Clinical benefit (CB) of high-dose interleukin-2 (HD IL-2) in clear cell (cc) metastatic renal cell carcinoma (mRCC).
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Background: HD IL-2, an immunotherapy, is a standard of care for a select group of patients (pts) with mRCC. Generally objective response (OR) rates, i.e. complete response (CR) + partial response (PR), of 16-20% are discussed with pts, but not disease stabilization (SD). Recent data suggest that cancer immunotherapy may improve survival without inducing OR. Thus, treatment with HD IL-2 may provide survival benefit to an additional group of pts not experiencing OR, but only SD as the best response. Here we report CB (OR+SD), and specifically report outcomes of cc mRCC pts experiencing SD as the best response, on treatment with HD IL-2. 

Methods: All sequential cc mRCC pts treated with HD IL-2 at the University of Utah Huntsman Cancer Institute from 2000-2012 were included. Pts were evaluated for best response, progression-free survival (PFS), time to next treatment (TNT) and overall survival (OS). Two practitioners independently reviewed HD IL-2 response with discrepancies adjudicated by a third reviewer. 

Results: 85 pts, 79% male, were identified with a median age of 56 (range 32-76) years. Pts belonged to the following MSKCC risk categories: 11 (13%) good, 70 (82%) intermediate, and 4 (5%) poor risk. A CR was identified in 9 (11%), PR in 5 (6%), SD in 26 (31%), progressive disease (PD) in 38 (45%), and unknown/not evaluable (NE) in 7 (8%) pts; yielding a clinical benefit in 40 (47%) pts. The median PFS, TNT, and OS in these individual groups of pts are compared in the table. 

Conclusions: A clinical benefit of HD IL-2 was achieved in nearly half of all clear cell mRCC pts. OS was not significantly different in OR and SD groups. Even though OR favorably 

determine outcomes, SD is also an important response criterion, and may be discussed during counseling pts for treatment with HD IL-2.

	Median PFS, TNT, and OS of HD IL-2 treated mRCC pts.

	
	PFS, days
	TNT, days
	OS, days

	Overall
	152
	264
	817

	SD vs PD and NE
	337 vs 78 (p<.0001)
	373 vs 110 (p=.0001)
	1,476 vs 365 (p=.0003)

	CB vs PD and NE
	791 vs 78 (p<.0001)
	735 vs 110 (p<.0001)
	1,616 vs 365 (p<.0001)

	OR vs SD, PD and NE
	NA vs 99 (p=.0003)
	953 vs 166 (p<.0001)
	1,616 vs 603 (p=.0021)

	OR vs SD
	NA vs 337 (p=.0234)
	953 vs 373 (p=.0015)
	1,616 vs 1,476 (p=.2094)


Abbreviation: NA, not achieved.
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My comments on this abstract on based on the limited data in the abstract, as I do not have access as yet to the full study.  As a HD IL2 survivor, with a special interest in seeing that others have the opportunity to learn more about the treatment, so that they might make a well-informed choice about opting for it, I submit the following remarks.
For too long, there have been few studies coming from the clinical world about the use of HD IL2, especially following the approval of the targeted therapies.  No doubt the ease of the use of these agents, along with the desire not to send patients to distant centers, limited the patient group receiving IL2.  Though this abstract does not address the specific profile of the patient group, one must wonder if they are more sick population, having presented at a tertiary center, or if the area  more typical group of patients found in a larger community.  

Most important is the recognition of the value of the patient having Stable Disease (SD) as an outcome.  This is in contrast to the more limited descriptions of response of Complete Response (CR) or Partial Response (PR).  The outcomes measures of Progressive Free Survival (PFS), Time to Next Treatment (TNT) and Overall Survival (OS) are slightly unusual as TNT implicitly recognizes that a failed or limited response will likely be followed by another treatment. This was rarely discussed in earlier studies.

The original clinical trial which led to FDA approval of HD IL2 recognized only CR, which was 5%, with the median not reached during the trial, and PR, which was 14%.  Study footnotes indicate that three of the PRrs had surgery which rendered them disease free at the time of the publication.  This would not be recognized as “salvage therapy”, and put them in the No Evidence of Disease (NED) class.  A different analysis of this data would have upped the CR some small percentage.

Also the definition of PR was 50% or greater reduction in measurable tumor area, that being the sum of the perpendicular diameters of all lesions, with no new increase of size of any other mets.  Far less strict measurements of PR are used in some of the targeted therapy trials, with a 30% decrease most often being considered a Partial Response.
Keeping those definitions in mind, note that there are CR in 11% of patients, with a PR in an additional 6% of patients.  Most important is the SD category, which was achieved for 31% of all patients.   This total of 47% is described for the group as being of Clinical Benefit (CB).  Certainly patients value the responses of SD, which seems to have provided slightly over one year versus 3-4 months benefit to those who did not have SD.

When comparing the value of Objective Response (OR) with its median of 1616 days to that of Stable Disease (SD) measure of 1476 day, one can clearly see the value of achieving Stable Disease.  Unfortunately, those patients with Progressive Disease, or with responses Not Evaluable (NE), showed OS of 365 days.
Peggy Zuckerman
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