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Case Presentation
• 62 year old man underwent CT scan after auto collision, and 

found to have 8 cm kidney tumor.
• Underwent nephrectomy
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Case Presentation
• No evidence of disease following surgery
• Five years later: 
• 2 cm RLL lung nodule on surveillance CT scan. 
• Feeling well.
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CASE PRESENTATION: What to do next?

4

LOCAL THERAPY?

SYSTEMIC THERAPY?

OBSERVATION?



METASTASECTOMY
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DEFINITION: Surgery to remove cancer beyond the primary 
site
Can be performed at the time the primary is removed or 
Years later
RATIONALE:  
• Alleviate or prevent local symptoms
• Control the cancer: Help the patient live longer with 

good quality of life
• Obtain tissue for molecular analysis



METASTASECTOMY
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• Control the cancer: Help the patient live longer with 
good quality of life

• 1. Avoid systemic treatment and its potential toxicities

• or

• 2. Follow up with systemic treatment:  Delay the 
development of resistant clones 



METASTASECTOMY
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SHOULD WE DO IT?

Do the risks of the operation outweigh the 
benefit from removing the visible cancer ?



81. Principles of Surgical Oncology Dr. Khdair Al-Rawaq

ANCIENT HISTORY OF SURGERY FOR CANCER
400 BC  Hippocrates describes the stages of cancer and 
advises against surgery for advanced disease1





Does Metastasectomy help patients?
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How do we know?

Randomized Clinical Trial ???



Does Metastasectomy help?
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How do we know?
Randomized Clinical Trial

PERSONAL EXPERIENCE
EXPERT OPINION



METASTASECTOMY
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SHOULD WE DO IT?

WHO WILL BENEFIT?

All patients are not the same

How can we tell?



METASTASECTOMY-WHAT FACTORS PREDICT 
LONGER TIME UNTIL RECURRENCE?
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NUMBER OF METASTATIC SITES

DISEASE-FREE INTERVAL

2019: No set “formula” or highly evidence-
based approach.  Treatment is individualized 
based on clinical features, MD experience 
and patient preference



Case Presentation Continued
• 62 year old man underwent nephrectomy for T3a ccRCC 5 years ago.
• CT  now:  2 cm RLL lung nodule
• Nodule Resected
• No evidence of disease following surgery
• Medical oncologist recommends close follow up

• Thoracic Surgeon is FURIOUS that no systemic treatment is offered 
after the operation…     
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The Metastasectomy Dilemma
• Metastasectomy has been performed for mRCC for over 80 

years.  
• Synchronous: at time of nephrectomy; Metachronous: later

• Risk of recurrent disease is high

• No systemic therapy has been shown to improve outcomes 
in patients NED after metastasectomy:

UNMET NEED
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A randomized, open label, multicenter phase 2 study, to evaluate the efficacy of Sorafenib in patients with advanced Renal Cell Carcinoma (RCC) after a radical resection of the 
metastases: RESORT trial.

Presented By Giuseppe Procopio at 2018 ASCO Annual Meeting



RESORT: Study Design

Presented By Giuseppe Procopio at 2018 ASCO Annual Meeting



mRFS in the two treatment arms

Presented By Giuseppe Procopio at 2018 ASCO Annual Meeting



Randomized, double-blind phase III study of pazopanib versus 
placebo in patients with metastatic renal cell carcinoma who have 

no evidence of disease following metastasectomy: A trial of the 
ECOG-ACRIN cancer research group (E2810)
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Pazopanib

• Pazopanib has been a standard of care for first-line systemic 
therapy for metastatic RCC based upon improved progression-free 
survival (PFS) compared to placebo (Sternberg et al. 2010). PFS 
was non-inferior vs. sunitinib and favorable patient reported 
outcomes (Motzer et al. 2013).

• Utility of VEGF-targeted agents in the NED (adjuvant or post-
metastasectomy) state was unknown at study conception
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E2810 Hypothesis

12 months of pazopanib treatment will increase disease-
free survival in patients with metastatic RCC who have 
been rendered radiographically disease free by surgical 
metastasectomy
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RCC M1
Resected
To NED

No Prior
Systemic
Therapy

RANDOMIZATION
Stratification:
DFI < or > 1yr
1 or > 1 site resected

Pazopanib 800 mg qd
Endpoints
DFS
OS
AEs
PROs
Lab Correl.

E2810 STUDY SCHEMA

CT q3mo52 weeks Rx

DFI: disease-free interval
DFS: disease-free survival
PRO: patient reported outcome

Leonard J. Appleman MD PhD

Placebo 800 mg qd
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Pazopanib did not improve disease-free survival
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Pazopanib did not improve disease-free survival

Leonard J. Appleman MD PhD

Median follow up-30 months
83/129 DFS events (64%)

36 month DFS:
Pazopanib      26%
Placebo         22% 

(estimated 25% at start of 
study)



OUTCOMES AFTER METASTASECTOMY
MEDIAN VS. “TAIL OF THE CURVE”

Ribas,Hersey, Middleton, Gogas, Flaherty, Sondak, Kirkwood 2012



Trend toward improved disease-free survival for disease-free 
interval > 1 year

26Leonard Appleman MD PhD

The HR for > 1 yr. versus ≤ 1 yr. 
= 0.55 (0.35, 0.87)
log rank p-value = 0.01



DFS by Stratification Factor: Number of Resected Sites
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CYTOREDUCTIVE NEPHRECTOMY
One third of patients with renal cell 
carcinoma present with metastatic 
disease 

Hypothesis: removal of primary 
tumor will be beneficial
Because…

1. Alleviation of tumor-mediated 
immune suppression



Two Randomized studies: Newly diagnosed metastatic RCC with primary in place:

Interferon-α2b*
vs.

Cytoreductive nephrectomy followed by Interferon-α2b

SWOG  (n=241) and EORTC (n=83);  1990s

*Median PFS 5-6 months.  Response rate 6%.  
Significant chronic and constitutional toxicity 



Cytoreductive nephrectomy +IFN vs IFN Alone: 
Combined SWOG/EORTC OVERALL SURVIVAL

HR 0.67 (Median 13.6 v 7.8 months)



1990s-2006
Interferon-a2b 

2006-2013
Targeted Rx

Sorafenib, sunitinib, 
temsirolimus, everolimus, 

pazopanib, axitinib, 
bevacizumab,cabozantinib



Is there a benefit to cytoreductive 
nephrectomy for patients treated 

with targeted therapy against 
VEFG and other pathways?





Only for pts with 1,2 or 3 out of 6 possible 
IMDC risk factors

Heng et al. Overall Survival



Only for pts with 1,2 or 3 out of 6 possible 
IMDC risk factors

Heng et al. Overall Survival



Only for pts with 1,2 or 3 out of 6 possible 
IMDC risk factors

Heng et al. Overall Survival



Carmena : Cytoreductive nephrectomy followed by sunitinib versus sunitinib alone in metastatic renal cell carcinoma (mRCC) - Results of a phase III non-inferiority trial. <br 
/>(NCT00930033)

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting



CARMENA: Prospective, multicenter, open-label, randomized, phase 3 non-inferiority study

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting



Overall <br />survival (ITT) 

Presented By Arnaud Mejean at 2018 ASCO Annual Meeting



Progression free survival (ITT)
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CARMENA STUDY

•How should/will this change practice? 

•Would be helpful to know about 
patients who were not considered for 
the study and went to surgery as 
standard of care because physician or 
patient preference (including 
outcomes).

•How to reconcile with IMDC data?



1990s-2006
Interferon-a2b 

2006-2016
Targeted Rx

Sorafenib, sunitinib, 
temsirolimus, everolimus, 

pazopanib, axitinib, 
bevacizumab,cabozantinib

2019-
PD-1 antibodies, 

Combos



FUTURE DIRECTIONS
Metastasectomy and Immune checkpoint inhibitors

• Oligometastatic disease allowed in ongoing adjuvant 
randomized studies: 

• PROSPER-RCC (EA8143, NCT03055013) (metastasectomy 
allowed within 12 weeks of nephrectomy). (Nivolumab vs. 
observation; pre/post-op; L. Harshman, P.I.)

• KEYNOTE 564 (NCT03142334; Pazopanib vs. placebo 
(metastasectomy allowed within 1 year)

• IMmotion010 (NCT03024996; atezolizumab vs. placebo; 
metachronous or synchronous metastasectomy allowed) 
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EA8143 Study Update

Lauren Harshman, MD
EA8143 Study Chair
ECOG-ACRIN Fall Group Meeting
October 2018
Fort Lauderdale, FL
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A Phase 3 RandOmized Study Comparing 
PERioperative Nivolumab vs. Observation in 
Patients with Localized Renal Cell Carcinoma 
Undergoing Nephrectomy (PROSPER RCC)



EA8143 PROSPER RCC: Adjuvant Therapy with a Twist

• Need the trifecta: presurgical priming with PD-1 blockade necessary for enhanced efficacy
• 1 adjuvant dose may not be sufficient further engage with adjuvant therapy
• No Placebo—patients really do care about this!

Primary endpoint: RFS
Secondary EP: OS, RFS in clear cell subset 

Urology PI: Allaf; PIs: Harshman/McDermott,  MANY OTHERS 45
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ADDITIONAL LOCAL TREATMENT OPTIONS

• Radiation Therapy (including stereotactic radiation)
• Kidney cancer not particularly sensitive to radiation 

but new techniques can achieve higher doses 
without damage to normal tissues

• Thermal energy techniques
• Cryotherapy (tumor ice ball)
• Radiofrequency ablation (kill it with fire!)
• Embolization/chemoembolization



Future treatment paradigm?
• Pre-operative priming with immunotherapy (anti-PD-1)
• Surgery to remove metastasis
• Post-operative immunotherapy and close monitoring.
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Medicine vs. Surgery
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vs.



Medicine AND Surgery  
(for some patients)
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THANK YOU
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