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(D Multidisciplinary treatment including sorafenib stabilized the bone

metastases of renal cell carcinoma in an immunosuppressed renal
transplant recipient.
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Abstract We report a case of metastatic renal cell carci-
noma in the native kidney of a renal transplant recipient.
The patient was a S7-year-old man in whom a tumor in the
native kidney and bone metastasis were found incidentally
on imaging, 10 vears after cadaveric renal transplantation.
Interferon-alpha was admunsstered after nephrectomy and
following pallistive irradiation of the metastasis, but could

In the renal transplant recipient with mRCC we report
here, IFN was administered after nephrectomy and follow-
ing palliative frradiation, but could not be continued due to
allograft dysfunction. Subsequently, the administration of
zoledronic acid and sorafenib {o this patienf with bone
metastatic RCC led to stable disease for 18 months after the
nephrectomy. Zoledronic acid has previously been admin-

not be continued because of allograft dysfunction. Subse-
quent adounistration of zoledronic acid and sorafentb sta-

v Thig

bilized the discase for 18 months after nephrectomy. This
is the first reported case of sorafenib administration 1o a
renal transplant recipient with metastatic renal cell
carcinoma.
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Introduction

The tncidence of renal celt carcinoma (RCC) of the native
kidney in patients who have undergone renal transplanta-
tron 18 about 10 fo 100 times greater than that in the general
population.” Metastasis at diagnosis occurs in fewer than
10% of all cases of RCC arising in the native kidney after
renal transplantation, but the prognosis of such cases 1s
extremely poor.™™ Immunotherapy is theoretically contra-

istered to renal transplant recipients for the prevention of
bone mineral density loss, without the occurrence of serious

adverse C‘\'YCH{S:. huwuvu there are no Previc
sorafenib administration to patients with mRCC who have
recetved IST. Therefore, our case is the first successful
treatment of RCC with bone metastasis using sorafenib in

a renal transplant recipient.

Case report

The patient was a 57-year-old man in whom a tumor was
found incidentally in the right native kidney and bone
metastasis was discovered in the right acromion and ninth
thoracic vertebra by computed tomography (Fig. 1a, b, ¢).
magnetic resonance imaging, and bone scintiscan, 10 vears
after cadaveric renal transplantation. Retroperitoneoscopic
radical nephrectomy was performed, and a histological
examination demonstrated RCC (clear cell carcinoma.

indicated for patients recelving immunosuppressive therapy
(IST}, but some investigators havc uponcd suum\ml
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three
times a week) and palliative irradiation for bone metastasis
(50 Gy to the vertebra and 34 Gy to the acromion) were
started. Eighteen days after the first administration of [FN,
the patient complained of high fever. right groin pain. and
oliguria, and allograft dysfunction occurred. We suspected
allograft rejection, and a percutaneous needle biopsy of the
allograft was performed, but rejection was unclear histo-
logically. Pyelonephritis was diagnosed, then IFN was dis-
continued and antibiotics were mitiated. Renal function and
other climeal signs recovered gradually, and 42 days after
the Hirst administration of IFN we tried to resume admints-
tration of II'N (7’ MU s.c. twice a week). However, allograft
dysfunction and high fever recurred 53 days after the second
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Fig. la-e. Computed tomogra-
phy {OT) revealed a renal tumor
m the right native kidoey {a) and
bone metastasis iy the ninth ver-

ebra (BT and Ihe acromion (<)
T showed no sign of disease
progression at metastatic sites 18
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administration and IFN could not be continned. Therefore,
zoledronic acid was administered (4 mg Lv. every month).

[ lrradiation
P

Zoledronic acid
| Sorafenit

About 3 months after the surgery, we discovered that the
patient had purchased sorafenib (Nexavar; Baver Health-
Care Pharmaceuticals, West Haven, T, USA and Onyx

Maghractomm:
PHEPIHETIORYY

Pharmaceuticals, Emeryville, CA. USA) by self-import
from the United States, and that he had begun to take

sorafenib-orally at-a-dose of 200 mg every other day from

: o rday
68 days after the nephrectonty, based on his own decision
and without our permission. Aflograft dysfunction occurred
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7 days alter the nepnrectomy, and we convinced him to
stop taking sorafenib. After his renal function recovered,
on day 215 after the npephrectomy. we permitted the taking
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of sorafenib orally at the same dose as before, based on
informed consent. No serious adverse events occurred

Fig. 2. Clinical course: serial protiles of serum creatinine {(trangles)

durimg —the subsequent T —months white—the—patient
was taking sorafenib. and there has been no evidence of
discase progression for 18 months after the nephrectomy

and Chreactive profein (Squares] before and afler Ircatment. 15N,
interferon

(Fig. 2).

Discussion

RCC within 2 to 4 months of diagnosis™ The standard
surgical treatment for RCC arising in the native kidney is
radical nephrectomy:’ however. to our knowledge, there are

In the latest studies. about half of the RCC cases in renal
transplant recipients are high-grade and the majority are

[¢ ¥ T < - I -
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prognosis is favorable alter radical surgery, even for trans-
plant recipients with a high-grade tumor™” However,

no recommendations in the iterature concerning adjuvant
therapy for mRCC arising 1n the native kidney m patients
ecetving 1S

New antiangiogenesis agents with proven efficacy and
tolerance in patients with mRCC have recently been

s

patients with metastatic disease at diagn ave died of

approved in many countries, and these drugs have had a



marked effect on the treatment strategy for mRCC. In fact,
European Association of Urclogy (EAU)Y guidelines on
mRCC include no recommendations for cytokine therapy.
except in selected patients, and sunitinib, temsirolimus, and
sorvafenib are considered as first- or second-line systemic
therapy for mRCC." Immunotherapy is theoretically
contraindicated for patients receiving IST. Interfeukin-2
should not be administered to such patients because the
IST for the prevention of allograft rejection contains an
interleukin-2 antagonist. such as cyclosporin. In addition.
IFN has been associated with a high incidence of allograft
dysfunction or acute rejection,” although the safety and
effectiveness of 1EN in renal transplant recipients has also
been reported.”’

RCC has lustorically been considered to be unrcspomm
to radiation therapy (RT) based on in vitro experiments.”
At present. the main role of RT for patients with mRCC is
for the palhation of symptomatic bone metastases: however,
some retrospective studies have reported pood clinical
responses to RT in the setting of mRCC." Zoledronic acid
is a bisghosphonate that reduces the risk of skeletal-related
events in patients with solid tumors. including RCC with
bone metastasis.”™" Haas et al.” showed that administration
of zoledronic acid prevented bone mineral density oss in
renal transplant recipients and that renal function did not
change significantly after zoledronic acid infusion. Sorafenib
is a muitikinase inhibitor with effects on tumor cell prolif-
eration and twmor angiogenesis.”® In mRCC, a phase I
trial comparing sorafenib and placebo atter the failure of
prioy systemic immunotherapy showed a 24-week median

progression-free survival with sorafenib mmpmted with 12
weeks for patients receiving the placebo (£ > 0.000001).
After 3 months of treatment, /‘»*/o of the pzments taking

sorafenib were progression-free compared to 43% of those
taking the placebo.” In vitro and in vivo data indicate that
sorafenib is primarily metabolized by the liver; however, in
a study of drug disposition after a single oral dose of radio-
labeled sorafenib to healthy subjects, 19% of the adminis-
tered dose of sorafenib was excreted in urine. The
pharmacokinetics of sorafenib have not been studied in
paticnts with severe renal impairment (creatinine clear-
ance, less than 30 ml/ming including dialysis patients and
renal transplant recipients.” To our knowledge, there are

no previous reports of the safe use and effectiveness of

sorafenib for immunosuppressed renal fransplant recipients
with mRCC.

In our patient, zoledronic acid and sorafenib were admin-
istered after allograft dysfunction that was probably induced
by IFEN. For 16 months after the patient began taking
sorafenib, based on informed consent. there has been no
evidence of disease progression and there have been no
scvere adverse events. Therefore, this case may indicate the
ctficacy and tolerance of RT, zoledronic acid. and sorafenib
in patients with bone metastatic RCC who have undergone
renal transplantation.

in conclusion, we have reported a patient with bone
metastatic RCC who received IST and was then successfully
treated with RT, zoledronic acid. and sorafenib. This com-

bination therapy for RCC with bone metastasis may be safe
and effective in inumunosuppressed renal transplant recipi-
ents, and we suggest that further investigation of sorafenib
18 warranted m this patient population.
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First Report of Liposarcoma of the Spermatic Cord
after Radical Prostatectomy for Prostate Cancer
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Abstract. Primary liposarcoma of the spermatic cord (LSC)
is a rare neoplasm; there are fewer than 100 cases reported in
the English literature worldwide. A seventy-one year-old man,
who had undergone radical retropubic prostatectomy (RRP)
for localized prostate cancer in November 2004, noticed the
enlargement of a mass in the left scrotum. Subsequently he
underwent a biopsy of the lesion, which documented suspicion
of leiomyosarcoma of the spermatic cord. Left radical
orchiectomy was performed extending to the resection margin.
The pathological examination showed a dedifferentiated
liposarcoma of the left spermatic cord. To the best of our
knowledge, this is the first report of LSC after RRP for prostate
cancer in the English literature.

Radlcal retropublc prostatectorny (RRP) isa standard treatment

Case Report

A 71-year-old man noticed the enlargement of a mass in
the left hemiscrotum for more than five months. He had
undergone RRP for localized prostate cancer in November
2004. The pathological findings of the prostate had been
Gleason sum 3+4=7, pT2a and negative margins. In
February 2008, the serum prostate-specific antigen (PSA)
level was 0.057 ng/ml and neither biochemical failure nor
recurrence was confirmed. Computed tomography (CT)
revealed a 35%25 mm low-density round mass in the left
spermatic cord. Magnetic resonance imaging (MRI)
showed a smooth margined low-intensity mass on T1- and
T2-weighted image, which involved the epididymis and
left spermatlc cord (Flgure 1) Subsequently the pat1ent

one of the major morb1d1t1es after RRP since 1ts 1n01dence is
6.7% to 21% (1, 2). From speculations in previous reports,
certain kinds of manipulation during RRP that can weaken or
distort the normal fascia structure at the internal inguinal ring,
including incision and retraction of the transversalis fascia with
a retractor, stretching of the vas deferens and incision of the
endopelvic fascia, may have an important role (2). The
pathogenesis of inguinal hernia after RRP is still largely
unknown.

Liposarcomas of the spermatic cord (LSCs) are rare
tumors. Liposarcomas are malignant neoplasms of adipose
tissue arising from primitive mesenchymal cells. In almost
70% of cases they are located in the extremities and the
retroperitoneum. The spermatic cord is a rare site of origin,
accounting for about 3-7% of all liposarcoma (3). The first
case of LSC after RRP for prostate cancer is reported here.

Mazda Hospital, 2-15 Aosaki-minami Fuchu-cho Akigun, Hiroshima,
Japan, 735-8585. Tel: +81 825655000, Fax: +81 825655138, e-mail:
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biopsy specimen was suspicious of Ielomyosarcoma of the
spermatic cord. In April 2008, left radical orchiectomy
was performed extending to the resection margin.
Macroscopically, the lesion was a capsulated mass (95x55
mm) composed mostly of adipose tissue infiltrating the
spermatic structures (Figure 2). The pathological
examination showed a well-differentiated liposarcoma
which revealed fat cells and lipoblasts, and a
dedifferentiated section which revealed spindle cells
having atypical highly multiplied nuclei like a
myxofibrosarcoma (Figure 3), and resulted in negative
margins. There was no evidence of recurrence on CT and
physical examination four months after surgery.

Discussion

The present case underwent conventional RRP and suffered
from liposarcoma of the spermatic cord (LSC) beside the
inguinal region, not an inguinal hernia, four years after

tumorigenesis of LSC and the RRP procedure which has
some impact on the inguinal canal and inguinal region seems
to be unclear, and no cases of LSC after RRP have been
reported in the English literature.



Figure 1. Magnetic resonance image (T2-weighted image) of a smooth margined slightly low-intensity, 35x25 mm round mass (arrow), which
involved the epididymis and spermatic cord. a: Axial image b: coronal image.

LSC usually presents as a painless scrotal swelling, progressing
in size slowly during a period ranging from months to years,
as in the present case. Occasionally, a previously stable mass
can rapidly increase in size. The average patient age at
presentation is 55 years (range 16.5-85) with a slight right
preponderance. Fewer than 6% of cases have a history of
scrotal surgery or trauma (3). The clinical diagnosis in these
conditions may be difficult, since the tumor can easily be
mistaken for an inguinal hernia, hydrocele or spermatocele, as
well as a tumor of the testis and epididymis. However, in the
present case, a groin mass was palpable as a hard and fixed
tumor. Therefore, the mass was suspected to be malignant.

Though liposarcomas have rarely been diagnosed
preoperatively, ultrasonography, CT and MRI could provide
useful information about the lipomatous nature of these masses.

The majority of spermatic cord tumors are benign (70-
80% ); lipoma is the most common. Malignant spermatic cord
tumors are more frequently sarcomas (4). Rhabdomyo-
sarcomas usually appear in young people and have a poor
prognosis. Leiomyosarcomas, fibrosarcomas and liposarcomas
are more commonly seen in older patients. LSC have been
classified histologically into four categories, well-
differentiated, dedifferentiated, myxoid and pleomorphic. Well-
differentiated liposarcomas are further divided into adipocytic
(lipoma-like), sclerosing liposarcoma, and into the two rare
types of inflammatory and spindle cell liposarcoma. The
sclerosing form is far more common in the retroperitoneum and
spermatic cord than elsewhere (5).

Liposarcomas tend to spread primarily by local extension.
When diagnosed or suspected preoperatively, radical
orchiectomy with wide local excision is the recommended

treatment for LSC. Adequate local resection provides the best
chance of eradicating this disease. No therapeutic advantage
has been attributed to superficial inguinal or retroperitoneal
lymphadenectomy because liposarcomas tend to metastasize
hematogenously rather than via the lymphatics.

Radiotherapy is controversial for local control of LSC.
Liposarcomas are the most radiosensitive of all sarcomas
and in some cases remission has been achieved with
radiotherapy alone, although radiotherapy in eleven cases
was reported to be associated with recurrence in five (3). In
contrast, out of the 17 patients in some other studies treated
with surgery and radiation, none had local recurrence (6-8).
These retrospective reports provide no definitive evidence,
but two prospective randomized trials on soft tissue sarcoma
established that the addition of radiation to surgery
substantially and significantly reduced the likelihood of
local recurrence (9, 10). However, previously reported LSC
series seemed not to be sufficiently large for a statistical
analysis to demonstrate the necessity of additional
radiotherapy. Our personal opinion is that radical surgical
refinement with a negative margin is mandatory, whereas
radiotherapy can be delayed if a close follow-up is
performed. The role of chemotherapy for liposarcoma is not
documented adequately.

In previous reports, the local recurrence rate after
resection alone was 30-50% and local recurrence was the
most common pattern of failure. Occasionally, local
recurrence can be late. Thus, the customary 5-year landmark
is not adequate to assess the therapeutic outcome. Regardless
of initial therapy, the risk of local recurrence and subsequent
increase in grade always necessitates long-term follow-up.



Figure 2. Macroscopic appearance of the surgical specimen showing a capsulated mass (95x55 mm) composed mostly of adipose tissue infiltrating
the left epididymis and spermatic structures (short arrow: spermatic cord tumor, long arrow: left testis).

Figure 3. Tumor showing a well-differentiated liposarcoma of fat cells and lipoblasts (lower half) and a dedifferentiated section with spindle cells
having atypical highly multiplied nuclei like a myxofibrosarcoma (upper half) (x100).
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