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A recent study from the UK recommends a change in the manner by which High Dose Interleukin 2 (Proleukin) patients are chosen for treatment.

This is the only therapy which offers the possibility of a long-term remission or cure of renal cell carcinoma (kidney cancer), but it is a treatment which can be quite toxic during administration. Those side effects are controllable and reversible in experienced treatment center, but it is important to understand the factors which make a patient more likely to respond.  

Choosing any treatment for RCC is a challenge. As with HD IL2, the newer “targeted” drugs seem to offer some relief to some patients and not to others. There is no predictor of success with these. There is no history of complete remission nor durable responses from these targeted therapies at this time. I will not address these issues here, this study gives insight into the challenge of treating RCC.
Any patient considering HD IL2 is evaluated as to his general health status, i.e., clinical status. All the 72 patients in this study were deemed clinically appropriate for the treatment. All had to be in relatively good health, had to meet stress tests, EKG requirements, and lacked any active autoimmune disease or central nervous system problems.  All required a prior nephrectomy and had no previous treatment after surgery.

From 2003 to 2006, the first 30 patients were selected to meet the clinical requirements for HD IL treatment and received the standard care in hospital. Upon completion of therapy, the group had a Response Rate of 27%, which included a Complete Response rate of 13%. With these patients and clinical status, there was a slightly higher rate of response than earlier studies.

In 2006, a targeted therapy Sutent (sunitinib), was licensed for use in the UK. Patients who might earlier have chosen HD IL2, then may have chosen that newer therapy.  This change may also have affected the type of patients interested in HD IL2.  The impact of this change in options is not readily understood.  However, at 2006, researchers sought to use tumor histology--assessment of tumor types--as another way to consider patients for treatment.

From 2006 to 2008, 42 patients were treated with HD IL2. They met the clinical requirements as above, but each patient’s tumor histology was also assessed as “Favorable” or “Unfavorable”. That description follows later.  After treatment, the group with “Favorable” tumor types had a Response Rate of 49%, with a Complete Response Rate of 25%.  That rate of response was far better than the more typical earlier patient chosen with the clinical requirements.
The researchers then looked back at the tumors of the first 30 patients, and determined which were in the “Favorable” or “Unfavorable” categories. Then they compared the earlier responses of those patients to the new tumor descriptions. For that group of 30 patients, now divided by tumor type, those whose tumors were “Favorable” were shown to have a Response Rate of 41% and a Complete Response of 13%.  The patients with  this newly described “Unfavorable” tumor type had only an 8% Response Rate, and none had a Complete Response.
Only the characteristics of their tumors varied in these two groups of patients.  The patients were similar clinically, but their tumors were different. That difference defined by the histology did seem to make the difference in their response to HD IL2.
What is the lesson to be learned here?  It may be that the type of RCC and its particular tumor histology is more important in choosing treatment than the general health of the patient. This seems especially so when a patient is considered for High Dose InterLeukin treatment.

Understanding our own tumor types may guide us in finding proper treatments.  Without that knowledge, which can come only from a skilled pathologist, we will be limited.  This assessment should not include just “clear cell” versus “papillary” and so on, but also as to the “features” that each one exhibits.  For the very specific information used, I quote the study as follows:
“Other potential predictors of response are the histologic type of tumor. RCC is classified into 6 main subtypes: clear cell (conventional), papillary, chromophobe, translocation-associated, collecting duct, and unclassified carcinomas.
The histology of conventional clear cell carcinoma can be further described by architectural pattern (alveolar, solid, trabecular, tubular, cystic, and there may be focal areas with a papillary growth) and by cytoplasmic staining characteristics (percentage of clear versus granular cells).11–

Histologic evaluation was done using standard H&E-stained sections. All cases were evaluated according

to a protocol based on the consensus classification of carcinoma types13 and the UICC staging and Fuhrman

nuclear grading systems.16
Conventional (clear cell) renal carcinoma may have variable amounts of clear or granular

or eosinophilic components. Each case was assessed for architectural features (alveolar, solid tubular, cystic, and papillary).17 The presence or absence of sarcomatoid areas was also noted.18 Cytoplasmic staining characteristics were noted (clear cells versus granular cells). It was noted whether these features represent greater than 50%, less than 50%, or <10% of the carcinoma area.t

So what tumor histology was considered “Favorable”?  Such tumors typically had <10% papillary features, and had at least one of two features, either <50% alveolar and/or solid architecture, and <50% cell with a granular versus clear cytoplasm.  Again, the clinical response rate (RR) for this group was 52.5% (21 of 40) of patients, compared to the more typical RR of 26.6%.  Most important to the patients is that the complete response (CR) was 25% (10 of 40), compared to the 13% of the earlier group.
When HD IL2 earned FDA approval, there were no other meaningful treatment options for treatment.  The targeted therapies, however welcome, have yet to show the potential for a cure, or a significantly durable response.  For some patients, HD IL2 is not a reasonable option, due to their poor health status or tumor type, but others may have a chance for a cure, or durable response. Even if the response is not curative, that also leaves the patient able to move to different treatments, whether a targeted therapy or  “salvage” surgery or ablation. Having the “Favorable” tumor type has not been shown to be absolutely predictive, but gives greater confidence in directing patients to this treatment.

As patients we always want to be treated more personally, and perhaps this is one of those highly individual characteristics about ourselves that we need to understand! All RCC tumors can be examined as to their pathology, and a very complete analysis as to these characteristics may provide a return to health for many patients.  It may be vital to our very survival.

Should you wish to be considered for HD IL2, you should discuss this with your doctor, and may find that providing the original study to him would be helpful.  I also can provide a more lengthy REWRITE of the study, also intended for patients.

Peggy Zuckerman 

Alive because of High Dose InterLeukin, thus always interested in being able to offer the information which may help others in choosing treatments appropriate for their own conditions.
