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Adjuvant Sunitinib for Renal Cell
Carcinoma: Still at the Beginning
of the Road
Alberto Carretero-González and Guillermo de Velasco∗
Hospital Universitario 12 de Octubre, Madrid, Spain

The remarkable progress in the treatment of
metastatic renal cell carcinoma (mRCC) with antiangiogenics and immunotherapy has yet to be translated
to the adjuvant space, where opportunity exists for
improving overall survival (OS) in patients with high
risk of relapse following radical nephrectomy. In
this setting, RCC trials have been hampered repeatedly by negative results [1, 2]. Unfortunately, up to
40% of RCC patients diagnosed with locoregional
disease will have a relapse after nephrectomy [3].
The S-TRAC trial has shown that sunitinib, a Vascular Endothelial Growth Factor Receptor-Tyrosine
Kinase Inhibitor (VEGFR-TKI), may provide clinical benefit, improving disease-free survival (DFS)
compared to placebo in RCC patients at high risk for
recurrent disease [4]. This study provides the first evidence that targeting the VEGF pathway may help to
delay the recurrence in RCC. However, these results
are not definitive since survival data are not mature
yet. Adjuvant treatments often have this feature: the
purported benefit must usually be inferred long before
it is experienced. If the intermediated endpoint (in this
instance, DFS) is validated, then earlier and adequate
decisions are possible. If not, treatment may confer
risks far greater than any expected benefits.
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SUNITINIB MET THE PRIMARY
ENDPOINT
The S-TRAC trial included patients with locoregional RCC and the study met the primary endpoint.
Patients in the sunitinib group achieved a median DFS
of 6.8 years (95% CI, 5.8 to not reached) compared
to 5.6 years (95% CI, 3.8 to 6.6) in the placebo group
(hazard ratio, 0.76; 95% CI, 0.59 to 0.98; P = 0.03).
Was meeting this primary endpoint good enough
to change practice? The worth of any trial depends
on how the study was designed as well as how the
results are interpreted. Certainly, the main endpoint
for adjuvant treatment should be OS, unfortunately it
requires long period of follow-up to show the benefit and eventually may delay available treatments for
patients. Such situations have been previously seen;
for instance, adjuvant trastuzumab for HER2 + breast
cancer initially showed significant improvement in
DFS without an OS benefit [5].
CONFLICTING RESULTS
Concurrently, two adjuvant randomized clinical trials with VEGFR-TKIs, the PROTECT and
ASSURE trials have shown negative results including patients treated with pazopanib, sorafenib and
sunitinib [6, 7]. Why the S-TRAC trial was positive?
Some differences in study design may explain the
conflicting results with adjuvant sunitinib, primarily
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in patient selection. The S-TRAC was the only study
with central imaging review and it included the
patients with the highest risk of relapse (though risk
stratification was different between trials) while the
ASSURE trial enrolled a broader patient population (including stage T1b or non-clear cell histology)
[8, 9]. Importantly, only in the S-TRAC trial all
patients were started at standard dose. Here, effects of
dose and schedule on efficacy may be relevant. In fact,
the PROTECT trial showed differences in outcomes
between the 600- and the 800-mg pazopanib starting
dose groups, with a benefit for the 800 mg starting
dose compared to placebo (HR, 0.69; 95% CI, 0.51 to
0.94; P = 0.02) [9]. Additionally, tolerability of sunitinib could had been improved, since an alternative
dosing schedule of 2 weeks on-1 week off has been
shown to improve tolerability and efficacy however
it was not allowed in any of the aforementioned trials
[10]. It is important to comment that antiangiogenics
may need longer periods of treatment to be effective, with the SORCE trial (NCT00492258) possibly
answering this question.
BETTER PATIENT SELECTION IS
NEEDED FOR BETTER OUTCOME
The results inform that those patients at really high
risk of relapse may benefit with sunitinib. The selection of patients based on clinicopathologic factors
may represent a heterogeneous group of patients. In
the S-TRAC trial also included a modified very highrisk UCLA Integrated Staging System (UISS) group
(tumor stage 3, no or undetermined nodal involvement, no metastasis, Fuhrman grade 2 or more, and
a ECOG score of 1 or more, or tumor stage 4,
local nodal involvement, or both) as a pre-planned
secondary analysis, where a 2.2-year delay in DFS
was seen in patients treated with sunitinib (HR,
0.74; P = 0.04). Sadly, despite the improved and deep
knowledge in the molecular biology of RCC, no single biomarker is guiding treatment and regrettably
most trials are currently being developed without a
defined robust biomarker.
TOXICITY MATTERS
Adjuvant sunitinib has been questioned due
to the toxicity profile. Nevertheless, all adverse
events were well-known and expected, similar
to the outcomes observed in the metastatic setting. Toxic effects were manageable and treatment

discontinuations were as common as in the metastatic
setting [11]. The rates of serious adverse events were
similar between groups and, most importantly, no
deaths were attributed to toxic effects related to the
study treatment. Health-related quality of life reports
did not show important differences between groups,
with the exception of diarrhea and loss of appetite.
Sunitinib has shown a sign for improvement in the
outcomes of patients with locally advance disease.
Sunitinib may be more active and increase overall survival in some patients, but it does not fit all patients.
Futures studies should avoid repeat mistakes in the
adjuvant setting. Adjuvant strategy needs improved
molecular stratification in order to define which
patients may achieve an unquestionable benefit. New
and dynamic molecular tools should homogenize
population in terms of recurrence risk and dependence on angiogenic pathway. Theoretically, in these
groups of patients the adjuvant antiangiogenic drugs
would be more valuable.
Much remains to be understood about sunitinib in
the adjuvant setting but for the first time, high-risk
RCC patients may have another option to be considered. Based on the S-TRAC trial, the Food and Drug
Administration (FDA) has approved the use of sunitinib in the adjuvant setting [12]. An open question
is whether future clinical trials and currently running
clinical trials should include sunitinib as control arm.
It is worth highlighting that along with neratinib and
ipilimumab are the only drugs approved for adjuvant treatment for solid tumors in the last five years
[13].
In conclusion, only one study with sunitinib has
shown to improve DFS compared to placebo; we
face many challenges but the biology of this tumor
warrants the need to further explore the efficacy of
antiangiogenics in selected molecular populations.
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