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CLINICAL PRESENTATION 

• Woman, 67 years old at diagnosis, ECOG PS 0, no comorbidities 

• December 2010: Left radical nephrectomy and para-aortic lymphoadenectomy  

Clear-cell renal cell carcinoma, G4 Fuhrman. pT3a pN0 (0/34) M0  (stage III). 

• March 2012: on CT-scan appearance of mediastinal lymph nodes 

• Biopsy: metastasis of clear cell renal cell carcinoma 

Which treatment in first-line? 



mRCC: AIOM GUIDELINES 

AIOM guidelines 2014 
Heng DYC et al. J Clin Oncol. 2009;27:5794-9. 
R.J. Motzer, J Clin Oncol, 20 (1): 289-296, 2002 

Risk Criteria for VGFR-targeted 
therapy 

(Prognostic factors for poor OS) 
 

 KPS <80  
Diagnosis to therapy <1 year 

Anaemia 
Hypercalcaemia 

Neutrophilia 
Elevated LDH 

 
0 factors: Favourable risk 

1-2 factors: Intermediate risk 
≥3 factors: Poor risk 



HOW TO CHOOSE  
THE FIRST-LINE TREATMENT  

IN mRCC? 

RANDOMIZED CLINICAL TRIALS’ RESULTS 

TOLERABILITY PROFILE 

QUALITY OF 
EVIDENCE 

TOXICITY RISK FACTORS 

COMORBIDITIES QUALITY OF LIFE 

MSKCC RISK CLASSIFICATION  
NEED OF TUMOR 

SHRINKAGE? 



April 2012 

HYPERTENSION G3  

First-line treatment: SUNITINIB 

Cycle 1 
50 mg/die 
4/6 wks 

Cycle 4 
50 mg/die 
4/6 wks 

Cycle 3 
50 mg/die 
4/6 wks 

Cycle 2 
50 mg/die 
4/6 wks 

Rini B I et al. JNCI J Natl Cancer Inst 2011;103:763-773 

1) STOP TREATMENT UNTIL COMPLETE 
RESOLUTION OF HYPERTENSION 
 

2) PERMANENTLY DISCONTINUED 
 

3) REDUCE THE DOSAGE TO 37.5 
mg/day 
 

4) KEEP THE DOSAGE OF 50 mg/day 
WITH ADEGUATE      ANTI-
HYPERTENSIVE THERAPY 

WHAT TO DO? 
Hypertension as a potential biomarker of 

sunitinib-related efficacy 
 

4) KEEP THE DOSAGE OF 50 mg/day 
WITH ADEGUATE      ANTI-
HYPERTENSIVE THERAPY 

 

HAND-FOOT SYNDROME G3 

FATIGUE G2 

http://www.google.it/url?sa=i&rct=j&q=SUNITINIB+&source=images&cd=&cad=rja&docid=34xY2nlCcVKORM&tbnid=T7u_pYmb9dyNWM:&ved=0CAUQjRw&url=http://acc-chemo.blogspot.com/2010/05/sunitinib-sutent.html&ei=oPxOUeqxOsWOOPjWgLAD&bvm=bv.44158598,d.bGE&psig=AFQjCNEtIjYanI4z5Vtsp4iiIPqFFnXc4Q&ust=1364217365862726
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HAND-FOOT SYNDROME G3 

FATIGUE G2 

1) STOP TREATMENT FOR TOXICITY 
 

2) REDUCE THE DOSAGE TO 37.5 mg/day 
 

3) KEEP THE DOSAGE OF 50 mg/day WITH A MODIFIED 
SCHEDULE 

Brian I. Rini, ASCO GU 2013 

WHAT TO DO? 
Retrospective Observational Study of Sunitinib 

administered in a 2/1-2/1 Schedule (2 weeks on-
1 week off for an overall cycle length of 6 weeks) 
in patients with metastatic Renal Cell Carcinoma 

(mRCC): RAINBOW Study.  

http://www.google.it/url?sa=i&rct=j&q=SUNITINIB+&source=images&cd=&cad=rja&docid=34xY2nlCcVKORM&tbnid=T7u_pYmb9dyNWM:&ved=0CAUQjRw&url=http://acc-chemo.blogspot.com/2010/05/sunitinib-sutent.html&ei=oPxOUeqxOsWOOPjWgLAD&bvm=bv.44158598,d.bGE&psig=AFQjCNEtIjYanI4z5Vtsp4iiIPqFFnXc4Q&ust=1364217365862726


April 2012 

COMPLETE REMISSION 

Cycle 1 
50 mg/die 
4/6 wks 

Cycle 9 
50 mg/die 
2:1/2:1 wks 

Cycle 5 
50 mg/die 
2:1/2:1 wks 

Cycle 4 
50 mg/die 
4/6 wks 

Cycle 3 
50 mg/die 
4/6 wks 

Cycle 2 
50 mg/die 
4/6 wks 

July 2013 

RP RP CR 

VHL 
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1) CONTINUE TREATMENT 
 
1) STOP TREATMENT AND ACTIVE SURVEILLANCE 

WHAT TO DO? 

Rapid vascular regrowth in tumors after reversal of 
VEGF inhibition 

 

Mancuso et al. J Clin Invest 2006  

 

 
 
 
 
 

Ravaud, 2010 

 

Maintenance after CR: development of VEGF-resistance 



TKI discontinuation results in acceleration of tumor GR and induces TF, which 

can negatively affect the prognosis of mRCC patients. 

Iacovelli R, Massari F et al., Eur. Urol. 2014, article in press  

Before discontinuation After discontinuation 



July 2013 

AFTER ONE YEAR… 

Cycle 9 
50 mg/die 
2:1/2:1 wks 

FOLLOW UP 

November 2014 

CR CR 
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