ahead of print]. 

n1 = number of events that resolved; n2 = number of patients
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ESMO Open 2020;5(6):e001079.



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.



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



N Engl J Med 2021;384(9):829-41.



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

Choueiri TK et al. N Engl J Med 2021;384(9):829-41; ESMO 2020;Abstract 696O.

Progression-free survival per BICR Overall survival



Lee CH et al. ASCO 2021;Abstract 4509.



Lee CH et al. ASCO 2021;Abstract 4509.



Rini BI et al. ASCO 2021;Abstract 4500.



Rini BI et al. ASCO 2021;Abstract 4500.



Rini BI et al. ASCO 2021;Abstract 4500.



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.



N Engl J Med 2021;[Online ahead of print].



CLEAR: Progression-Free Survival

Motzer R et al. N Engl J Med 2021;[Online ahead of print]. 



CLEAR: Overall Survival

Motzer R et al. N Engl J Med 2021;[Online ahead of print]. 



Motzer R et al. ASCO 2021;Abstract 4502.



Motzer R et al. ASCO 2021;Abstract 4502.

Time to First Deterioration: Lenvatinib + Pembrolizumab versus 
Sunitinib



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



FDA Approves Tivozanib for Relapsed or Refractory 
Advanced RCC
Press Release: March 10, 2021

“On March 10, 2021, the Food and Drug Administration approved tivozanib, a 
kinase inhibitor, for adult patients with relapsed or refractory advanced renal cell 
carcinoma (RCC) following two or more prior systemic therapies.
Efficacy was evaluated in TIVO-3 (NCT02627963), a randomized (1:1), open-label, 
multicenter trial of tivozanib versus sorafenib in patients with relapsed or refractory 
advanced RCC who received two or three prior systemic treatments, including at 
least one VEGFR kinase inhibitor other than sorafenib or tivozanib. 
The recommended tivozanib dose is 1.34 mg once daily (with or without food) for 
21 consecutive days every 28 days until disease progression or unacceptable 
toxicity.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-tivozanib-relapsed-or-refractory-advanced-renal-cell-carcinoma



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. 



TIVO-3: Durability of Response and Updated Overall 
Survival of Tivozanib versus Sorafenib in Metastatic 
Renal Cell Carcinoma (mRCC)

Verzoni et al. 
ASCO 2021;Abstract 4546.

“Tivozanib demonstrated clinically meaningful and statistically significant 
improvement in ORR and DoR with similar OS to sorafenib in patients with highly 
relapsed or refractory mRCC”

• Median DoR was 20.3 months with tivozanib, twice that observed with sorafenib



FDA Grants Priority Review to Belzutifan for von Hippel-Lindau 
Disease-Associated RCC
Press Release – March 16, 2021

“The FDA accepted a new drug application for belzutifan to treat von Hippel-Lindau 
disease-associated renal cell carcinoma and granted it priority review based on response 
rate results from a phase 2 trial. 

A new drug application for belzutifan was accepted by the FDA and granted priority 
review for the treatment of patients with von Hippel-Lindau (VHL) disease-associated 
renal cell carcinoma (RCC), not requiring immediate surgery…

The application is based on results of a phase 2 trial, Study-004 (NCT03401788), of 
belzutifan in the treatment of VHL disease-associated RCC, with a primary end point of 
objective response rate and secondary measures of disease control rate, duration of 
response, time to response, progression-free survival, time to surgery, and safety. 
Patients treated on the trial must have had at least 1 measurable solid tumor localized to 
the kidneys and were not in need of immediate surgical intervention.”

https://www.cancernetwork.com/view/fda-grants-priority-review-to-belzutifan-for-von-hippel-lindau-disease-associated-rcc



Genitourinary Cancers Symposium 2021;Abstract 273



Best Tumor Change from Baseline (Investigator Assessment in 
the ccRCC Cohort)

Bauer TM et al. Genitourinary Cancers Symposium 2021;Abstract 273.

ORR (All): 14/55 (25%)
ORR (IMDC Favorable): 4/13 (31%)
OR (IMDC Intermediate/Poor): 10/42 (24%)



All-Cause Adverse Events ≥20% (ccRCC Cohort)

Bauer TM et al. Genitourinary Cancers Symposium 2021;Abstract 273.



Phase 2 Study of Belzutifan (MK-6482), an Oral 
Hypoxia-Inducible Factor 2α (HIF-2α) Inhibitor, for 
Von Hippel-Lindau (VHL) Disease-Associated Clear Cell 
Renal Cell Carcinoma (ccRCC)

Srinivasan R et al.
ASCO 2021;Abstract 4555.



Maximum Change from Baseline in Sum of Target RCC Lesions

Srinivasan R et al. ASCO 2021;Abstract 4555.



Genitourinary Cancers Symposium 2021;Abstract 272.



Best Tumor Change from Baseline

Choueiri TK et al. Genitourinary Cancers Symposium 2021;Abstract 272.

ORR: 9/41 (22%)



Summary of Adverse Events

Choueiri TK et al. Genitourinary Cancers Symposium 2021;Abstract 272.



Treatment-Related Adverse Events

Choueiri TK et al. Genitourinary Cancers Symposium 2021;Abstract 272.
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