Schildhaus et al. Diagnostic Pathology (2016) 11:56
DOI 10.1186/513000-016-0507-1

Diagnostic Pathology

CASE REPORT Open Access

Spindle cell embryonal rhabdomyosarcoma ® e
of the prostate in an adult patient - case
report and review of clinicopathological

features

Hans-Ulrich Schildhaus' @, Suvi Lokka?, Werner Fenner?, Jens Kister®, Ingrid Kiihnle* and Emst Heinmoller?

Abstract

in an adult.

prostate in adult patients in the context of the literature.

Background: Embryonal rhabdomyosarcoma of the prostate in an adult is a very rare event with only a few cases
published. Diagnosis usually occurs with advanced disease frequently already with metastatic spread. In adults
prognosis is very poor, therefore early diagnosis is crucial. To date, only three cases of spindle cell subtype of
embryonal rhabdomyosarcoma of the prostate in an adult have been published.

Case presentation: We report an additional case of prostatic spindle cell embryonal rhabdomyosarcoma subtype

Conclusions: We discuss relevant clinicopathological features of spindle cell embryonal rhabdomyosarcoma of the
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Background

Rhabdomyosarcomas can be classified as embryonal, al-
veolar and pleomorphic subtypes [1-3]. Embryonal
rhabdomyosarcoma (ERMS) is the most common soft
tissue sarcoma of the lower urogenital tract in children
[4, 5] from birth to 15 years of age [6]. In adults ERMS
is very rare. There are only individual case reports of
ERMS in adulthood. In contrast to infants and children
prognosis is poor in this age group [7-13]. Spindle cell
rhabdomyosarcoma is considered a rare variant of ERMS
that shows spindle cell morphology [9, 14]. In the latest
WHO classification scheme spindle cell rhabdomyosar-
coma is grouped together with sclerosing rhabdomyosar-
coma [15]. ERMS shows a striking male predominance and
arises most commonly from the paratesticular soft tissue,
followed by the head and neck, the extremities and the gen-
itourinary tract [16, 17]. ERMS account for only 0,3—1 % of
all malignant prostate tumors [18, 19]. In pediatric patients
spindle cell type of ERMS has a good prognosis and thus
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correct subtyping is of crucial importance for therapy and
prognosis. However, the same tumor entity in adults is a
very rare and aggressive tumor. In younger men it is crucial
to consider this unusual differential diagnosis in order not
to delay the appropriate therapy. We report a case of spin-
dle cell embryonal rhabdomyosarcoma in the prostate of an
adult patient and discuss clinicopathological features.

Case presentation

Clinical findings

A 25-year-old adult presented with voiding dysfunction
and urinary retention. Digital rectal examination showed
a rather smooth but enlarged prostate without palpable
tumor mass. Ultrasound scan showed homogeneous
prostate tissue and an enlarged volume of approximately
50-60 cm”. The clinical diagnosis was prostate adenoma.
Prostate-specific antigen (PSA) level was 0,91 ng/ml and
thus within normal range. After 4 weeks of therapy with
the alpha;-receptorantagonist Tamsulosin the patient re-
ported normal urinary function. Repeat ultrasound showed
a postvoid residual volume of 150-200 ml and compared
to the initial measurement further enlargement of the
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prostate (150 cm?®). Magnetic resonance imaging (MRI)
showed a prostatic tumor 9 x 8.5 x 7.5 ¢cm in size with in-
homogeneous tissue structure and polypoid infiltration of
the bladder (Fig. 1). Six weeks after initial presentation bi-
opsies from the prostate were taken for histological diagno-
sis. For staging a computed tomography (CT) scan of the
lung showed bilateral pulmonary metastases. Further
investigations including a FDG-PET-CT and examin-
ation of the bone marrow were negative for metastases.

Pathological findings

Histologically, all prostate biopsies showed atypical rela-
tively uniform tumor cells with epithelioid to spindle cell
morphology arranged in an irregular fascicular proliferation
pattern. The nuclei were elongated and hyperchromatic
and occasionally showed prominent nucleoli. Mitotic
count was up to 30 mitoses/10 high power fields. In
addition, necrotic areas were present. Very few cells
were identified having enlarged nuclei and voluminous
eosinophilic cytoplasma resembling rhabdomyoblasts
(Fig. 2a, b). Immunohistochemically, the tumor cells
stained positive for vimentin, desmin, actin, myogenin
and CD 99 (Fig. 2c-f). Negative staining was found for
PSA, CD 45, S-100 and pan-cytokeratin. Cytogenetic
analyses for PAX3-FOXOIA fusion and for transloca-
tion t(11;22)(q24;q12) were negative. The diagnosis of
spindle cell rhabdomyosarcoma was confirmed by refer-
ence pathology (Prof. I. Leuschner, Kiel, Germany).

Therapy and outcome

After initial staging the patient was treated according to the
therapy guidelines of the CWS Cooperative Soft Tissue Sar-
coma (“Weichteilsarkom”) Group (for more details see
www.cws.olgahospital-stuttgart.de). Because of the presence
of lung metastases the patient was classified Stage 4 —
metastatic disease. Therapy consisted of nine cycles chemo-
therapy including Ifosfamide, Etoposide, Vincristine,
Actinomycin D, Carboplatin and Epirubicin followed by
oral chemotherapy with Trofosfamide, Etoposid and Idar-
ubicin for 6 months. After 9 weeks of therapy disease
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reevaluation showed a significant reduction of the primary
tumor size and of size and number of the pulmonary me-
tastases. Since tumor resection would be accompanied by
significant morbidity, radiation therapy was chosen as
definitive local therapy. To better protect the surrounding
structures (bladder, intestines) proton beam therapy to the
primary tumor in parallel to chemotherapy was planned.
Conventional radiotherapy of the bilateral pulmonary
metastases was performed at the end of the intensive
treatment. Unfortunately, the patient died from metastatic
disease in June 2015, 17 months after initial diagnosis.

Discussion

Spindle cell ERMS of the prostate in adults are very rare.
A recently published review of the literature resulted in
only 25 cases of confirmed primary ERMS of the pros-
tate in males 18 years of age or older until October 2010
[20]. Since then, a literature search yielded five more
cases of prostatic ERMS [9, 12, 13, 21, 22], resulting in a
total of 30 published and confirmed primary ERMS of
the prostate in adults. Of all published cases in adults so
far, only three were specifically subtyped as spindle cell
type of ERMS [9, 13, 22], thus, the case we present here
is the fourth one published to date.

In sharp contrast to adult rhabdomyosarcoma where
prognosis is generally very poor irrespective of histological
subtype, in children and adolescents therapy and clinical
outcome is highly dependent on histological subtype of
rhabdomyosarcoma. Especially the spindle cell subtype of
ERMS heralds a good prognosis and is categorized in the
low risk group according to the CWS guidelines in which
three risk groups are defined (low risk, standard risk, high
risk). Thus, correct subtyping of soft tissue sarcomas is of
utmost importance even in adults where the development
of new therapy protocols may in the future be dependent
on the histological subtype.

The histologic diagnosis of the spindle cell variant of
ERMS is usually based on the presence of small, round
to spindle-shaped tumor cells with moderate nuclear
pleomorphism. Frequent findings are scattered large

infiltrating the bladder wall and the seminal glands

Fig. 1 Axial (left) and transversal (right) section of magnetic resonance imaging (MRI) showing an inhomogeneous tumor mass in the prostate
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Fig. 2 Spindle cell type of embryonal rhabdomyosarcoma showing spindle shaped tumor cells with few scattered pleomorphic cells resembling
rhabdomyoblasts (a H&E staining, magnification x200 and b H&E staining, magnification x100). Tumor cells with strong nuclear staining for myogenin
(c magnification x100) and cytoplasmatic reactivity for Desmin (d magnification x100), Vimentin (e magnification x100) and CD99 (f magnification x100)
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rhabdomyoblasts with an eccentric nucleus and stri-
ated, eosinophilic cytoplasm [9, 10].

Immunohistochemically, ERMS typically express skel-
etal muscle markers: Tumor cells usually stain positive for
vimentin, desmin, myogenin and myoglobin [8]. However,
desmin negative cases have been reported. Thus, for con-
firmation of the histological subtype a panel of desmin,
myogenin and myoglobin is recommended [22]. A cyto-
plasmic staining for CD 99 is present in 15 % of all ERMS
[23], in the spindle cell subtype however the positivity rate
for CD 99 was reported to be 100 % [20], which is signifi-
cant especially considering peripheral primitive neuroec-
todermal tumor (PPNET) being an important differential
diagnosis.

Besides PPNET, differential diagnosis of spindle cell
ERMS includes other sarcomatous tumors such as pleo-
morphic and alveolar rhabdomyosarcoma, leiomyosar-
coma and fibrosarcoma. In addition, malignant peripheral
nerve sheath tumors, spindle cell malignant melanoma,
lymphomas and phyllodes tumors with focal rhabdomyo-
blastic differentiation have to be considered [8, 20]. Immu-
nohistochemistry, cytogenetic and molecular pathological
findings are crucial to confirm the diagnosis [8].

ERMS lack the characteristic translocation t(1;13) and
t(2;13) of alveolar rhabdomyosarcoma. In contrast to
ERMS, leiomyosarcomas stain negatively for myoglobin
and myogenin. Fibrosarcomas do not show scattered
rhabdomyoblasts in hematoxylin and eosin (H&E) staining
and express neither desmin nor myogenin. In PPNET,
immunohistochemical staining with myogenin is mostly
negative [8]. PPNET with divergent skeletal muscle dif-
ferentiation may show immunohistologic features of
skeletal muscles. Here, cytogenetic analysis for trans-
location t(11;22)(q24;q12) which is found in most cases
of PPNET but not in ERMS is of utmost importance
[23]. In contrast to ERMS, malignant peripheral nerve
sheath tumors express neural markers such as S-100. Ma-
lignant melanomas, unlike ERMS, stain positively with
melanocytic markers [20]. Lymphomas show immunopo-
sitivity for common leukocyte antigen CD 45.

Molecular pathological diagnostics to date have not
detected any specific mutations in ERMS. In some
cases, a loss of heterozygosity has been described in the
chromosomal region 11p15.5 [20].

Clinical symptoms usually include micturition problems
like urinary retention, dysuria and seldom hematuria.
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Typical clinical findings include an enlarged prostate
gland and normal serum value of PSA. The disease usually
progresses rapidly so that diagnosis is often made at an
advanced stage with presence of distant metastases [7].
Macroscopic findings often show a nodular tumor with
grayish-white indurated cut surfaces [14].

In our case, a 25-year-old adolescent presented with
micturition problems and an enlarged prostate gland.
PSA levels were within normal range. At this age, ERMS
of the prostate is rather seldom as ERMS occur more
often in the lower urogenital tract in children. The most
common prostate tumor in male adults is adenocarcin-
oma, however, this diagnosis is very rare in an age below
40 years [7]. In the age group between 20 and 40 years
enlargement of the prostate gland usually is classified as
benign prostatic hyperplasia and malignant disease is
initially virtually never considered. Clinical differences of
both tumor entities are compared in Table 1.

Treatment of ERMS depends on stage of disease and
includes a combination of chemotherapy, radical surgery
and radiotherapy [10]. Our patient was treated according
to the recommendations of the CWS-guidance for risk
adapted treatment of soft tissue sarcoma and soft tissue
tumors in children, adolescents, and young adults. After
chemotherapy treatment he showed a good partial re-
sponse. Local therapy of the tumor is a crucial element
in the overall treatment.

If resection of the primary tumor would be mutilating
as in our case radiotherapy is a local therapy option.
50 Gy (conventional fractionated) is considered as suffi-
cient for rhabdomyosarcoma with residual disease fol-
lowing induction chemotherapy without an option for
secondary resection [24].

Prognosis of ERMS in adults is generally poor. Most pa-
tients with prostatic ERMS die under therapy. Children
and adolescents usually have a much better response to
multimodal therapy than adults and primary surgical treat-
ment is not standard of therapy [10, 11]. In a retrospective

Table 1 Clinical and radiological differences between prostatic
rhabdomyosarcoma and carcinoma, modified according to
Waring et al. [7]

Clinical Rhabdomyosarcoma Carcinoma
characteristics

Incidence very rare common

Age group Children, rarely young adults ~ >40 years
Symptoms urinary obstruction urinary obstruction
Digital rectal Enlarged, firm, smooth Hard, fixed, nodular,
examination prostate irregular prostate
PSA levels normal elevated

Course rapid usually slow

Ultrasound and MRI often localized to

the prostate gland

often extensive invasion
of periprostatic tissues

PSA prostate-specific antigen, MRl Magnetic resonance imaging
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study Wang et al. analysed outcome of 25 adult patients
with prostate sarcoma. Age more than 50 years, metastasis
at presentation, and a lack of surgery with curative intent
were independently predictive of an unfavorable outcome
[25]. Musser et al. reviewed 38 cases of adult prostate
sarcoma treated at the Memorial Sloan Kettering Cancer
Center between 1982 and 2012. They found an association
between histological tumor subtype and outcome: Rhabdo-
myosarcoma patients had worse overall and cancer-specific
survival compared to leiomyosarcoma patients [26]. Latz et
al. [9] describe a case of spindle cell rhabdomyosarcoma of
the prostate in a 23-year-old patient who died 14 month
after diagnosis being treated within the CWS 2002 P study
which includes children and adolescents with soft tissue
sarcoma. They retrospectively criticize that early radical
surgery was not performed in the first place but the patient
received radiochemotherapy. Latz et al. [9] discuss that
spindle cell rhabdomyosarcoma in adults is not syn-
onymous with rhabdomyosarcoma in childhood leaving
primary radical surgical therapy as the only option for
curative therapy in the absence of metastatic spread.
Recently, a clinicopathological analysis of spindle cell/
scerosing rhabdomyosarcoma suggested an improve-
ment of outcome of spindle cell rhabdomyosarcoma in
various locations by localized surgical treatment combined
with chemotherapy in such cases with initial localized
disease [22]. In the case we describe here primary radical
surgery was not an option as our patient already had pul-
monary metastases at the time of diagnosis. Standard
therapy of prostatic rhabdomyosarcoma in adults is still to
be defined.

Conclusions

Prostatic rhabdomyosarcoma is a very rare tumor entity
in adults. Prognosis is poor in contrast to children. In
adults, optimal therapy may be radical surgery for early
tumor stage in the absence of distant metastases. There-
fore, especially in adults younger than 40 years, it is of
utmost importance to consider this rare differential diag-
nosis in order not to delay appropriate treatment. Cor-
rect histologic subtyping of tumor should be performed
to provide a basis for improvements of therapy.

Abbreviations

CT, computed tomography; ERMS, embryonal rhabdomyosarcoma; H&E,
hematoxylin and eosin; MRI, Magnetic resonance imaging; PPNET, peripheral
primitive neuroectodermal tumors; PSA, prostate-specific antigen

Acknowledgements
The authors thank Dr. M. Basche, Institute for Radiology and Nuclear
Medicine, Kassel, Germany for providing the MRI-scans.

Funding
There was no funding for this article.



Schildhaus et al. Diagnostic Pathology (2016) 11:56

Availability of data and material
Data and materials of this work are available on request by the
corresponding author.

Authors’ contributions

The patient of this case report was treated by WF, JK and IK. Histopathology
was performed by SL and EH. HUS was contacted for immunohistochemical
and molecular pathological analysis. The manuscript was drafted by SL and
EH with contribution of all coauthors. The final manuscript was read and
agreed upon by all authors.

Competing interests
The authors declare that they have no competing interests.

Consent for publication
Written and informed consent was obtained from the patient's parents for
publication of this Case Report and any accompanying images.

Ethics approval and consent to participate
A statement of ethics approval for this case report by the University Clinic
Gottingen is available on request.

Author details

'Department of Pathology, University Medical Center Géttingen, Gottingen,
Germany. “Institute of Pathology Nordhessen, Germaniastr. 7, 34119 Kassel,
Germany. *Deparment of Urology, Nephrologisches Zentrum, Vogelsang 105,
34346 Hann. Minden, Germany. *Department of Pediatric Hematology and
Oncology, University Medical Center Gottingen, Gottingen, Germany.

Received: 10 December 2015 Accepted: 25 June 2016
Published online: 29 June 2016

References

1. Newton Jr WA, Gehan EA, Webber BL, Marsden HB, van Unnik AJ, Hamoudi
AB, Tsokos MG, Shimada H, Harms D, Schmidt D, et al. Classification of
rhabdomyosarcomas and related sarcomas. Pathologic aspects and
proposal for a new classification-an Intergroup Rhabdomyosarcoma Study.
Cancer. 1995;76(6):1073-85.

2. Caillaud JM, Gérard-Marchant R, Marsden HB, van Unnik AJ, Rodary C, Rey A,
Flamant F. Histopathological classification of childhood rhabdomyosarcoma:
a report from the International Society of Pediatric Oncology pathology
panel. Med Pediatr Oncol. 1989;17(5):391-400.

3. Tsokos M, Webber BL, Parham DM, Wesley RA, Miser A, Miser JS, Etcubanas
E, Kinsella T, Grayson J, Glatstein E. Rhabdomyosarcoma. A new classification
scheme related to prognosis. Arch Pathol Lab Med. 1992;116(8):847-55.

4. Seitz G, Dantonello TM, Int-Veen C, Blumenstock G, Godzinski J, Klingebiel T,
Schuck A, Leuschner |, Koscielniak E, Fuchs J. Treatment efficiency, outcome
and surgical treatment problems in patients suffering from localized
embryonal bladder/prostate rhabdomyosarcoma: A report from the
Cooperative soft tissue sarcoma trial CWS-96. Pediatr Blood Cancer.
2011,56:718-24.

5. Hishiki T, Saito T, Mitsunaga T, Nakata M, Terui E, Komatsu S, Mise N, Harada K,
Iwai J, Higashimoto Y, Okimoto Y, Kakuda H, Ochiai H, Hino M, Homma S,

Osa Y, Yoshida H. Optimal surgical treatment and urological outcomes in boys
with pelvic and urogenital rhabdomyosarcomas and soft tissue sarcomas.
Pediatr Surglnt. 2013;29:1077-82.

6. Lobe TE, Wiener ES, Hays DM, Lawrence WH, Andrassy RJ, Johnston J,
Wharam M, Webber B, Ragab A. Neonatal rhabdomyosarcoma: the IRS
experience. J Pediatr Surg. 1994;29(8):1167-70.

7. Waring PM, Newland RC. Prostatic embryonal Rhabdomyosarcoma in adults:
A clinicopathologicreview. Cancer. 1992,69:755-62.

8. Wick MR, Hornick JL. Malignant tumors of soft tissue. In: Dabbs DJ, editor.
Diagnostic immunohistochemistry: theranostic and genomic applications.
3rd ed. Philadelphia: Elsevier; 2010. p. 102-17.

9. LatzS, Ellinger J, Goltz D, Marx C, Leuschner I, Maller SC, Fechner G.
Spindle cell rhabdomyosarcoma of the prostate. Int J Urol. 2013;20:935-7.

10.  Nabi G, Dinda AK, Dogra PN. Primary embryonal rhabdomyosarcoma of
prostate in adults: Diagnosis and management. Int Urol Nephrol. 2002;34:
531-4.

22.

23.

24

25.

26.

Page 5 of 5

Singh NK, Gangappa M, Gupta V, Mohan A. Embryonal prostatic
rhabdomyosarcomas disguised presentation in an adolescent male: a case
report. Cases J. 2009;2:7546.

Prabhakaran P, Sanjayan R, Somanathan T, Narayanan G.
Rhabdomyosarcoma of prostate presenting as badder outlet obstruction in
a young adult. Ecancer. 2013;7:360.

Asahina M, Saito T, Arakawa A, Suehara Y, Takagi T, Hisasue S, Kaneko K,
Horie S, Yao T. A case of primary spindle cell variant of embryonal
rhabdomyosarcoma of the prostate. Int J Clin Exp Pathol. 2014;7(8):5181-5.
Mentzel T. Spindelzelliges Rhabdomyosarkom des Erwachsenen - Neue
Entitat im Spektrum maligner mesenchymaler Tumoren des Weichgewebes.
Pathologe. 2010;31:91-6.

Fletcher CDM, Bridge JA, Hoogendoorn PCW, Mertens F. WHO classification
of tumours of soft tissue and bone. Lyon, France: IARC Press; 2013. p. 134-5.
Leuschner I, Newton Jr WA, Schmidt D, Sachs N, Asmar L, Hamoudi A,
Harms D, Maurer HM. Spindle cell variants of embryonal
rhabdomyosarcoma in the paratesticular region. A report of the Intergroup
Rhabdomyosarcoma Study. Am J Surg Pathol. 1993;17(3):221-30.
Cavazzana AO, Schmidt D, Ninfo V. Spindle cell rhabdomyosarcoma.

A prognostically favorable variant of rhabdomyosarcoma. Am J Surg Pathol.
1992;16(3):229-35.

Longley J. Sarcoma of prostate and bladder. J Urol. 1955;73(2):417-23.
Siegel J. Sarcoma of the prostate: a report of four cases and a review of
current therapy. J Urol. 1963,89:78-83.

Bisceglia M, Magro G, Carosi |, Cannazza V, Dor DB. Primary embryonal
rhabdomyosarcoma of the prostate in adults: Report of a Case and review
of the literature. Int J Surg Pathol. 2011;19(6):831-7.

Ciammella P, Galeandro M, D'Abbiero N, Palmieri T, Donini E, Lotti C.
Prostate embryonal rhabdomyosarcoma in adults: Case report and review of
literature. Rep Pract Oncol Radiother. 2013;18(5):310-5.

Yasui N, Yoshida A, Kawamoto H, Yonemori K, Hosono A, Kawai A.
Clinicopathologic Analysis of spindle cell/sclerosing rhabdomyosarcoma.
Pediatr Blood Cancer. 2015;62:1011-6.

Turc-Carel C, Aurias A, Mugneret F, Lizard S, Sidaner |, Volk C, Thiery JP,
Olschwang S, Philip |, Berger MP. Chromosomes in Ewing’s sarcoma. An
evaluation of 85 cases and remarkable consistency of t(11;22)(q24,q12).
Cancer Genet Cytogenet. 1988;32:229-38.

Donaldson SS, Meza J, Breneman JC, et al. Results from the IRS-IV
randomized trial of hyperfractionated radiotherapy in children with
rhabdomyosarcoma- a report from the IRSG. Int J Radiat Oncol Biol Phys.
2001;51:718-28.

Wang X, Liu L, Tang H, Rao Z, Zhan W, Li X, Zeng H, Zhang P, Wei B, Lin T,
Wei Q, Lu Y, Li X. Twenty-five Cases of Adult Prostate Sarcoma Treated at a
High-volume Institution From 1989 to 2009. Urology. 2013;82(1):160-5.
Musser JE, Assel M, Mashni JW, Sjoberg DD, Russo P. Adult prostate sarcoma:
the Memorial Sloan Kettering experience. Urology. 2014;84(3):624-8.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BioMed Central




	Abstract
	Background
	Case presentation
	Conclusions

	Background
	Case presentation
	Clinical findings
	Pathological findings
	Therapy and outcome

	Discussion
	Conclusions
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and material
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Author details
	References

