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Elucidating the Efficacy of Pancreatectomy for Renal Cell
Metastases Remains Problematic
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To date, various studies have demonstrated the poten-

tially curative role of metastasectomy in select primary

malignancies, such as sarcomas with lung metastases1 and

colorectal cancers with liver or pulmonary metastases.2

However, it is clear that ‘‘biology is King, selection is

Queen, technical maneuvers are the Prince and Princess’’.3

Malleo et al.4 have demonstrated that clear-cell renal cell

carcinoma (RCC) is yet another great example of the sig-

nificance of biology and patient selection. Its more slow-

growing nature correlates with longer overall survival

(OS), even in the presence of tumor recurrence or meta-

static disease.5 Isolated pancreatic metastases (PM) tend to

occur in a metachronous fashion years after nephrectomy

and have a more indolent behavior than other sites of

metastatic disease with improved survival.6

In the early era of systemic therapies for metastatic

RCC, cytokine therapy was associated with significantly

shorter survival when used alone than when combined with

surgical metastasectomy.7 This was true in both cytore-

ductive nephrectomy and metastasectomy; it was the

reduction in tumor burden that appeared most important.

As such, metastasectomy fell into favor. However, the

majority of the studies are retrospective, small cohorts with

shorter-term follow-up, and conducted in the era before

current, more efficacious, novel biologic agents.

In this study, Malleo et al. reported on the long-term

survival of 69 patients with isolated PM-RCC who were

treated with surgical resection.4 The majority were meta-

chronous (87%) and single focus (85.5%). The median

interval to metastasectomy was 109 months and the post-

operative morbidity and mortality rates were 34.8% and

2.9%, respectively. The 10-year cumulative incidence of

RCC recurrence was 62.7%, with more extensive pancre-

atic resection (adjusted hazard ratio [HR] 3.05, 95%

confidence interval [CI] 1.72–5.40; p = 0.001) and syn-

chronous metastases (adjusted HR 1.27, 95% CI 0.98–2.84;

p = 0.057) associated with a higher incidence of new

recurrent disease. The recurrence-free interval after

metastasectomy was the only factor that had a significant

effect on disease-specific death; neither the number nor the

site of new recurrence was influential. The 10-year RCC-

specific death rate was 25.5%. The authors concluded that

long-term disease control can be achieved by resection of

isolated PM-RCC in carefully selected patients.

As described above and corroborated by other

authors,8,9 metastasectomy is associated with long disease-

specific survival in selected PM-RCC. Although most

patients in this study developed postoperative recurrence,

they were managed non-operatively and had a long sur-

vival, despite the presence of recurrent local or distant

metastases.4 The recurrence-free period was the only sig-

nificant predictor of survival, even with cytoreduction, and

metachronous metastases seemed to derive some survival

benefit from metastasectomy, while synchronous tumors

did not.4,9

Considering that pancreatic surgery comes with con-

siderable perioperative morbidity and that biology clearly

drives overall outcome, one needs to ask if patients with

PM-RCC truly benefit from operative intervention. It

remains challenging to parse this out from the current study
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or other existing studies, as they are all innately biased by

patient selection. The Memorial Sloan Kettering Cancer

Center (MSKCC) risk criteria10 have been widely used to

risk stratify metastatic RCC patients for therapeutic

responses. Subgroup analyses from previous retrospective

studies have shown that select patients who are poor risk do

not benefit from a primary operative approach, while

favorable or intermediate risk may derive some benefit.6,11

In this modern era, targeted biologic therapies, pre-

dominantly tyrosine kinase inhibitors (TKIs), have become

first-line therapy for metastatic RCC.12 They have

demonstrated a 20–30% reduction in tumor burden, with

improved OS and progression-free survival (PFS) com-

pared with cytokine therapy,13 questioning the role of

surgical therapy. PM-RCC also appears to be more

responsive to sunitinib than other sites of metastases.14

The only prospective trial of TKIs and surgery (CAR-

MENA; NCT00930033) demonstrated that cytoreductive

nephrectomy followed by sunitinib does not improve OS

compared with sunitinib alone.15 However, about 40% of

patients in each arm were poor-risk candidates, and

therefore the role of cytoreductive surgery in intermediate-

and favorable-risk patients was not determined. To date,

there are no randomized controlled trials evaluating

metastasectomy compared with sunitinib. A recent retro-

spective review found the median PFS was equivalent in

TKIs (41 months) and favorable-risk patients (41 months)

who underwent metastasectomy in PM-RCC;5 however,

PFS was significantly worse in intermediate- and poor-risk

patients undergoing operative management compared with

TKIs. The MSKCC risk group was the only significant

predictor of survival; neither surgery nor concomitant

metastases were predictive. Recent data also suggest that

nivolumab plus ipilimumab has more favorable outcomes

than sunitinib irrespective of the MSKCC risk group.16

Malleo et al.4 make an important contribution to the

literature, in reporting the longest-term outcomes for this

rare disease entity. In doing so, they expose the current

controversy around the optimal management of PM-RCC.

Considering the potential morbidity of surgery, more

promising data from the use of biologics, and the indolent

nature of the disease with long-term survival despite local

or distant recurrence, the optimal management of PM-RCC

will remain difficult to know for quite some time to come.

Their data4 can be interpreted as supportive of metasta-

sectomy given the long-term survival in select patients.

These same data can also be interpreted as unsupportive of

metastasectomy if we consider that biology, not surgery, is

clearly the driver of long-term survival.

Current opinion remains mixed and we can draw no

definitive conclusions. It may be that targeted therapy

combined with metastasectomy is the best approach or that

novel TKIs alone should replace operative intervention.

Clearly, patient selection remains key and this should

continue to improve with our ever-increasing use of genetic

sequencing and improved understanding of biologic drivers

of cancer. Ultimately, the goal is to prolong survival and

optimize long-term outcomes. As a result, we could con-

clude that we need trials to evaluate the role of surgery

compared with TKIs in favorable-risk patients. Unfortu-

nately, designing such a trial is a mathematical and

financial challenge given the rarity of PM-RCC and its

indolent nature. It is important to note that the use of

biologics and surgery are not mutually exclusive, and many

patients may benefit from several treatment options in the

course of their disease. We are optimistic that increased

understanding of biology will help select the optimal tar-

geted therapies and, similarly, help select patients most

likely to benefit from metastasectomy. Multidisciplinary

team-directed combinations of appropriate therapies are

very likely to further prolong survival for patients with

PM-RCC.
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