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Definite success with doublets.

No success with triplets yet.

We can’t predict who should get monotherapy

Almost everyone gets a 
doublet first-line



International mRCC Database Consortium
17,150 patients with treated metastatic RCC from 50+ international institutions

ASAN Medical Center

Italy

Kidney Cancer Australian Registry and Biobank

http://eng.amc.seoul.kr/lang/index.jsp
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Overall survival by IMDC favorable (blue), intermediate (red), and poor (black) risk for (A) IPI-NIVO (log-rank p < 
0.0001), (B) IO-VEGF (log-rank p = 0.0003), and (C) VEGF-TT (log-rank p < 0.0001). IPI-NIVO is not indicated in 

favorable risk and must be interpreted with caution. 
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IMDC OS Benchmarks Improved With 
IO Combinations

Ernst Matthew et al Eur Urol 2023



Choices

Ipi/Nivo Len/Pembro Cabo/Nivo Axi/Pembro

VEGF 
Monotherapy

Active 
Surveillance

Metastatectomy 
or SBRT

Cytoreductive 
Nephrectomy
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IMDC first-line 
comparisons: 

IPI NIVO vs 
IO VEGF in 

int/poor risk mRCC

D Maj et al GU ASCO 2025



IMDC first-line 
comparisons: 

IPI NIVO vs 
IO VEGF in 

int/poor risk mRCC

OS HR Adjusted for IMDC, brain, bone, 
liver mets: 
HR 0.87 (95%CI 0.71-1.06, p=0.17) 

D Maj et al GU ASCO 2025





Choosing Therapy Based on Prognosis & Beyond

12

Favourable Intermediate Poor

Asymptomatic Symptomatic

Oligometastases High burden mets

Healthy Comorbidities

SarcomatoidNon-Sarcomatoid



mRCC Patients Attrition Receiving Systemic Treatment

*Patients eligible for second-line treatment.
IMDC, International mRCC Database Consortium; mRCC, metastatic renal cell carcinoma.
Lemelin A et al. Clin Genitourin Cancer 2026;24(1):102484. 13

199

544

935*

Third-line

Second-line

First-line

Number of patients receiving first-, second-, and third-line therapy for mRCC
IMDC analysis of treatment patterns in 1411 mRCC patients

Attrition rate 
of 41.8%

Attrition rate 
of 43.6%



Case 1
Metastatic Renal Cell Carcinoma



Case Presentation

• 45 y.o. male with IMDC poor risk stage IV metastatic renal cell 
carcinoma with sarcomatoid features to the lung

• Flank pain, Hematuria, Night sweats, weight loss, looks sick
• Kidney biopsy: ccRCC with sarcomatoid features
• Huge kidney mass and multiple lung metastases up to 3 cm, left 

renal vein tumor thrombus and intra-abdominal LN.  CT Head 
normal.

• Hb 86, Plt 532, Ca 2.38N, Neut 7.3, KPS 70, DxTx < 1 year
• NIVO/IPI initiated November 4, 2023, tolerated well



Nov 2023 • Large kidney mass, lung nodules, retroperitoneal 
lymph nodes and renal vein thrombus



Jan 2024 • Kidney became more necrotic and lung nodules 
shrank and eventually disappeared



SURTIME: Delayed Cytoreductive Nephrectomy

Bex et al JAMA Oncol 2018

Patients with Deferred Nephrectomy are well-selected, so have better outcomes



Delayed Cytoreductive Nephrectomy to CR

Waited a couple CT scans to ensure durable excellent response while on single agent 
maintenance nivolumab

Cytoreductive nephrectomy October 21, 2024. Pathology showed an ccRCC with 
sarcomatoid features, WHO grade 4/4, 8.9 cm in size with extensive necrosis; ypT3aNx

Continued on maintenance nivolumab, CT continues to be in complete response

We have discussed nivolumab discontinuation but he is fearful of recurrence.  

Eventually stopped nivolumab after 3 normal CT scans and remains disease-free



Complete 
Responders
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Complete Responders

Zarba et al Clin GU Cancer 2026



Complete 
Responders 

to IO 
Combos

Zarba et al Clin GU Cancer 2026



Complete 
responders

Zarba et al Clin GU Cancer 2026



Very Favorable 
Risk mRCC



FAVORABLE RISK
+

No Brain Bone Liver mets
KPS 90 / 100

Dx – Tx > 3 years

VERY FAVORABLE RISK =









IMDC Spectrum of Disease

More favorable features

VEGF axis important

Better prognosis

IO-VEGF to get better ORR/CR

More poor features

IO more important

Worse prognosis

IO-IO or IO-VEGF if need a 
response

Favourable Intermediate Poor



Case 2
Metastatic Renal Cell Carcinoma



Case Presentation

43 M very healthy
Radical nephrectomy on December 2011 for a pT2 8.5 cm, grade 
2/4, clear cell RCC. 
In 2025 left chest wall pain for the last 10 months and has been 
feeling a lump in the area for the last couple of months. 
7 cm soft tissue mass in the chest wall, eroding the 10th left rib. 
Biopsy confirmed recurrence of ccRCC.
Another metastasis in the sacrum and iliac crest.
IMDC favorable risk



Case Presentation

• Started Lenvatinib 20 mg and Pembrolizumab
• Added zolendronic acid



From March 2025 (7cm) to June 2025 (2cm)
Effect of Lenvatinib / Pembrolizumab



Case Presentation

• Eventually the soft tissue completely disappeared around the rib
• SBRT to the sacrum and iliac bone to consolidate treatment
• Continues on Lenvatinib and pembrolizumab

• Mild neutropenia and LFT abnormalities so eventually dose reduced to 14 
mg daily.

• Do we stop the Lenvatinib?  Do we stop the pembrolizumab?
• SBRT provides excellent local tumor control



IMDC Fellows are Awesome



Conclusions
• IOIO and IOVE combinations can have good long-term responses
• Complete responses are rare
• We have quadrupled overall survival in metastatic disease

@DrDanielHeng
daniel.heng@cancercarealberta.ca

Thank you!
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