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Case: history 

  A 56-year-old male, who in April 2009 presented to his primary 
physician with vague abdominal pain 

 

 Past medical history: type 2 diabetes , hypertension, and smoking 

     (1 pack of cigarettes per day for the last 35 years) 

 

 His workup included a CT scan of the chest-abdomen-pelvis, which 

     revealed the presence of an incidental 3.5 cm left renal mass, with 

     no evidence of metastatic disease  



Outcome 

 

 The patient underwent a laparoscopic partial 
nephrectomy (5/2009) 

 

 Pathology examination revealed the presence of clear cell 
renal cell carcinoma, Fuhrman grade 3, 3 cm in diameter, 
confined to the kidney capsule, with negative surgical 
margins 

 

 The patient’s postoperative recovery is uneventful 

 

 Postoperative regular f/u with periodic scans 

 

 

 

 

 



Let’s continue with the case…. 
 

 In 7/2011 (58 y/o, 26 months post nephrectomy) he presented with 
dyspnea and back pain 

 

 

 Workup:  He had a  chest-abdominal-pelvic CT scan that revealed 
the presence of and multiple bilateral lung (n=10) and bone (spinal, 
n=8) metastases 

 

 A lung biopsy was done and revealed the presence of metastatic clear 
cell renal cell carcinoma 

 

 

 And the question is:……what is the next step in approaching  and 
treating the patient?????????? 

 

 

 



 

1)Like most patients, our patient was not eligible for 

   metastasectomy.  

 

2)Therefore, and like most patients, targeted therapy  

   was his treatment of choice 

 

 

 



RTKIs  

MTOR-Is  

Targeted therapies in mRCC are either… 



Axitinib 

 

 

anti pd 1  

Nivolumab 

(pending) 



Let’s go back to our case : first line therapy 

 

 Sunitinib 50 mg once daily on the 4/2 schedule was commenced 
(7/2011). Zoledronic  acid therapy was initiated as well. 

 

 After 12 weeks, a followup CT scan revealed the presence of 
partial response in his lungs and stable disease in his bones 

 

 



Case report: second line therapy 
 Sunitinib was continued for 2 years, but was eventually stopped at 24 

months (7/2013) as a consequence of disease progression in his liver 

 

 8/2013: Patient begins everolimus (afinitor, an oral MTOR-I), 10 mg PO 
daily 

 AEs: diarrhea, stomatitis, fatigue all gr 1  

 Triglyceride and cholesterol elevations, gr 1; Anemia gr 2 

 

 CT imaging after 12 weeks: 

 Stable disease (liver, bones), with reduction of pulmonary  
metastases 

 

 
 

 

 

 

 



Let’s go back to our case : third line therapy 

 11/2014: disease progression 

 

 Axitinib (Inlyta, a second generation VEGFR-I) 5mg x 2 daily was 
started in 12/2014 

 

 His response to axitinib therapy was partial response (liver) @ 

     3 months, and since then a stable disease 

 

 

 

 



The patient is on targeted therapies for > 4 years 

 

This case reflects the significant change of the natural history of metastatic 

renal cell carcinoma in the era of targeted therapy vs the historical IFN era 

(median survival 14 mos in such a patient) 

 



Future strategies for the 
treatment of renal cell 
carcinoma 



PD-1 pathway blocking agents are therefore capable of reversing T-cell suppression and 

ultimately induce antitumor responses 

 

Nivolumab is a fully human IgG4 monoclonal antibody, anti-PD-1 immune checkpoint 

inhibitor. Has shown antitumor activity in mRCC, melanoma, and NSCLC 

One mechanism by which tumor cells  

evade the immune system is by inducing 

negative signals that cause T-cell 

suppression  

 

An important interaction that results in this 

phenomenon is the one between 

programmed death-1 (PD-1) on the T cell 

and its ligand PD ligand-1 (PD-L1) on the 

tumor cell 






















