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Cytoreductive nephrectomy: a treatment of the past

Peter Venner, MD, FRCP

the presence of metastatic renal cell carcinoma (mRCC)

is of any value other than for palliation needs to be
carefully reconsidered. Now that there is therapy that is
much more efficacious than cytokine therapy, we need to
be much more circumspect when considering the role of a
CN in a patient with metastatic disease. Delaying or even
failing to initiate effective therapy as quickly as is med-
ically indicated, while intervening with what is now unproven
intervention, is foolhardy indeed.

What is the case to support the role of CN? There are 2
randomized studies that investigated the role of CN pre-
ceding immunotherapy that were done almost simultane-
ously."? They had the same study design, treatment arms,
subject eligibility criteria, sample size calculations for the
primary endpoint of survival; there were also published
within months of each other. With deference to the authors
and participants of the pivotal studies that were done in
the late 20™ century it must be conceded that studies such
as these, which randomize subjects to a major surgery, are
very difficult to do and they are to be commended for tak-
ing on this very difficult endeavour. However, in critical
review of these studies | believe that the conclusions are
not supported by the data.

There are several criticisms that can be raised. There
was an imbalance of patients with good performance sta-
tus (PS) between the 2 arms; a number of patients were not
able to receive the planned treatment (although intent to
treat analyses were performed) and one study was so severely
underpowered that, not only should it not have been
accepted for publication, no credence should be placed
on the conclusion drawn by the authors.

The larger of these studies was undertaken by the
Southwest Oncology Group (SWOG) and reported in 2001.
The study successfully accrued the planned sample size of
244 subjects, although it did take them 7 years even with
80 centres participating (an average of 0.4 patients per cen-
tre, per year). Sample size determinations are very much
dependent on planned accrual rates. Although there is no
mention of collaboration with the European Organization
for Research and Treatment of Cancer (EORTC) or whether
or not there was to be a combined analysis of the subjects
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enrolled into both studies. The EROTC paper mentions col-
laboration for accrual and publication with SWOG.

There is no question that the SWOG study resulted in a
statistically and clinically significant difference in survival
in favour of those that had a nephrectomy prior to systemic
therapy with interferon. However | am concerned that there
were either flaws in the stratification process or by chance
there was an imbalance of patients with a better SWOG
PS in the CN arm that may have unwittingly, but meaning-
fully, biased the results in favour of the intervention arm.

It is stated in both publications that patients were strati-
fied according to PS (PS 0 vs. PS 1), however there is a dis-
proportionate number of PS 0 patients in the nephrectomy
and interferon (IFN) arm, and a similar disproportionate num-
ber of PS 1 in IFN-alone arm. In the CN arm, 53% of the
patients had a PS 0, whereas only 41% of the patients in
the IFN-alone arm had a PS 0. In relative terms, this is 30%
more patients with better PS in the CN arm. It therefore fol-
lows that there were more patients (12%) with a PS 1 in the
IFN-alone arm, which in relative terms means that there
were 26% more patients in this arm with a worse PS. What
is the significance of this small difference in PS? Based on
knowledge that has been around since the 1980s, it is well
known that the survival of patients with mRCC with PS 0 is
significantly worse than those with a PS 1. In 1988 Elson
and colleagues reported that patients with a PS 0 had a median
survival of 10.2 months compared to 6.7 months in patients
with a PS 1.3 These survival figures are very similar to the
overall results reported in the SWOG study (11.1 vs. 8.1
months). In 1995, Mani reported an even more dramatic
difference in median survival for patients with a PS 0 com-
pared to PS 1 (15.2 and 6 months, respectively).* Flanigan
reports that the survival difference was not significant when
the analyses were based on the PS stratification.! There was
a similar imbalance in favour of the CN arm in the EORTC
study though it was not as remarkable (possibly related to
the small sample size). 2 In a subsequent report combining
the SWOG and the EORTC studies, this imbalance in favour
of the CN arm persists and patients with a PS 0 had a sig-
nificantly longer survival.”

With regard to the inadequate sample size in the EROTC
study, there does not seem to be an adequate explanation
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for this. It is clearly stated in the paper that they planned
to recruit 80 patients to the SWOG study and that the results
of this study should not be interpreted in isolation from the
SWOG study. So why did they publish this study separately
and why was it accepted for publication? It is clearly stated
that they required 244 patients to demonstrate a clinically
meaningful and significant improvement in survival with
CN combined with IFN therapy; this was to be done in
3 years. In the end, they recruited only 80 patients in
3 years. There is also concern with the sample size in the
SWOG study, despite it reaching the accrual target. Patient
recruitment was also supposed to be completed in 3 years,
but it took over 7 years. In addition, there were 80 centres
in the study, averaging 3 patients per centre and 0.4 patients
per year per centre. When accrual is prolonged, the sam-
ple size has to increase and, when recalculated for 4 delays
in reaching accrual, the sample size should have increased
to more than 4 subjects (one-sided) or more than 500 (two-
sided). In this same study, 17% of the patients did not have
a nephrectomy or have interferon, which does appear to
have been accounted for in the sample size calculation.

Finally, the most important reason not to perform a non-
palliative CN is that the playing field for the systemic ther-
apy of mRCC has markedly changed from the cytokine era
of the last century. Although far from curative, the thera-
pies we now have meaningfully prolong survival and a rec-
ognizable proportion of patients have long-term survival.
Although in the clinical trials of the targeted therapies about
90% of the patients have had a nephrectomy, this should
not imply that all patients undergoing targeted therapy should
have a nephrectomy.®” Our own limited data support the
concept that the time from diagnosis to treatment is a more
important prognostic factor than whether or not a nephrec-
tomy has been performed.?? It would be a tragedy if a patient
was advised to have a nephrectomy and, due to disease
progression or complications of surgery, the patient was
denied the opportunity to go onto targeted therapy.

In summary, CN is a treatment of the past. Cytoreductive
nephrectomy offered a glimmer of hope in a time when we
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had limited therapies for mRCC. Now, as with all other
cancers who present with metastatic disease, cytoreduc-
tive surgery should not be offered to patients as there is
more effective therapy available to them. They should not
be denied this life-prolonging therapy. A chance to cut is
not a chance to cure in mRCC.
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