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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.





Meet The Professor
Management of Chronic Lymphocytic Leukemia

Thursday, May 20, 2021
5:00 PM – 6:00 PM ET

Jennifer Woyach, MD

Moderator
Neil Love, MD

Faculty 



Up for Debate: Oncology Investigators 
Provide Their Take on Current 
Controversies in Patient Care 

A Daylong Multitumor Educational Webinar 
in Partnership with Florida Cancer Specialists

Saturday, May 22, 2021
10:15 AM – 4:15 PM ET



Saturday, May 22, 2021 
10:15 AM — Lung Cancer
John V Heymach, Stephen V Liu
11:30 AM — Genitourinary Cancers
Maha Hussain, Elizabeth R Plimack
12:45 PM — Chronic Lymphocytic Leukemia and Lymphomas
Jonathan W Friedberg, Laurie H Sehn
2:00 PM — Multiple Myeloma
Irene M Ghobrial, Sagar Lonial
3:15 PM — Breast Cancer
Virginia Kaklamani, Nancy U Lin



14 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

Lymphoma and Chronic 
Lymphocytic Leukemia
Tuesday, June 29
5:00 PM – 6:30 PM ET 

Multiple Myeloma 
Wednesday, June 30
5:00 PM – 6:00 PM ET

Gynecologic Cancers
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

Prostate Cancer
Tuesday, July 20
5:00 PM – 6:00 PM ET

Bladder Cancer
Wednesday, July 21
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

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

Additional webinars to be announced



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 Rini

MODULE 1: Cases from General Medical Oncology Practices
• Dr Oh: A 39-year-old man with metastatic clear cell renal cell carcinoma (ccRCC) 

• Dr Plimack: A 54-year-old man with metastatic ccRCC

• Dr Oh: A 65-year-old woman with metastatic chromophobe RCC 

• Dr Plimack: An 80-year-old woman with metastatic ccRCC treated with pazopanib

• Dr Oh: Management strategies for TKI-associated fatigue

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Rini

MODULE 4: Key Data Sets



Pembrolizumab Demonstrated Superior Disease-Free Survival Compared 
with Placebo as Adjuvant Therapy for Patients with RCC Following Surgery
Press Release: April 8, 2021

“The pivotal Phase 3 KEYNOTE-564 trial evaluating pembrolizumab met its primary 
endpoint of disease-free survival (DFS) for the potential adjuvant treatment of 
patients with RCC following nephrectomy or following nephrectomy and resection 
of metastatic lesions. 
Based on an interim analysis conducted by an independent Data Monitoring 
Committee, pembrolizumab monotherapy demonstrated a statistically significant 
and clinically meaningfully improvement in DFS compared with placebo. The trial 
will continue to evaluate overall survival (OS), a key secondary endpoint. 
The safety profile of pembrolizumab in this trial was consistent with that observed 
in previously reported studies. Results will be presented at an upcoming medical 
meeting and will be submitted to regulatory authorities.” 

https://www.merck.com/news/mercks-keytruda-pembrolizumab-demonstrated-superior-disease-free-survival-
dfs-compared-with-placebo-as-adjuvant-therapy-in-patients-with-renal-cell-carcinoma-rcc-following-surgery/



Pembrolizumab versus Placebo as Post-Nephrectomy 
Adjuvant Therapy for Patients with Renal Cell 
Carcinoma: Randomized, Double-Blind, Phase III 
KEYNOTE-564 Study

Choueiri TK et al.
ASCO 2021;Abstract LBA5.

Plenary Session: Sunday, June 6, 2021, 1:00-4:00 PM EDT



If a study were conducted of 100 patients who underwent 
nephrectomy for cure at a “typical” community hospital, 
approximately what proportion of those patients would experience 
recurrence within 5 years?

1. Less than 10%
2. 10%-20%
3. 21%-30%
4. 31%-40%
5. 41%-50%
6. 51%-60%
7. More than 60%



Case Presentation – Dr Oh: A 39-year-old man with 
metastatic ccRCC (Part 1)

• Presented with cough and weight loss and workup revealed ccRCC with 
mediastinal lymphadenopathy and pulmonary metastases

• IDMC intermediate risk

• Genetic testing: No clinically significant findings, either germline or somatic

• Offered ipilimumab/nivolumab or axitinib/pembrolizumab

Questions

• How would factors such as the patient’s age and symptomatology influence your selection 
of first-line therapy?

• Would you consider palliative nephrectomy for this patient? If so, at what stage in the 
patient’s treatment course would it be performed – before or after systemic therapy?

Dr William Oh



Case Presentation – Dr Oh: A 39-year-old man with 
metastatic ccRCC (Part 2)

• Presented with cough and weight loss and workup revealed clear cell RCC with 
mediastinal lymphadenopathy and pulmonary metastases

• IDMC intermediate risk

• Genetic testing: No clinically significant findings, either germline or somatic

• Ipilimumab/nivolumab x 4 cycles → nivolumab → PR

• Patient elected to not undergo nephrectomy

• 6 months later, patient presents with worsening cough and weight loss

• Restaging scans show pulmonary nodules increasing in size

Question

• How do you know if this patient is truly progressing? What are the factors that you consider?

Dr William Oh



Case Presentation – Dr Oh: A 39-year-old man with 
metastatic ccRCC (Part 3)
• Presented with cough and weight loss and workup revealed clear cell RCC with 

mediastinal lymphadenopathy and pulmonary metastases

• IDMC intermediate risk

• Genetic testing: No clinically significant findings, either germline or somatic

• Ipilimumab/nivolumab x 4 cycles → nivolumab → PR

• 6 months later, patient presents with worsening cough and weight loss

• Restaging scans show pulmonary nodules increasing in size

• Cabozantinib 40 mg/d added to nivolumab q4wks → PR

• Patient remains on therapy

Questions

• What treatment would you recommend as second-line therapy for this patient if he has disease 
progression?

Dr William Oh



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC (Part 1)
• 2011: Stage III ccRCC, s/p right partial nephrectomy

• Declined enrollment on adjuvant pazopanib study à CT surveillance

• 2019: Abnormal CXR à CT, with biopsy-proven ccRCC to lung 
- IMDC Intermediate risk, serum calcium > ULN

Question

• What would you recommend for this patient today?

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC

Dr Elizabeth Plimack

Diagnosis: Stage III ccRCC Lung Nodule: Biopsy-confirmed ccRCC



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC (Part 2)
• 2011: Stage III ccRCC, s/p right partial nephrectomy

• Declined enrollment on adjuvant pazopanib study à CT surveillance

• 2019: Abnormal CXR à CT, with biopsy-proven ccRCC to lung 
- IMDC Intermediate risk, serum calcium > ULN

• Axitinib/pembrolizumab
- Week 1: Hypertension à Held axitinib à Antihypertensives à Resumed at 3 mg BID
- Cycle 5: Nausea/vomiting à Held axitinib à Elevated LFTs

Question

• For this patient with elevated liver function tests, symptomatic with nausea on a combination 
of axitinib and pembro, what would your next move be?

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC (Part 3)
• 2011: Stage III ccRCC s/p right partial nephrectomy

• Declined enrollment on adjuvant pazopanib study à CT surveillance

• 2019: Abnormal CXR à CT, with biopsy-proven ccRCC to lung 
- IMDC Intermediate risk, serum calcium > ULN

• Axitinib/pembrolizumab
- Week 1: Hypertension à Held axitinib à Antihypertensives à Resumed at 3 mg BID
- Cycle 5: Nausea/vomiting à Held axitinib à Elevated LFTs à Held axitinib/pembrolizumab
- LFTs rapidly decline, pembrolizumab continued

Question

• Would you have resumed pembrolizumab, given that his LFTs improved so rapidly after just 
holding the axitinib?

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: A 54-year-old man 
with metastatic ccRCC

Dr Elizabeth Plimack
Clinical Course on Axitinib/Pembrolizumab



Case Presentation – Dr Oh: A 65-year-old woman with 
metastatic chromophobe RCC (Part 1)

• Early 2019: Presented with fatigue and anemia; workup revealed 7-cm renal mass
- Nephrectomy: Chromophobe RCC, no metastatic disease

• 8 months later, patient presented with severe mid-back pain →  T10 bone lesion with 
cord compression
- Laminectomy confirms chromophobe RCC  → Radiation

• Imaging several weeks later shows evidence of liver metastases

Question

• What first-line treatment would you recommend to this patient with chromophobe RCC?

Dr William Oh



Case Presentation – Dr Oh: A 65-year-old woman with 
metastatic chromophobe RCC (Part 2)

• Early 2019: Presented with fatigue and anemia; workup revealed 7-cm renal mass
- Nephrectomy: Chromophobe RCC, no metastatic disease

• 8 months later, patient presented with severe mid-back pain →  T10 bone lesion 
with cord compression
- Laminectomy confirms chromophobe RCC → Radiation

• Imaging several weeks later shows evidence of liver metastases

• Lenvatinib/everolimus → Stable disease

Dr William Oh



Lancet 2021;397(10275):645-7.



Lancet 2021;397:695-703. 



Kaplan-Meier Analysis of Progression-Free Survival

Pal SK et al. Lancet 2021;397:695-703. 



Kaplan-Meier Analysis of Overall Survival

Pal SK et al. Lancet 2021;397:695-703. 



Case Presentation – Dr Plimack: An 80-year-old 
woman with metastatic ccRCC treated with pazopanib 
(Part 1)

• PMH: Stage II ccRCC, s/p left nephrectomy (Age 54)

• 2015 (Age 74): Presents with incidentally detected, asymptomatic metastases to pancreatic tail 
and body (IMDC favorable risk)

Question

• What would you select for treatment when she presents with metastatic disease?

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: An 80-year-old 
woman with metastatic ccRCC treated with pazopanib 
(Part 2)

• PMH: Stage II ccRCC, s/p left nephrectomy (Age 54)

• 2015 (Age 74): Presents with incidentally detected, asymptomatic metastases to pancreatic tail 
and body (IMDC favorable risk)

• Pazopanib 800 mg daily, with response
- Held due to diarrhea (controlled with loperamide) and fatigue à Restarted at 400 mg daily

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: An 80-year-old 
woman with metastatic ccRCC treated with pazopanib 
(Part 3)

• PMH: Stage II ccRCC, s/p left nephrectomy (Age 54)

• 2015 (Age 74): Presents with incidentally detected, asymptomatic metastases to pancreatic tail 
and body (IMDC favorable risk)

• Pazopanib 800 mg daily, with response
- Held due to diarrhea (controlled with loperamide) and fatigue à Restarted at 400 mg daily

• Seizure
- MRI: Posterior reversible encephalopathy syndrome (PRES), evidenced by bilateral 

subcortical white matter increased T2 signal on FLAIR sequence
- Pazopanib discontinued

• Seven years later, patient is stable and asymptomatic without further systemic therapy

Dr Elizabeth Plimack



Case Presentation – Dr Plimack: An 80-year-old 
woman with metastatic ccRCC treated with pazopanib

Bilateral Subcortical White Matter 
Increased T2 Signal on FLAIR Sequence

Dr Elizabeth Plimack



Management strategies for TKI-associated fatigue

Dr William K Oh
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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, 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 
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 
nivolumab/cabozantinib and experiences disease progression after 12 months?

Nivolumab/ipilimumab

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus

Axitinib

Axitinib

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)?  

Tivozanib

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus

Tivozanib

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus

Lenvatinib + 
everolimus

Tivozanib



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
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Journal Club with Dr Rini (Part 1)

• Cytoreductive nephrectomy and survival in metastatic renal cell carcinoma (mRCC) 
receiving modern therapies

• The immunology of RCC

• Optimizing treatment of RCC with VEGFR TKIs

• RCC with non-clear cell histology or sarcomatoid differentiation: Recent insight in an 
unmet clinical need

• Time to resolution of axitinib-related adverse events after treatment interruption

• MK-6482, a HIF-2α inhibitor, versus everolimus in heavily pretreated, immune checkpoint 
inhibitor-resistant, advanced ccRCC



Journal Club with Dr Rini (Part 2)

• Effect of antibiotic use on immune checkpoint inhibitor efficacy in advanced urothelial 
carcinoma

• Umbrella study of investigational immune and targeted combination therapies as 
first-line therapy for advanced RCC

• Atezolizumab/bevacizumab after disease progression on atezolizumab or sunitinib 
monotherapy for mRCC in IMmotion150

• TIVO-3: Durability of response and updated overall survival with tivozanib versus 
sorafenib in mRCC

• Association of baseline neutrophil-to-eosinophil ratio and neutrophil-to-lymphocyte ratio 
with response to combination immunotherapy with ipilimumab plus nivolumab in mRCC

• Association of the neutrophil-to-eosinophil ratio with response to immunotherapy-based 
combinations in mRCC



Cancer Causes Control 2021;[Online ahead of print].



Nat Rev Nephrol 2020;16(12):721-35



Inflammation and immunosuppressive networks in renal cell 
carcinoma

Diaz-Montero CM et al. Nat Rev Nephrol 2020;16(12):721-35.



Mechanisms of action of CTl4 blockade and pD1 blockade

Diaz-Montero CM et al. Nat Rev Nephrol 2020;16(12):721-35.



Rationale for combining anti-VegF therapy with immune 
checkpoint inhibition

Diaz-Montero CM et al. Nat Rev Nephrol 2020;16(12):721-35.





Chemical Structure of VEGF Tyrosine Kinase Inhibitors

Fogli S et al. Cancer Treat Rev 2020;84:101966.
Urea and quinoline moieties are highlighted in blue and red, respectively.



Ann Transl Med 2021;9(2):97



Systemic Treatment Options in Metastatic Renal Cell Carcinoma

Donskov F. Ann Transl Med 2021;9(2):97.



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

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



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



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



MK-6482, a Hypoxia-Inducible Factor 2α Inhibitor 
(HIF-2α), versus Everolimus in Heavily Pretreated, 
Immune Checkpoint–Inhibitor-Resistant, Advanced 
Clear Cell Renal Cell Carcinoma (ccRCC): Phase III 
Study 

Choueiri T et al. 
Genitourinary Cancers Symposium 2021;Abstract TPS368.



The Role of Belzutifan in Inhibiting the HIF-2alpha Pathway

Choueiri T et al. Genitourinary Cancers Symposium 2021;Abstract TPS368.





The Effect of Antibiotic Use on Immune-Checkpoint 
Inhibitor Efficacy in Patients with Advanced 
Urothelial Carcinoma

Khan M et al. 
ASCO 2020;Abstract e17116.



A Phase 1b/2 Umbrella Study of Investigational 
Immune and targeted Combination Therapies as 
First-Line Therapy for Patients with Advanced Renal 
Cell Carcinoma (RCC)

Plimack E et al. 
ASCO 2021;Abstract TPS4594.



Eur Urol 2021;79(5):665-73.



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.



Association of Baseline Neutrophil-to-eosinophil Ratio 
(NER) and Neutrophil-to-lymphocyte Ratio (NLR) with 
Response to Combination Immunotherapy (IO) with 
Ipilimumab plus Nivolumab (ipi/nivo) in Patients with 
Metastatic Renal Cell Carcinoma (mRCC)

Tucker MD et al. 
ASCO 2021;Abstract 4563.



Meet The Professor with Dr Rini

MODULE 1: Cases from General Medical Oncology Practices
• Dr Oh: A 39-year-old man with metastatic clear cell (ccRCC) 

• Dr Plimack: A 54-year-old man with metastatic ccRCC

• Dr Oh: A 65-year-old woman with metastatic chromophobe RCC 

• Dr Plimack: An 80-year-old woman with metastatic ccRCC treated with pazopanib 

• Dr Oh: Management strategies for TKI-associated fatigue

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Rini

MODULE 4: Key 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.



Pembrolizumab (pembro) plus Axitinib (axi) versus 
Sunitinib as First-Line Therapy for Advanced Clear Cell 
Renal Cell Carcinoma (ccRCC): Results from 42-Month 
Follow-Up of KEYNOTE-426 
Rini BI et al.
ASCO 2021;Abstract 4500.

Monday, June 7, 2021, 8:00-11:00 AM EDT



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



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



Health-Related Quality-of-Life (HRQoL) Analysis from 
the Phase 3 CLEAR Trial of Lenvatinib (LEN) plus 
Pembrolizumab (PEMBRO) or Everolimus (EVE) versus 
Sunitinib (SUN) for Patients (pts) with Advanced Renal 
Cell Carcinoma (aRCC) 

Motzer RJ et al.
ASCO 2021;Abstract 4502.

Monday, June 7, 2021, 8:00-11:00 AM EDT



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]. 



CLEAR: Confirmed Tumor Responses

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



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.



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.



CANTATA: Primary Analysis of a Global, Randomized, 
Placebo (Pbo)-Controlled, Double-Blind Trial of 
Telaglenastat (CB-839) + Cabozantinib versus Pbo + 
Cabozantinib in Advanced/Metastatic Renal Cell 
Carcinoma (mRCC) Patients (pts) Who Progressed on 
Immune Checkpoint Inhibitor (ICI) or Anti-angiogenic 
Therapies 
Tannir NM et al.
ASCO 2021;Abstract 4501.

Monday, June 7, 2021, 8:00-11:00 AM EDT



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



pVHL Deficiency Results in HIF-2-alpha Activation

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



Study Design

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



Best Confirmed Objective Response (Investigator Assessment in 
the ccRCC Cohort)

Bauer TM et al. 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.



Summary of Adverse Events

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



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

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



Genitourinary Cancers Symposium 2021;Abstract 272.



Role of HIF-2-VEGF Axis in RCC

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



Study Design

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

Post-treatment



Best Confirmed Objective Response

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



Best Tumor Change from Baseline

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



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.



Meet The Professor
Management of Chronic Lymphocytic Leukemia

Thursday, May 20, 2021
5:00 PM – 6:00 PM ET

Jennifer Woyach, MD

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.


