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Renal cell carcinoma (RCC) accounts for approximately
2% of all cancers worldwide, with the highest rates
observed in North America, Australia and Europe. 1 In
Europe, approximately 40,000 patients are diagnosed
with RCC each year, leading to an estimated 20,000
deaths. 2

RCC is often asymptomatic, or associated with non-
specific symptoms such as fatigue, weight loss, malaise,
fever and night sweats. 3 Approximately half of all cases
are detected incidentally during abdominal imaging for
other medical conditions, 4,5 and up to one-third of
patients are initially diagnosed with locally invasive
or stage IV disease. 2 A high proportion of patients
with localised disease who undergo nephrectomy with
curative intent subsequently develop metastases, 6−8

and approximately 25−30% of patients have metastatic
disease at diagnosis. 3,9

The 5-year relative survival rate for patients with RCC
varies with disease stage at diagnosis, and is estimated
to be approximately 90% for localised disease and 62%
for regional disease. 10 Metastatic RCC (mRCC) is highly
resistant to conventional chemotherapy, radiotherapy
and hormonal therapy. 9,11,12 As a result, the prognosis is
extremely poor, with a 5-year survival rate of generally
�11%. 9,13
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However, the prognosis for patients with mRCC is
improving. Early detection of disease is associated with
improved outcome and in recent years, the rate of early,
incidental, RCC diagnosis has increased with the growing
use of radiographic diagnostic testing. Furthermore,
there have been advances in the management of RCC:
surgical techniques have been refined, perioperative
care has improved, prognostic variables have been
characterised and new therapeutic agents have become
available. 14

For several decades, cytokine therapy, using either
interleukin-2 (IL-2) or interferon-alpha (IFN-a), was the
only effective treatment available for patients with
mRCC. 15−20 However, these agents provide only modest
increases in survival in a limited subset of patients and
are associated with substantial toxicity, particularly at
high doses. 17,21−23 They should therefore be reserved for
use in a highly selected population of patients with a
good risk profile and clear-cell histology. 24,25

IL-2 and IFN-a have now been largely superseded by
novel agents targeted against specific components of the
pathways involved in tumour growth and angiogenesis,
such as vascular endothelial growth factor (VEGF). These
agents include themultitargeted receptor tyrosine kinase
inhibitors sunitinib (SUTENT®, Pfizer Inc.) and sorafenib
(Nexavar®, Bayer HealthCare/Onyx Pharmaceuticals), the
VEGF ligand-binding monoclonal antibody bevacizumab
(Avastin®, Genentech, Inc.) and the mammalian target

1359-6349/ $ – see front matter © 2007 Elsevier Ltd. All rights reserved.



2 ejc supplements 5, no. 7 (2007) 1–3

of rapamycin (mTOR) kinase inhibitor temsirolimus
(Torisel™, Wyeth Pharmaceuticals).

Several of these agents have demonstrated clinical
activity in patients with mRCC. 26−33 In particular,
results from a randomised phase III trial showed that
sunitinib is the new reference standard for first-line
therapy of mRCC. 27 Median progression-free survival was
significantly longer in patients treated with sunitinib
(11 months) compared with those who received IFN-a
(5 months), corresponding to a hazard ratio of 0.42 (95%
confidence interval [CI]: 0.32−0.54; p<0.001). Sunitinib
was also associated with a higher overall response rate
than IFN-a (31% versus 6%, p<0.001).

In this supplement, we review current evidence for
the use of targeted therapy in patients with mRCC,
review strategies to manage adverse events and optimise
treatment in key patient populations and examine
evidence for the value of potential prognostic factors.
The supplement focuses primarily on sunitinib, recently
approved for first-line therapy of mRCC.

In the first article, I explore the efficacy of the
targeted agents that have been evaluated in the first- or
second-line treatment of mRCC. Recent trials examining
sequential or combination therapy are discussed and
data on the use of these agents in the adjuvant setting
are also presented.

In the past few years, there has been greater under-
standing of the adverse-event profile of targeted agents
and increased experience of strategies to minimise the
impact of adverse events. In the second article, Professor
Sylvie Négrier provides an update on the tolerability of
sunitinib in patients with mRCC and discusses practical
strategies to optimise treatment, such as proactive
management of patient expectations and treatment-
related toxicities, as well as changes to the dosing
schedule or duration of treatment. Such strategies can
help to maintain the optimal dose of sunitinib during
patients’ treatment, with the ultimate goal of delaying
disease progression and minimising the risk of further
metastasis during long-term care.

Prognostic variables identified in mRCC allow patients
to be categorised according to risk, and assist in planning
and implementing treatment to ensure patients achieve
maximum benefit from the new targeted drugs available.
In the third article, I explore the prognostic value
of key patient- and tumour-related characteristics and
provide recommendations for treatment based on the
implications of these characteristics.

Finally, case reports of interest are presented to
illustrate practical examples of therapy optimisation and
management. These reports cover the use of sunitinib
in a patient with pre-existing thrombocytopenia and
leucopenia, management of cutaneous toxicity arising
during treatment with sorafenib and sunitinib, and the
management of patients with cerebellar metastases.

RCC management has changed considerably in recent
years and is likely to continue to change with the
availability of new clinical data and growing clinical ex-
perience with new therapeutic agents. This supplement
provides a comprehensive update on the role of sunitinib
in managing mRCC, incorporating updates from recent
and ongoing trials and recommendations from experts
in the field of RCC management.
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