Cessation of vascular endothelial growth factor-targeted therapy in patients with metastatic renal cell carcinoma: Feasibility and Clinical Outcome.

Sadeghi S, Albiges L, Wood LS, Black SL, Gilligan TD, Dreicer R, Garcia JA, Escudier BJ, Rini BI.

Source:  Cleveland Clinic Taussig Cancer Institute, Cleveland, Ohio.

Abstract

BACKGROUND: 
The current treatment of metastatic renal cell carcinoma (mRCC) with vascular endothelial growth factor (VEGF)-targeted agents is continuous therapy until progression of disease (PD) or unacceptable toxicity. Chronic mild to moderate toxicity and risk of long-term toxicity ensue for some patients. It is hypothesized that patients with an initial response to treatment can maintain disease control off all therapy for a period of time.  Critical here to understand that those patients who had an initial response to treatment are more likely to be able to come off that treatment for some unspecified period of time.  Dr. Pal of City of Hope generally chooses to maintain his patients on treatment, even in the absence of visible disease.
METHODS: 

A retrospective study of patients with mRCC who initiated VEGF-targeted therapy between January 2004 and December 2009 at The Cleveland Clinic Foundation, Cleveland, Ohio, or Institut Gustave-Roussy, Villejuif, France, was conducted. Patients had achieved RECIST (Response Evaluation Criteria in Solid Tumors)-defined stable disease or better on therapy, and were then taken off all therapy for reasons not including disease progression. Patient, disease, and therapy characteristics were recorded. The primary objective was progression-free survival (PFS), measured as the time from discontinuation of therapy to RECIST-defined PD.  This study was “retrospective”, ie information pulled from older files, studies; not a clinical trial, and likely with a mix of patient types.  They all did have stable disease and did not go off medication due to lack of response.  Noteworthy is the lack of information about the actual medications used, nor the way that these patients were selected for their initial treatments.  At the onset of the study period, few VEGF treatments were available in general.
RESULTS: 

Forty patients were identified. After a median follow-up of 29.7 months (range, 4.2 to 84.7 months), 25 patients (63%) had PD off therapy (median PFS, 10.0 months; range, 1.4-27.2 months). Among these patients, 8 (32%) had progression in sites that were not previously involved with disease. Heng risk group (hazard ratio, 2.49; 95% confidence interval, 1.19-5.22; P = .011) and achievement of a complete response prior to discontinuing therapy (hazard ratio, 0.20; 95% confidence interval, 0.04-0.86; P = .025) were independent predictors of PFS in a multivariable Cox proportional hazards model.  The group was 40 patients from two institutions over a period of five years.  The median follow-up time of 29.7 months means that of 40 total patients, 20 had follow-up less than 29.7 months, and 20 had follow-up for more than 29.7 months.  That follow-up time ranged from 4.2 months to 84.7 months.  Of this group of 40, 25 patients had progressive disease, obviously found by examination, CT or similar.  The median time for progression was 10 months, half sooner than 10 months, half longer than ten month.  That time period went from 1.4 months for one patient to 27.2 months for the patient with the longest time till disease was found.  For 8 of these 25 patients who disease progressed, disease was found in new locations.
It is not clear from this study what happened to the group of patients who did not have disease progression, ie 15 of the 40.  The implication is that after the study was closed that those 15 patients did not have disease after the maximum time mentioned of 84.7 months.  It may be that those patients continue to be free of disease or that their disease has progressed without being a part of this study, that they have died of other causes, etc.  

If there is such a small group of 15 who had no further disease for beyond the 84.7 months of the study, this group needs to be described more thoroughly.  What can be learned about these patients and their responses that can impact treatment for others?

CONCLUSIONS: 

A select subset of mRCC patients achieving stable disease or better on VEGF-targeted therapy can be observed off all therapy. Further prospective investigation is warranted. Cancer 2011. © 2011 American Cancer Society.
