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Participating Practices 
Challenging 

Cases in… 
Kidney Cancer

Programs conducted: 

August–October 2025 

Note: Aggregated results 
and high-level summary 

based on 2 practices (≤10 
HCPs) and do not 

necessarily reflect the 
views and opinions of the 
moderator or Cornerstone 
Specialty Network unless 
otherwise stated. Clinical 
data, NCCN Guidelines, 

and FDA approvals current 
at time of presentation. 
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• Michigan Hematology and Oncology (n=4) August 26, 2025

• Highlands Oncology (n=6)  October 6, 2025



Overall Program Impact and Future Considerations

Frontline treatment of 
metastatic renal cell 
carcinoma (mRCC) 

typically involves IO + 
TKI combinations with 

with cabozantinib-based 
combinations 

frequently preferred or 
dual IO combinations 

opted for patients able 
to tolerate and derive 

long term benefits; 
sequencing TKIs such as 

Tivozanib in the 2L+ 
setting is often based on 
tolerability with newer 
agents with alternative 
MOAs gaining interest
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• Risk models such as MSKCC and IMDC are broadly recognized but not 
routinely integrated into real-world treatment decisions, highlighting 
practical application in guiding therapy selection

• Combination IO + TKI  or dual IO regimens remain the preferred first-line 
approach in intermediate-risk clear cell mRCC, with Cabozantinib + 
Nivolumab most selected, reflecting confidence in its efficacy and tolerability 
profile  

• In IO-naïve patients, most clinicians favor initiating combination IO + TKI 
therapy, though Cabozantinib monotherapy remains an option for those 
unsuitable for combination therapy

• Following prior IO exposure, second-line treatment choice remains variable, 
treatment decisions are primarily data-driven yet tailored to individual 
patient factors including tolerability, comorbidities, and surgical 
considerations, reflecting the need for personalized approaches

• Tivozanib is an attractive option in the 2L+ setting given its favorable safety 
profile and based on the wording of the approved indication and supporting 
data 

• Recommended actions: Educational initiatives and clinical discussions 
through CSN Challenging Cases have a measurable impact on prescribing 
behavior, emphasizing the importance of continuous learning opportunities 
for community physicians 



Cornerstone Specialty Network, LLC
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Renal Cell Carcinoma

➢What is the optimal first line therapy in the 
metastatic setting? 

➢ How do you decide between NCCN Guidelines category 1 
preferred treatment options? 

➢What is the optimal second line therapy?

➢Awareness of recent approvals and clinical trial data 
provides additional options for patients 

Challenging

Cases in...

Kidney 
Cancer

Patient case: untreated metastatic disease
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How aware are 
you of the risk 

models to direct 
treatment for 

kidney cancer?
 

73-year-old male

Blood in urine

Pain in flank

Lump in abdomen

Fever and night sweats

Unexplained weight loss

Otherwise, healthy

No family history

CT scan revealed left kidney 
mass (5 cm)

Left-sided radical 
nephrectomy, revealed a 
clear-cell renal cell carcinoma

Hypercalcemia and anemia

Multiple, small lung nodules 
metastases

Intermediate risk 

ECOG PS: 1

Patient History Diagnosis

*Intermediate risk group – 1 or 2 prognostic factors 



How aware are you of the 
risk models (e.g., MSKCC 

prognostic model or IMDC 
criteria) to direct 

treatment for kidney 
cancer?
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Answered: 9

0%

11.10%

0%

44.40%

44.40%

Not aware

Slightly aware

Somewhat aware

Moderately aware

Very aware

ARS Results from HCP Participants
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Do you, or does your practice, utilize a specific risk model to direct treatment choice?
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What frontline 
treatment do you 

recommend? 

73-year-old male

Blood in urine

Pain in flank

Lump in abdomen

Fever and night sweats

Unexplained weight loss

Otherwise, healthy

No family history

CT scan revealed left kidney 
mass (5 cm)

Left-sided radical 
nephrectomy, revealed a 
clear-cell renal cell carcinoma

Hypercalcemia and anemia

Multiple, small lung nodules 
metastases

Intermediate risk* 

ECOG PS: 1

Patient History Diagnosis

*Intermediate risk group – 1 or 2 prognostic factors 



What is your preferred 
systemic treatment in the 
1L metastatic setting for 

RCC with clear cell 
histology and 

intermediate risk?

© 2025 Cornerstone Specialty Network. All rights reserved
Answered: 7

0%

0%

14.3%

14.3%

42.9%

28.6%

Other

Cabozantinib

Lenvatinib + Pembrolizumab

Ipiliimumab + Nivolumab

Cabozantinib + Nivolumab

Axitinib + Pembrolizumab

ARS Results from HCP Participants
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July 24, 2025

How do you decide between preferred category 1 recommendations?
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CheckMate-214 
Phase 3: 9-Year follow-up 

Keynote-426
Phase 3: 5-year follow-up

Keynote-581/CLEAR 
Phase 3: 4-year follow-up

CheckMate-9ER
Phase 3: 5-year follow-up

Current FDA approval 

Nivolumab: adult patients with 
intermediate or poor risk advanced 

RCC, as a  first-line treatment in 
combination with ipilimumab.

Pembrolizumab: in combination with 
axitinib, is indicated for the first-line 

treatment of adult patients with 
advanced RCC

Pembrolizumab: in combination with 
lenvatinib, for the first-line treatment 
of adult patients with advanced RCC.

Nivolumab: adult patients with 
advanced RCC, as a first-line 

treatment in combination with 
cabozantinib

NCCN Guidelines Category 1 preferred regimen Category 1 preferred regimen Category 1 preferred regimen Category 1 preferred regimen

Study Design

NIVO 3 mg/kg IV 
+ 

IPI 1mg/kg Q3W 
(x 4 doses) 

followed by NIVO 
3mg/kg Q2W

Sunitinib 50 mg 
PO QD for 4 
weeks on, 2 
weeks off (6-
week cycles)

Pembrolizumab 
200 mg IV Q3W 

for up to 35 
cycles (~ 2 years) 
+ axitinib 5 mg 

orally once daily

Sunitinib 50 mg 
orally once daily 
for first 4 weeks 
of each 6-week 

cycle

Pembrolizumab 
200 mg IV Q3W 

+  
lenvatinib 20 mg 

orally QD

Sunitinib 50 mg 
orally once daily 
for first 4 weeks 
of each 6-week 

cycle

Nivolumab 240 
mg IV Q2W + 

cabozantinib 40 
mg PO QD

Sunitinib 50 mg 
orally once daily 
for first 4 weeks 
of each 6-week 

cycle

N, ITT
N Intermediate/poor risk

550
425

546
422

432
294

429
298

355 
243

357
229

323
188 / 61

328
188 / 68

Median 
Overall survival

46.7 months 26.0 months 42.2 months 29.3 months 47.9 months 34.3 months 47.4 / 34.8 
months

36.2 / 10.5 
months

Intermediate/poor risk
Median PFS

12.4 months 8.5 months 13.8 months 8.3 months 22.1 months 5.9 months 16.6 / 9.9 
months

8.5 / 4.2 
months

Intermediate/poor risk
ORR / CR

42.4% / 12% 27.5% / 3% 57% / 11% 35% / 3% 71.3 % / 18.3 % 36.7% / --- 55.9% / 42.6% 27.7% / 10.3%

Intermediate/poor risk
Median DOR

82.8 months 19.8 months
23.6 months 15.3 months 26.7 months 14.7 months

19.0 / 37.0 
months

13.0 / 0 
months

Comparison of IO combo therapy in the front-line metastatic setting

HR 0.69

HR 0. 73

HR 0.76

HR 0. 68

HR 0.74

J Clin Oncol 2024 42:1222-1228
ASCO 2025 Abst 4505

Nature Medicine June 2025

HR 0. 43
In ITT

In ITTIn ITT

ASCO GU 2025 Abst 439

HR 0.86 / 0.49

HR 0. 63 / 0.36

HR 0. 48

Intermediate/poor riskIntermediate + poor risk Intermediate + poor risk Intermediate + poor risk
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What is your 
next course of 

action? 

73-year-old male

mRCC, intermediate risk

Received first line 
cabozantinib + nivolumab

Progression over one year 
later (at 14 months)

Increasing back pain, mild 
nausea, weight loss

New pulmonary nodules on 
CT scan

ECOG PS: 2

Frontline treatment Progression

*Intermediate risk group – 1 or 2 prognostic factors 



What is your next course 
of action after prior IO 

therapy (cabozantinib + 
nivolumab) in the 
frontline setting?
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Answered: 10

0%

30%

20%

20%

10%

20%

Other

Tivozanib

Everolimus/Lenvatinib

Cabozantinib

Belzutifan

Axitinib

ARS Results from HCP Participants
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In the 2L setting, do you consider rechallenging with IO therapy?



What is your next course 
of action if IO therapy 
naïve in the frontline 

setting?
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Answered: 9

0%

0%

33.3%

0%

0%

0%

11.1%

55.6%

Tivozanib

Everolimus/Lenvatinib

Cabozantinib

Belzutifan

Axitinib

Single agent IO therapy

Dual IO therapy

Combination IO + TKI therapy

ARS Results from HCP Participants
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What factors would influence your decision to not use IO therapy in the frontline setting? 
How does that impact your decision making in the second line setting?



Will the presented 
challenging case impact 
your current prescribing 

behavior in the 2L+ 
metastatic setting for clear 

cell RCC?
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Answered: 8

25.0%

12.5%

62.5%

Unsure​

No, my prescribing behavior will 
stay the same​

Yes, my prescribing behavior will 
change​

ARS Results from HCP Participants
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• Multiple options available in the first line and 
subsequent line setting for clear cell RCC

• Subsequent treatment options dependent on 
prior IO therapy based on NCCN Guidelines

• Awareness and utilization of risk models can 
direct treatment choices

• More recent approvals provide additional 
treatment option for patients

Key 
Takeaways
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Kidney Cancer
Patient case: untreated metastatic renal cell 
carcinoma with clear cell histology
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