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Almost everyone gets a
doublet first-line

Definite success with doublets.
No success with triplets yet.

We can’t predict who should get monotherapy



International mMRCC Database Consortium Qndc

17,150 patients with treated metastatic RCC from 50+ international institutions
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http://eng.amc.seoul.kr/lang/index.jsp

www.IMDConline.com

International mMRCC Database Consortium

WORKING TOGETHER AGAINST KIDNEY CANCER

IMDC Risk Calculator

Time from diagnosis to treatment
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Hemoglobin < Lower limit of normal
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How to Use

- For use in patients with mRCC for prognostication and treatment
selection

- Select Yes for each risk factor present, then select the setting of
interest; first line, second line, third line, fourth line, or first line non-clear-
cell. The risk group and corresponding estimated median survival in the
TKI era will be displayed at the bottom of the calculator.

- Use baseline factors at the start date of the current line of systemic
therapy, except for the “time from diagnosis to systemic therapy”
criterion, which is always relative to first-line therapy.

- Always use albumin-corrected calcium concentration.

- These are population medians only and are not meant 1o guide or



IMDC OS Benchmarks Improved With
|O Combinations
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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.

Ernst Matthew et al Eur Urol 2023



Choices

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




Choices

Ipi/Nivo Len/Pembro Cabo/Nivo

Axi/Pembro

VEGF Active Metastatectomy
Monotherapy Surveillance or SBRT

Cytoreductive
Nephrectomy




IMDC first-line
comparisons:
IP1 NIVO vs
|O VEGF in
int/poor risk mRCC

D Maj et al GU ASCO 2025

Table 1: Baseline Characteristics

Characteristic, N(%)

IPI-NIVO
N =1110

IOVE
N =413

Male

808 (73)

303 (73)

Age Over 65

287 (26)

132 (32.0)

IMDC Intermediate/Poor Risk

730/280 (66/34)

274/139 (66/33)

Pre-Existing Autoimmune
Condition

16 (2.6)

12 (4.6)

Non-Clear Cell Histology

139 (16)

57 (16)

Sarcomatoid

147 (21)

50 (17)

Nephrectomy

613 (55)

239 (58)

Greater than 1 Site of Met

814 (81)

321 (82)

Brain Metastasis

90 (8.4)

23 (5.7)

Bone Metastasis

373 (34.3)

173 (43)

Liver Metastasis

218 (20)

Lung Metastasis




IMDC first-line
comparisons:
IPI NIVO vs
1O VEGF in
int/poor risk mRCC

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

D Maj et al GU ASCO 2025

Table 2: Objective Response Rate

IPI-NIVO IOVE P-Value
N=1110 N =413
ORR 39.1% 48.0% 0.004
CR | 6.4% 4.2%
PR 32.2% 45.6%
SD | 31.6% 32.8%
PD 29.9% 22.6%

IOVE

0 25 50 75 100 125
Month

1010 IOVE



ARON-1 10+10 vs [O+TKI 05 + intermediate - poor IMDC

ARON-1: |O+TKI vs 10+10 subgroup analyses:
OS in intermediate + poor IMDC patients by treatment type
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At the time of data cut off;
= nivolumab plus ipilimurmakb was ongoing in 158 of 313 pte and the median follow up time for this combination was 16.8 montha (35% C1 15.5-88.8).

CABOZANTINIB . 1kei0was ongoing in 307 of the 416 pts with a median follow up time of 17.6 menths (95% C1 16.9-64.3).

+NIVOLUMAB 25

Sartoni 2023 Targeted Oncolagy (10:555%-570]



Choosing Therapy Based on Prognosis & Beyond

International mRCC Database Consortium
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MRCC Patients Attrition Receiving Systemic Treatment

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

First-line

Attrition rate
of41.8%

Second-line

Attrition rate

Third-line of 43.6%

*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



Case 1

Metastatic Renal Cell Carcinoma



Case Presentation

* 45 y.0. male with IMDC poor risk stage |V 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



* Large kidney mass, lung nodules, retroperitoneal
N OV 2023 lymph nodes and renal vein thrombus



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



SURTIME: Delayed Cytoreductive Nephrectomy
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Patients with Deferred Nephrectomy are well-selected, so have better outcomes
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Bex et al JAMA Oncol 2018



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
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Complete Responders

VEGF

IPI NIVO

Total

0,00% 1,00% 2,00% 3,00% 4,00% 5,00% 6,00% 7,00%

Zarba et al Clin GU Cancer 2026



10-10 10-VE VEGF
82 24 48

Mean age (SD) 60.6 (10.5) 57.1(11.1) 59.8 (10.0) 0.353

Male (%) 65 (79.3) 15 (62.5) 34 (70.8) 0.214
Comp lete Nephrectomy (%) 74 (90.2) 21 (87.5) 45 (93.8) 0.654
Non-Clear cell (%) 12 (14.6) 0(0) 3 (6.5) 0.018
Responders More than1siteof o, .o ) 16 (66.7) 29(60.4)  0.606
to 10O metastasis (%) ' ' ' '

Liver metastasis (%) 10 (12.2) 3 (12.5) 4 (8.3) 0.776
CO m bOS Bone metastasis (%) 8(9.8) 3 (12.5) 6(12.5) 0.304
Brain metastasis (%) 6 (7.3) 1(4.2) 1(2.1) 0.565

. 5(7.7)/ 4 (16.6)/ 6 (12.5)/
- '/'Y"f/iR'Sk(cy) 41(63.1)/  13(54.2)/  18(37.5)/  0.120

AL A 19 (29.2) 3 (12.5) 6(12.5)

Zarba et al Clin GU Cancer 2026



Complete

responders

Survival probability
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Overall Survival by Treatment Group

Treatment == |[O-I0 == |O-VE == VEGF

4yr OS:
p= 0.46 10-10: 92.9% (95%CI 86.2—-100%) HR: 1.89, 95CI 0.22-16.4)
|0-VE: 100% (95%Cl 100-100%) HR: ref
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Zarba et al Clin GU Cancer 2026



Very Favorable
Risk mRCC




Qndc

FAVORABLE RISK

+
JAMA VERY FAVORABLE RISK = No Brain Bone Liver mets
Network ‘ pe n KPS 90 / 100
; Dx —Tx > 3 years

Original Investigation | Oncology

Clinical and Molecular Validation of the Very Favorable IMDC |
in Metastatic Renal Cell Carcinoma

Martin Zarba, MD; Eddy Saad, MD; Karl Semaan, MD; Talal El Zarif, MD; Evan Ferrier; Connor Wells, MD; Razane El Hajj Chehad
Hedyeh Ebrahimi, MD; Mahrukh Huseni, MBA; Romain Banchereau, PhD; Rana R. McKay, MD; Lori Wood, MD; Benoit Beuselir
Kosuke Takemura, MD; Aly-Khan A. Lalani, MD; Haoran Li, MD; Lavinia Anne Spain, MD; Arnoud J. Templeton, MD; Thomas B.
Guillermo de Velasco, MD; Toni K. Choueiri, MD; Daniel Y. C. Heng, MD




1.0

Tier 1 favorable: median 0S, 79.1 (95% Cl, 73.7-NR) mo
Tier 2 favorable: median OS, 54.5 (95% Cl, 45.7-67.7) mo
Intermediate: median OS, 35.4 (95% Cl, 32.2-39.3) mo
0.8 Poor: median 0S, 13.9 (95% Cl, 12.2-15.8) mo
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C | Tier 1 very favorable risk subgroup 2
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IMDC Spectrum of Disease

Favourable Intermediate m

More favorable features More poor features
VEGF axis important |O more important
Better prognosis Worse prognosis
|O-VEGF to get better ORR/CR 10-10 or 10-VEGF if need a

response



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
e 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




. imdc
Conclusions <

 |OIO 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
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