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ABSTRACT

One third of patients with renal cell cancer have metastatic disease at diagnosis. Un-
til now the outcome of these patients has been poor due to the variable natural his-
tory of the disease and the lack of effective therapy. Multitargeted therapy of ad-
vanced renal cell cancer appears to be a better option than immunotherapy. We re-
port the case of an elderly patient with skin, lung, bone and brain metastases and
widespread intraabdominal disease treated with cytoreductive surgery and sunitinib,
resulting in a prolonged response. Free full text available at www.tumorionline.it

Introduction

Renal cell carcinoma (RCC) is a cancer with a relatively low incidence, accounting
for about 2-3% of all cancers. In the last 2 decades an increase in RCC has been ob-
served due to the widespread utilization of abdominal ultrasonography. Notwith-
standing its early detection, one third of patients have metastatic disease at diagno-
sis!. Until now the outcome of these patients has been poor as a result of the variable
natural history of RCC and the lack of effective systemic therapy.

Multitargeted therapy of advanced RCC appears to be a better option than im-
munotherapy. Sunitinib is a multitarget tyrosine kinase inhibitor whose activity has
been demonstrated in phase III and expanded-access studies. In the present paper
we report the case of an elderly patient with multiple metastases who attained a pro-
longed response to sunitinib.

Case report

A 72-year-old woman with a Karnofsky performance status of 90, no significant
medical history, and no comorbidities but hypertension treated with transdermal
clonidine (TTS-1) was referred to our hospital in October 2006 complaining of flank
pain and gross hematuria. At clinical examination a mass in the right flank and a 2-
cm subcutaneous nodule in the right breast were detected. Total-body CT scan
showed a right kidney neoplasm of 15 cm, a mass in the left adrenal gland, peripan-
creatic abnormal tissue, small lung nodules (3 bilateral nodules of 1 cm) and exten-
sive hilar-mediastinal lymphadenopathies (max diameter 3.8 cm). At cranial CT eval-
uation a subcentimetric (0.4 cm) thalamic lesion of uncertain etiology was identified.
Bone scintigraphy was normal. At blood chemistry mild anemia (Hb 11.7 g/dL) was
present; LDH and calcium were in the normal range. Surgical excision of the subcu-
taneous breast nodule revealed an adenocarcinoma of metastatic origin.

Considering the good performance status of the patient, the absence of serious co-
morbidity, the intermediate Motzer risk group but the presence of symptoms due to
the renal mass, she underwent a right radical nephrectomy and abdominal cytore-
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ductive surgery including left adrenalectomy and distal
pancreatectomy. No residual intraabdominal gross tu-
mor remained after surgery. Final pathology document-
ed a 15 x 10 x 8 cm clear cell RCC, Fuhrman grade 2,
pT3cNOM1, with pancreatic and contralateral adrenal
involvement. After surgery the patient recovered quick-
ly and was placed on chronic corticosteroid treatment.
Four weeks later (December 2006) she began subcuta-
neous interferon-alfa (IFN) 6 MU three times/weekly;
higher doses were not tolerated. In February 2007, treat-
ment was discontinued because of malaise and bone
pain in the left hip. A CT scan of the pelvis revealed bone
involvement at the left ischium. On CT and MRI the
thalamic lesion was found to have increased to 1 cm
with peripheral edema. The patient underwent stereo-
tactic radiosurgery (Cyberknife) of the brain lesion. Af-
ter cardiological assessment with ECG and echocardio-
graphy, in April 2007 she was placed on sunitinib 50 mg
daily in a 6-week cycle according to a 4/6 schedule (4
weeks on treatment, 2 weeks off treatment). Follow-up
visits and blood chemistry were planned every 2 weeks
and the patient was instructed to monitor her blood
pressure 3 times a week. Echocardiographic exams were
planned every 3 months. After the second cycle, during
an intercurrent febrile episode with vomiting and diar-
rhea, the patient developed reversible acute renal fail-
ure (creatinine 8 mg/dL) with severe electrolyte imbal-
ance (hyperkalemia 8 mEq/mL) requiring hospitaliza-
tion. Grade 3 hypertension required treatment with 2
drugs, clonidine and amlopidine, which has a low
CYP3A4 metabolism; hydrochlorothiazide was avoided
because of the renal failure. After resolution of the
episode, with creatinine levels ranging from 1.6 to 2.28
mg/dL, sunitinib was administered at a reduced dose of
37.5 mg/day with the usual 4/6 week schedule.

In June 2007, despite a CT scan showing mild progres-
sion of the intrathoracic lesions (Figure 1) and the onset
of symptomatic pelvic bone involvement (but no ab-
normalities on bone scan), sunitinib was continued
with no dose or schedule variation.

In November 2007 total-body CT documented com-
plete remission of the lung nodules, partial remission
(according to the RECIST criteria) of the hilar-mediasti-
nal metastases (Figure 2), reduction of the extraosseous
component of the bone involvement with resolution of
pain, and stabilization of the brain lesion. The patient
continued sunitinib at the same dose and schedule.
Toxicity consisted of mild asthenia, mild dysgeusia,
grade 1 hand-foot syndrome, pale yellow cutaneous
pigmentation, and mild neutropenia. Hypertension was
controlled by the 2-drug combination, requiring only an
increase in the dose of amlopidine (10 mg) during the 4
weeks of sunitinib administration.

In January 2008 the patient was hospitalized again be-
cause of the very rapid onset (a few hours) of a severe
episode of diarrhea due to a minor Salmonella infec-
tion, related adrenal insufficiency, and hypovolemic

Figure 1 - CT image: intrathoracic lesions during the early phase of
sunitinib treatment.

Figure 2 - CT image: response of intrathoracic lesions after 14
months of sunitinib treatment.

shock. Sunitinib was interrupted for 8 weeks until com-
plete recovery. Sunitinib therapy was resumed after the
resolution of severe asthenia. In June 2008 a CT scan re-
vealed persistent complete remission of the lung le-
sions, partial remission of the hilar-mediastinal nodes
and bone lesions, and stability of the brain metastasis.
In August 2008 she developed gastric symptoms in-
cluding pain and vomiting after food intake. CT scan re-
vealed a retroduodenal adenopathic mass causing duo-
denal substenosis, and progression of the intrathoracic
disease. Considering the patient’s performance status
(ECOG 1) and the long-lasting response, after cardiolog-
ical and thyroid reassessment we decided to continue
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with sunitinib treatment at an increased dose (50 mg
daily, 4/6 weeks). In December 2008 a CT scan showed a
partial response of both the intrathoracic and abdomi-
nal disease (Figure 3), with complete resolution of ab-
dominal pain and a return to normal food intake. A par-
tial response of the mediastinal nodes followed in April
2009 (Figure 4). Toxicity increased with grade 3 hyper-
tension, which was controlled by administration of hy-
drochlorothiazide 12.5 mg as the third antihypertensive
drug, and worsening of asthenia and hyporexia.

Up to now (June 2009) the patient is continuing suni-
tinib treatment and there is good control of arterial
blood pressure with the 3-drug combination, no elec-
trocardiographic or echocardiographic alterations, nor-
mal thyroid function, grade 1 leukopenia and thrombo-
cytopenia, and macrocytosis. The patient is in good per-
formance status (Karnofsky 80) and asymptomatic, but
complaining of asthenia especially during the 4 weeks

Figure 3 - CT image: intraabdominal response to sunitinib at a dose
of 50 mg.

Figure 4 - CT image: intrathoracic response to sunitinib at a dose of
50 mg.
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of sunitinib administration, causing mild impairment of
quality of life.

Discussion

The role of surgery in metastatic RCC is still debatable
especially in this new era of targeted therapy. Cytore-
ductive nephrectomy has been found useful in prolong-
ing survival in patients with synchronous metastases
treated with cytokines! and is considered a valuable op-
tion; moreover, it has the advantage of removing symp-
toms related to a renal mass. In case of a single metasta-
tic site, especially the lung, surgical removal is probably
the best option, with a 5-year survival of up to 54%?23,
but when there are multiple metastases even patients
undergoing complete resection fare worse, and the
prognosis is even more disappointing if the resection is
incomplete>*. A recent analysis of patients submitted to
multiple metastasectomy showed a positive impact on
survival in patients with a good/intermediate progno-
sis®, but this approach needs confirmation. Also, in a
sunitinib expanded-access trial the antitumor activity
of the drug was similar for patients submitted to
nephrectomy or not®. At the time of our patient’s diag-
nosis no data were available and we opted for nephrec-
tomy and intraabdominal cytoreduction for sympto-
matic palliation; we took into account the patient’s good
performance status and possible macroscopic complete
intraabdominal cytoreduction with a residual metastat-
ic burden limited to the lungs. Nephrectomy is debated
also in the presence of metastatic disease to the brain,
but at the time of surgery our patient presented a small
subcentimetric lesion of uncertain etiology.

Regarding the treatment of CNS lesions, the probabil-
ity of the disappearance of CNS metastasis with radio-
surgery is low, but growth control is good and it is re-
garded as a valid option in renal cancer. We chose to give
radiotherapy before medical treatment because of the
potential risk of bleeding during sunitinib administra-
tion” and of progression of the lesion. In fact, the prog-
nosis of patients with widespread metastases including
the brain is generally dismal and treatment with antian-
giogenic drugs in this subset of patients is controversial.
The expanded-access program of sunitinib included pa-
tients with CNS involvement and retrospective analysis
shows safety data similar to those of patients without
brain metastases®. Efficacy of sunitinib against CNS
metastasis has been reported® but is not evaluable in
our case because the patient was treated by Cyberknife.

Sunitinib is a multitarget tyrosine kinase inhibitor
with proven activity in phase II-1II and expanded-access
studies in patients with multiple metastases; it was con-
firmed to be associated with longer median progres-
sion-free survival than IFN'°. It is effective even as sec-
ond line treatment after cytokines and yields a high rate
of partial remissions. It is administered orally and pro-
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longed responses (>6 months) have been reported in
both naive and pre-treated patients!!. This is the reason
we selected this drug after IFN failure, and we obtained
a long-lasting partial response of the intrathoracic dis-
ease, shrinkage of the bone lesion with resolution of
pain, and control of residual microscopic peritoneal
and retroperitoneal involvement.

Adequate dose administration is a crucial issue dur-
ing sunitinib treatment because the chances of partial
or complete remission appear directly related to drug
peaks. We opted for a reduced dose after the first cycle
because the patient developed not easily manageable
hypertension and renal impairment, in spite of appro-
priate monitoring and supportive care. It is meaningful
that at disease progression with symptomatic disease
the patient responded again after only 2 cycles at the
optimal dose of 50 mg. The patient has been alive for al-
most 3 years from the diagnosis and more than 2 years
after the start of sunitinib treatment in spite of the pres-
ence of multiple metastases. Other cases of very pro-
longed response have been reported!? but the optimal
duration of targeted therapy and specifically multiki-
nase inhibitors has not yet been fully elucidated.

These agents have different toxicities than chemother-
apy and cytokines, generally of a mild/moderate degree,
but some complications may be severe although man-
ageable without serious sequelae when promptly recog-
nized. Hypertension is a frequent side effect and has
been suggested to be critical in the etiopathogenesis of
some cases of cardiac toxicity'®'4. Our patient has not
developed overt cardiotoxicity up to now, even if hyper-
tension management was sometimes problematic.

Patient-related factors such as low body mass, female
gender and advanced age have been held responsible
for the increased risk of adverse events'®, and the treat-
ment of elderly patients is controversial. The sorafenib
TARGET trial did not show any difference in the clinical
benefit rate for older patients'® and a recent retrospec-
tive analysis of clinical trials with new agents suggests
similar outcomes and toxicities in most patients over 65
years compared to younger patients!’. In other reports
early treatment interruptions for adverse events were
not uncommon: some elderly patients can be treated
successfully for a prolonged time as in our report, but
the systematic application of comprehensive geriatric
evaluation or multidimensional geriatric assessment
may be recommendable to identify factors predicting
enhanced toxicity.

In conclusion, it might be important in the treatment
of older people with targeted therapies to follow these
recommendations:

— assessment of the type and severity of comorbidities

— careful monitoring of cardiac, thyroid and metabolic
dysfunctions

— assessment of the impact of every kind and grade of
the developed toxicities on quality of life.

The optimal duration and dose of targeted therapy,
especially with multikinase inhibitors, is not yet fully
known, nor is the impact on response. Prolonged treat-
ment has a higher incidence of adverse events, especial-
ly myelotoxicity as evidenced in the expanded-access
trial'®, but without an evident increase in serious car-
diac complications.

Careful clinical monitoring of patients undergoing
treatment with multikinase inhibitors with an interdis-
ciplinary approach involving medical oncologists, urol-
ogists and other specialists is of the utmost importance
to ensure adequate dose and duration of therapy in a
cancer with potentially long survival. Clinical and mo-
lecular factors other than the Motzer prognostic score!®
have been recently identified as predictive and prog-
nostic determinants and could be included in validated
nomograms and therapeutic algorithms to guide treat-
ment policy?>?!. Identification of subjects likely to ben-
efit from different treatment approaches and options is
a priority to maximize efficacy, limit unnecessary toxic-
ities, and hopefully preserve acceptable quality of life.
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