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ABSTRACT

Introduction: Renal cell carcinoma (RCC) is the third most common urological cancer. Skeletal
metastases from renal cell carcinoma are common, but metastatic tumors involving the hand and
foot are rare. This is known as acrometastases and is usually a late manifestation ofdisseminated
disease.

Case: We present a metastatic case of RCC with acrometastases. Pazopanib treatment was
started and there was a quick but short-term response. The patient refused to have surgery for
hand lesions so radiotherapy was given. The patient is in good health and under pazopanib
treatment.

Conclusion: RCC patients with acral metastases have a short median survival and a choice of
treatment should be made considering this poor prognosis. Surgery is the usual choice for
treatment. However, if there are multiple digital metastases the quality of life of the patient should
be taken into account. Palliative radiotherapy and pazopanib helped our patient and improved his
quality of life.
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1. INTRODUCTION

Renal cell carcinoma (RCC) is the third most
common urological cancer. RCC is well known
for its unpredictable presentation, mode of
spread and tendency to metastasize early. The
most affected sites for metastasis are the lungs,
the lymphatic system, bones, the liver, adrenal
glands and the brain. On occasion, a cancer free
period several years prior to the evolutionary
recurrence of the disease can be observed [1].
Skeletal metastases from renal cell carcinoma
are common, but metastatic tumors involving the
hand and foot are rare (0.01%) [2]. This is known
as acrometastases and is wusually a late
manifestation of disseminated disease [3-5]. In
cases of a solitary acrometastasis, in the
absence of active systemic disease, the literature
supports complete resection of the lesion in an
effort to prolong survival [6,7]. Mean survival was
14.8 (range of 1 to 54) months after diagnosis of
acrometastases [8]. Fewer than 9% of patients
were alive after 5 years [9]. In suspected
acrometastasis associated with a soft tissue
component outside the contours of normal bone,
metastatic RCC should be included in the
differential diagnosis [10].

2. CASE

A 40-year-old male initially presented with a 3-
month history of an enlarging, tender and painful
right bigtoe lesion (Figs. 1, 2). He had no
previous history of gout. At the same time, he
had noticed small masses in his middle and ring
fingers (Fig. 4). Acrometastases was the first
evidence of metastatic disease in our patient who
had undergone a total nephrectomy for pT2a
clear cell renal cell carcinoma (cRCC) with
negative margin, 1 year prior to the development
of acrometastases. No adjuvant therapy was
given to the patient after nephrectomy. When he
had surgery for the lesion on his right big toe
(Fig. 3), the pathology report showed that it was
the metastasis of cRCC. We performed PET-CT
and cranial MRI for staging. There were two
metastatic nodules in the lungs (Fig. 5) and
multiple asymptomatic brain metastases other
than acral metastases. We took PET-CT scans
of the fingers and found enhanced FDG-uptake
(Fig. 7). The patient had multiple metastatic
disease so he was not suitable for cytoreductive
surgery. Therefore, we gave pazopanib 400 mg
BID (800 mg) to the patient 1 year after
diagnosis. Pazopanib was administered to treat
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the metastatic disease but we also wanted to see
the response of acrometastasis to this drug. At
first, there was a quick response in the lesions on
the hands (Fig. 6). One month later, liver function
tests were elevated to 12 times the normal limit
and a dose reduction to 400 mg pazopanib was
implemented. In one week, the lesions on his
hands started to enlarge. After 2 weeks of dose
reduction, the pazopanib dose was again raised
to 800 mg. However, the lesions on his hands
started to enlarge once more (Fig. 8). After 3
months, there was a partial response in PET-CT
except for in the finger lesions. The patient did
not want to have surgery on the finger lesions so
radiotherapy (RT) at a dose of total 30 Gy/10
fractions, 5 fractions/week, 6-MV X-rays with 5-
mm bolus was given. The edema decreased and
the patient was able to use his hand again in
everyday life. Our patient is now receiving
ongoing treatment with pazopanib with partial
response, ECOG PS: 0, and has been in good
health for a period of 9 months.

Fig. 1, 2. Enlarging and nonhealing right big
toe lesion after one year of cRCC surgery
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Fig. 3. Right big toe lesion after amputation in
the patient

3. DISCUSSION

RCC is reported to have potent angiogenic
activity with a high microvascular density in both
the primary tumour and the metastatic sites [11].
The mechanism of acrometastasis remains
poorly understood. The phalangeal absence of
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bone marrow has led to alternative theories for
hematologic spread [12] including increased
blood flow and trauma. The release of
prostaglandins and local chemotactic factors can
promote cell migration and adherence tobones
[13]. The observation that dominant hand
metastasis occurs more commonly supports this
theory as that hand receives more blood flow and
is more prone to trauma than the nondominant
hand [14]. It is usually the late manifestation of a
disseminated tumor, but may also be the primary
manifestation of an occult cancer [10].

Fig. 4. Acral finger metastasis before
pazopanib treatment and radiotherapy, at the
time of metastatic disease

Fig. 5. Acral finger metastasis at PET-CT
before therapy

Fig. 6. Acral metastasis after pazopanib
treatment

One of the therapy options for acral metastasis is
amputation. In literature, pazopanib is also used
for the treatment of metastatic soft tissue
sarcoma as well as RCC [15]. Our patient
refused to have a second amputation for finger
acrometastasis. He also had multiple metastatic
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disease so we administered pazopanib to the
patient. At first, there was a quick response, the
lesions shrank, pain relief was achieved with
pazopanib and the patient was delighted. Due to
dose reduction because of hepatotoxicity or
drug-resistance, progression of acrometastasis
had occurred. This finding is important because
only afew case reports gave us a picture of how
to proceed with the treatment of acral metastasis.

Fig. 7. Metastatic lung nodules at PET-CT
before therapy

y

Fig. 8. Progression of finger acrometastasis
after pazopanib treatment

Pazopanib is a potent and selective multi-
targeted receptor tyrosine kinase inhibitor that
blocks tumour growth and inhibits angiogenesis
[15]. Because angiogenesis plays a role in the
pathogenesis of RCC and its metastases,
pazopanib was prescribed to the patient.
Radiotherapy is another option for the treatment
of acral metastasis. Our patient had a good
response to RT. If we had had a durable
response to pazopanib, it could have been a
good choice for therapy. Dose reduction or drug-
resistance is one of the reasons for
unresponsiveness to pazopanib.

4. CONCLUSION

Digital metastases are very rare. Considering the
scarcity of cases, no standard management
exists. Patients with bone metastases have a
short median survival and a choice of treatment
should be made considering this poor prognosis.
Palliative radiotherapy and pazopanib helped our
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patient and improved his quality of life.
Therefore, we can recommend pazopanib and
radiotherapy for the treatment of acral metastasis
in cRCC. Of course, surgery is the general
course of action for treatment.
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