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Disclosure

• None



Patient Population

• M>F  relative risk 1.7 men compared to women

• Median age 64

• 8th most common cancer in the US

• ~80000 new cases/annually  / ~15,000 deaths

• 20-30% diagnosed with metastatic disease

• 12% 5yr survival in metastatic disease



Rate of New Cancers in the United States, 2021

Source - U.S. Cancer Statistics Working Group. U.S. Cancer Statistics Data Visualizations Tool. U.S. Department of Health and Human 
Services, Centers for Disease Control and Prevention and National Cancer Institute; https://www.cdc.gov/cancer/dataviz, released in June 
2024.

https://www.cdc.gov/cancer/dataviz


Who the Patient Saw First…
Urologist Medical Oncologist

Control symptoms of primary tumor Morbidity of surgery 

Phase III trials showing OS benefit No proven benefit in IO era

Resection of resistant clones Delay to systemic treatment

Long-term remission noted w/ surgical resection of 
metastatic RCC impaired CrCl, increased risk of HTN

Nephrectomy patient compromise 80-90% of trial 
Participants

Unlikely benefit in those with competing risk 
comorbidities and impaired performance status
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Cancer Staging
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Early Stage Disease 

• Robotic surgery has dynamically changed morbidity and complications associated with partial 
nephrectomy

• Thrombus cases
• Disaster abdomens 

• Surgeons must be the gateway for shared decision making as many options are available: 
• Ablation 
• Surgery 
• Active surveillance
• Radiotherapy 



Early Stage Disease

Renal Mass Biopsy Is Associated With Fewer Radical Nephrectomies for Benign or Indolent Disease, Particularly for T1b Renal Masses
[Dennis N. Boynton, Mahin Mirza, Monica Van Til, Mohit Butaney, Sabrina L. Noyes, Brian Seifman, Mohammed Jafri, Khurshid R. Ghani, Craig G. Rogers, Brian R. Lane] 
Urology Practice 12, September 2024
DOI: (10.1097/UPJ.0000000000000710) 

Non-malignant pathology decreased 7% in those w/ PNx and 10% in RNx

https://doi.org/10.1097/UPJ.0000000000000710


HISTOTRIPSY (HISTOSONICS) 



HOPE4LIVER

90% local control @ 12 months



• 12 centers

• 2007 – 2018 , median f/u 5 years

• Median tumor size 4cm 

• 75% deemed non-operable

• Median decrease in GFR 14.2ml 

• 4% required dialysis (caveat 29% solitary kidney)

• No grade 3 toxicities, only 1 grade 4 toxicity
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Single 
Fraction

<4cm



DISSRM Registry

Alkhatib JU 2005 PMID 40262276
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Keynote 564

Grade 3 and 4 Toxicity = 20%

Biomarkers for patient selection

Many patients went on to subsequent therapy
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Prior to 2006

Vaishampayan ASCO Book 2006
Flanigan JU 2004 PMID 14767273



Immune Checkpoint Inhibitors
Treatment Landscape for Metastatic RCC

2005  2006  2007  2008  2009  2010  2011  2012  2013  2014  2015  2016  2017  2018  2019  2020  2021  2022   2023 

Sunitinib 

Sorafenib

Temsirolimus

Bevacizumab 
+ INFa

Everilomus
Pazopanib 

Axitinib Nivo + Ipi Cabo + Nivo

Pem + LenPem + Ax
Ave + Ax

Nivo 
Cabo

Everolimus + 
Len

ORR 5=10%  PFS 2-10mo  OS 5-20 mo                               ORR 30-70%  PFS 10-20mo  OS NR (80% @ 12mo)  



Key Trials Primary mRCC w/ ICI

Trial Drug 
Combinat
ion

# Pts w/ 
Primary 
Tumor 

PFS OS CR ADE

Checkmate 
214
Motzer NEJM 2018

Ipi + Nivo vs. 
Sunitinib

22% 11.6 vs. 8.4mo 
(p=0.03, NS)

NR vs 26 mo 9% G3-4 : 46%

Checkmate 
9ER
Choueiri NEJM 
2021

Nivo + Cabo vs 30% 16.6 vs 8.3 mo 
(p=<0.001)

85.7% @ 12 mo  
vs 75.6 % 
(p=0.001)

8% >G3 75.3% 

Javelin 101*
Motzer NEJM 2019

Ave + Axi vs 
Sunitinib

20.2% 13.8 vs 8.4mo 
(p=<0.001)

11.6 vs 10.7mo 4.4% >G3 71% 

Keynote 426
Rini JCO 2023

Pemb + Axi vs 
Sunitinib

16.6% 15.1 vs 11.1mo 
(p=<0.001)

Median survival 
not reached 
(10% 
improvement @ 
12mo)

5.8% >G3 75.8% 

CLEAR
Motzer NEJM 2020

Pemb + Len vs 
Eve + Len vs 
Sunitinib

25.1% 23.9 vs 9.2mo 
(p=<0.001)

79.2% @ 24mo 
vs. 66 mo

16% >G3 82% 

*PFS OS in PD-L1 + tumors

Patients are living longer but 
complete response is still 

remains low



Abel EAU 2023 PMID 37442673

 

2006-2007
Multi-institutional database

Upfront CN: 914 pts

SCREEN SCORE:

Systemic symptoms
>3 more metastatic sites

Total metastatic burden > 5cm
Bone metastatic 
Low serum Hb

Low serum albumin
NO/Lymph ration > 4





• Clear Cell Carcinoma

• 1-5 metastasis

• 2018-2023 – met directed therapy off systemic therapy w/ limited XRT for progression

• 98% had pervious nephrectomy

• Patients were allowed to have previous systemic therapy, surgery, metastectomy, or 
radiotherapy

• Most common sites radiated included lung and lymph nodes 



Met Directed Radiotherapy



Met Directed Radiotherapy



Met Directed Radiotherapy 

Natera ctDNA MRD 
test

Prognostic in this 
small subset



284 patients 
Mean sensitivity 85.5%
Mean specificity 87%

Good inter-reader correlation

Shuch Lancet Onc 2024 32623821



STARLITE 
2

Darren Feldman MSKCC 
TELIX pharma



Biomarkers





Histology

Checkmate-214

Clear improvement in 
response to ICI vs TKI 



Motzer NEJM 2018 29562145

PD-L1 expression did not 
change response to Nivo + IPI



Brooks EAU 2014 24613583



Brooks EAU 2014 24613583

ClearCode + Grade + 
Stage

Outperformed 
known prognostic 

models



91 patients 
Surgically resected ccRCC

46 M0 and 45 M1
ClearCode 34 – gene expression 

microarray

43% discordance between Primary and Met
23% discordance between Mets 
22% discordance within primary

Serie EAU 2017 27899233



Protein Biomakers



XU JCO 2024



IMmotion010 + KIM 1 

KIM 1 >30% conferred overall 
worse DFS (on treatment or not) 

Rise in KIM 1 on treatment lead to 
worse DFS

Atezo improved DFS in KIM 1 high 
compared to Pbo but not in KIM 1 

low 

Median KIM 1 levels were higher 
at recurrence



Circulating Tumor DNA





Correa Oncologist 2024 39013784



Correa Oncologist 2024 39013784



45 patients
Followed for 48 months

Localized and Metastatic 

ctDNA changes over time had 90% 
correlation with recurrence

83% concordance w/ negative ctDNA and 
no recurrence

13.6 wk lead time to radiographic 
progression

Basu Clin Gen Cancer 2024 39536416



Integrative 
Oncology 
Ochsner 

• Yoga and mobility 

• Mental and emotional wellness

• Acupuncture 

• Rehabilitative wellness services

• Diet and Nutrition 



FMT  - fecal 
microbial transplant

CICB - Anti-PD-1 
and CTLA4

HR – human 
responders

HNR – human non-
responders

MR – mouse 
responders

MNR – mouse non-
responders

Derosa EAU 2020

Akkemansia_muciniphila 
Bacteroides_salyersiae 



Akkermansia



Palliative Care

Patel Cin Gen Cancer 2022  PMID 35105510 ; Bakitas JAMA 2009 PMID19690306



Conclusions

• Early stage disease –> consider renal mass biopsy or novel therapies

• Precision medicine is here – Biomarkers are needed

• Medical oncology – escalate, descalate, and choose wisely 

• Radiotherapy is critical to both early and advanced disease states

• Theronostics has made its way to Kidney Cancer – hooray!

• Integrative oncology can support and strength therapeutic programs

• Medicine is not always about a cure, but also about compassion  call palliative care



rohith.arcot@cchsner.org
9017341338

mailto:rohith.arcot@cchsner.org
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