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Introduction. In 1994, Calonje et al. described 15 cases of 
cutaneous vascular neoplasms with low malignant potential, 
characterized by high rate of local recurrence and low frequency 
of metastasis. Thereafter, few case reports have been published 
in the literature. 
Retiform hemangioendothelioma (RH) represents, an intermedi-
ate grade vascular neoplasm that often persist or recur locally 
but seldom metastasizes; most often occurring in the limbs of 
middle-aged females. This entity is characterized by infiltrative 
vascular spaces arranged in a pattern similar to the rete testis, 
hobnail monomorphic endothelial cells with apical nuclei and 
scanty cytoplasm, prominent endovascular papillae with collag-
enous cores, and prominent mononuclear lymphocytic infiltrate. 
RH differs from angiosarcoma in so much as it lacks cytologic 
atypia and high mitotic rates.
Materials and methods. A 62-years-old healthy white female 
sought medical help for a slowly growing, ill-defined subcutane-
ous tender mass on the left haunch. There was no clinical history 
of radiation exposure or radiotherapy, and the family history was 
unremarkable. At physical examination no ulceration or throb-
bing was noted and there were no other masses anywhere in the 
body. The dermatologist decided to perform an excisional biopsy 
for diagnosis.
Results. The gross specimen was composed of skin flap mea-
suring mm 10x5x5 with lesion in the form of a 3 mm papule of 
reddish-brown in color. The neoplasm showed a hemorrhagic and 
fleshy cut surface. 

Histological examination of the tumor revealed a ill-defined vas-
cular proliferation with numerous elongated vessels resembling 
the shape of rete testis. These vessels were lined by a single 
layer of cuboidal endothelial cells and occasional intraluminal 
papillary tufting of endothelial cells was seen. The cells had high 
nuclear/cytoplasmatic ratio and occasionally grooved bulging 
nuclei (Fig. 2).

Approximately there were no significant atypia or mitotic figures. 
The immunoistochemical stains showed a positivity for the CD31 
and the CD34 with proliferation index, evaluated with Ki67, of 
around a 25-30% (Fig. 3).

In consideration of the vague tumor boarders, the first excision 
had positive margins and therefore a wide local excision was 
later performed.
Conclusions. We report on case of retiform hemangioendothe-
lioma from a 62 years old woman which came to our attention 
after exicision.
The differential diagnosis for this case includes hobnail heman-
gioma, retiform hemangioendothelioma, angiosarcoma and Dab-
ska tumor. The importance of distinction between these entities 
is based on the striking differences in their clinical behavior and 
outcome. For example angiosarcoma is a tumor that most com-

Fig. 1.

Fig. 2.

Fig. 3A. immunoistochemical stain Cd31

Fig. 3B. immunoistochemical stain Ki67.
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monly develops in elderly adults and exhibits frankly malignant 
histopathology and clinical behavior, including a high metastatic; 
histologically, although angiosarcoma and RH have in common 
an infiltrative pattern, in conventional angiosarcomas, this is 
characterized by much a more disorganized pattern, with frequent 
sinusoidal or sieve-like collagen bundles. In addition, the vascular 
spaces formed in angiosarcoma tend to be more irregular and jag-
ged than those in RH, hobnail hemangioma and Dabska tumor. 
On the other hand, hobnail hemangioma (originally termed targe-
toid hemosiderotic hemangioma) usually presents as a superficial 
tumor involving the limbs or trunk of adult males and usually 
follows a benign course. Microscopically, hobnail hemangioma 
shows a varied growth pattern with dilated superficial blood 
vessels lined by hobnail endothelial cells with only occasional 
intravascular papillary proliferation and with a retiform architec-
ture in the reticular dermis, associated hemosiderin deposition 
can be found.
The rare Dabska’s tumor shows overlapping features with RH, 
including the presence of hobnailed endothelial cells and an 
arborizing architectural pattern. Some authors have considered 
Dabska’s tumor as the infantile counterpart of RH and coined 
the term hobnail hemangioendothelioma to encompass both neo-
plasms. However, it should be noted that there are some divergent 
clinical and histological features between these two neoplasms, 
such as the absence of arborizing rete testis-like architecture and 
the presence of well-formed papillary endothelial projections of 
Dabska’s tumor. 
In summary, RH is a low-grade vascular neoplasm, which in-
volves middle-aged adults with a predilection for the female sex. 
Clinically, RH is a locally aggressive neoplasm with a high re-
currence rate. Correct diagnosis is therefore important expecially 
with regards to distinction from angiosarcoma; RH may recur if 
margins are unvolved but is unlikely to metastasize.
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Introduction. Tcell/histiocyte-rich large B-cell and Burkitt Lym-
phoma are two distinct entities recognized by the current WHO 
classification of lymphoid neoplasms. We report a case of a man 
of 62years old with Tcell/histiocyte-rich large B-cell Lymphoma at 
diagnosis and Burkitt Lymphoma at relapse, four months to onset. 
Case report. A 62-year-old man presented with an 20-day history 
of high-grade fever, decreased appetite and a 7-lb weight loss 
during approximately the past 20 days. The patient had no his-
tory of malignant disease; superficial and deep lymphadenopathy. 
Biopsy of the mass in left inguinal region are performed. Grossly 
the lymph node, 6 x 4 cm in size, had softe cut surface. Micro-
scopic examination revealed a lymph node almost replaced by a 
diffuse proliferation of scattered, single, large B-cells embedded 
in a background of small lymphocytes that represent T-cells and 
variable numbers of histiocytes. The tumour cells are always dis-
persed. Immunohistochemical analysis showed that the large atyp-
ical cells were positive for CD20, CD10, Bcl6, rare Bcl-2, EMA, 
and negative for CD3, PUI1, PD1, CD30; Ki67index:70%. The 
morphological and immunohistochemical data oriented for a diag-
nosis of large T-cell/histiocyte rich large B-cell Lymphoma. Bone 
marrow biopsy are negative. Clinical study: IIIB; International 
Prognostic Index: 3. Despite chemotherapy with R-CHOP-14 
protocol (cyclophosphamide, doxorubicin, vincristine, prednisone 
and rituximab, every 14 days). The patient had an initial excellent 
response to chemotherapy (PETpost 4cycle was negative), with 
overall improvement in her physical condition, but unfortunately 
2 weeks after fourty cycle of chemotherapy he developed a Ci-
tomegalovirus pneumoniae. Left inguinal lymph node showed a 
35 days last forty R-CHOP. The histological examination of the 
biopsy of these lymph node revealed a diffuse infiltrate composed 
by uniform tumor cells with multiple small nucleoli and finely 
dispersed chromatin in their nuclei. The tumour has an extremely 
high proliferation fraction as well as a high fraction of apoptosis. 
A “starry sky” pattern is usually present, which in imparted by 
numerous benign macrophages that have ingested apoptotic tu-
mour cells. Immunohistochemical analysis showed that the atypi-
cal cells were positive for CD20, CD10, Bcl6, and negative for 
CD3, Bcl-2, IRF4, EMA; Ki67index:100%. Bone marrow biopsy 
are negative. FISH procedures were carried out on paraffin sec-
tions of inguinal lymph node according to the recomendation of 
the manifacturers. FISH analysis was performed using theVysis 
LSI-IGH/MYC and CEP8 Tricolor, Dual Fusion Translocation 
Probe for the detection of the translocation (8;14). Fluorescence 
signals were evaluated using a AX70 fluorescence microscope on 
100nuclei and confirmed the presence of the rearrangement. The 
new diagnosis is of Burkitt Lymphoma. Conclusions: we have a 
questions for you: the Burkitt Lymphoma is a second Lymphoma 
or a trasformation of the first Lymphoma?
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Introduction. Extraosseus plasmacytoma, so called extramedul-
lary plasmacytoma (EMP) is defined by the updated WHO clas-
sification (2008) as a localized plasma cell neoplasm that arises 
in tissues other than bone. EMP is a rare tumor and accounts for 
3~5% of all plasma cell neoplasm. Approximately 80% of them 
occur in the upper aerodigestive tract. EMP has also been noted 
to arise in other anatomic sites, including lymph nodes, bladder, 
CNS, breast, thyroid, testis, parotid and skin. We describe a case 
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of an adult woman with a solitary subcutaneous localization of 
EMP in the wrist, without other systemic localizations. Skeletal 
radiographs did not show lytic lesions. To our knowledge, this is 
the first case described in the recent literature.
Methods and results. A 47 years old woman with no significant 
past medical history presented in our hospital with a nodular 
mass in the wrist. This nodule was mobile respect to the deep 
surface and elastic at the manual palpation. An excisional biopsy 
was performed in the ambulatory of surgery and it was sent to 
our laboratory for histological examination. Macroscopically the 
nodular mass appeared white, elastic and 1,1 cm in the major di-
ameter with regular margins. The specimen was fixed in formalin 
and embedded in paraffin. Thin sections were cut and stained 
with Hematoxylin and Eosin.
Microscopically, the lesion was composed of a homogeneous 
population of medium size plasma cells intermingled with scat-
tered giant multinucleated cells. The immunohistochemical stains 
showed a kappa light chain restriction in plasma cell populations 
and a positivity for CD68 in the rare giant cells. The tumor cells 
were positive for CD138 and for CD20 and negative for CK AE1/
AE3. Moreover the proliferative cell index as determined by Ki-
67, was positive in the 40% of the neoplastic population. Necrosis 
and amyloid deposition were absent. The neoplasm was present 
on the surgical margins.
The diagnosis was consistent with extraosseous plasmacytoma 
without bone marrow localization. The patient was sent to an 
haematological visit. The serum protein electrophoretic pattern 
was normal and the Bence-Jones protein was absent in the urine. 
There were no evidence of anaemia, hypercalcemia and renal 
insufficiency.
The patient is still alive after six months from the diagnosis with-
out developing lytic bone lesions, myeloma-related symptoms 
and local recurrence.
Discussion. Plasma cell neoplasms are characterized by mono-
clonal proliferation of plasma cells that are associated with a 
single monotypic immunoglobulin product. Plasma cell neo-
plasms most commonly arise in the bone marrow, where they 
are classified as malignant disorder (plasma cell myeloma) or 
benign conditions (monoclonal gammopathy of undertermined 
significance, MGUS). Plasma cell myeloma is either multifocal 
or widely disseminated in the bone marrow and is often compli-
cated by osteolytic lesions, pathologic fractures, hypercalcemia, 
anemia and an aggressive course. Plasmacytomas are plasma cell 
neoplasms that are cytologically identical to plasma cell myeloma 
but present as solitary osseous or extraosseous (extramedul-
lary) lesions. Recently, Doers GM et al. reviewed plasma cell 
neoplasms in a period of 12 years (1992-2004), and analyzed the 
incidence and survival for plasmacytoma of the bone, for EMP 
and multiple myeloma reported in the United States in this period. 
There were 1543 cases of plasmacytomas, and the 30,7% was 
EMP (474/1543). In all 474 cases of EMP, most patients were 
white male with advanced age, only 41 of them were Asians. To 
date, the largest number of EMP (68 cases) has been reported by 
Bachar et al. 
To our knowledge, this is the first case described in the recent 
literature and it is characterized by an unusual localization of 
EMP in the subcutaneous tissues of the wrist. Our histopathologi-
cal diagnosis was based on the morphological and immunohis-
tochemical features of the neoplastic population of the nodular 
lesion, in the absence of other clinical features (no evidence of 
anaemia, monoclonal serum protein, hypercalcemia, renal insuffi-
ciency and bone marrow localization). The differential diagnosis 
included reactive plasma cell infiltrates that express polyclonal 
kappa and lambda light chain restriction. The demonstration of 
a monoclonal plasma cell population confirmed our diagnosis of 
EMP. The diagnosis was also confirmed by another haematologi-
cal specialize hospital. 
Clinical treatment of these lesions consists of surgery and radia-

tion therapy to avoid a local recurrence. Regional recurrences 
develop in approximately 30% of the patients. Solitary lesions 
tend to respond to conservative therapy (surgery or radiation) 
and are generally associated with a favourable prognosis. Our 
patient is still alive after six months from the diagnosis. She 
did not undergo radiotherapy and no local recurrences were 
evident. Moreover she did not develop lytic bone lesions and 
myeloma-related symptoms. Considering the peculiar natural 
history of our case, close long-term follow-up is appropriate 
and necessary to avoid dissemination into multiple myeloma. 
Infact, this possibility has been reported to occur in 10-30% 
of extramedullary plasmocytoma cases within the first 5 years, 
especially in the cases with absence of CD 138 expression. 
The clinical relevance of weak/absent CD138 expression is not 
established, but some authors underline that plasma cell tumors 
with absent CD138 expression exhibit more aggressive behav-
iour. We hope that the positivity for CD 138 observed in our 
case and the absence of other visceral and skeletal localization 
favour a good prognosis, although the clinical follow-up in our 
case is relatively short.
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Background. Elastofibroma is an ill defined fibroelastic tumor-
like lesion that, most commonly, occurs in the tissues between the 
lower portion of the scapula and the chest wall. It is characterized 
by a large number of coarse, enlarged, irregular elastic fibers. 
Extensive adipose component in elastofibroma is an extremely 
rare feature, newly described as elastofibrolipoma (EFL) 1 2. This 
report refers to an additional case of this peculiar condition.
Material and methods. We describe a case of a 72-year-old fe-
male who was referred to Hospital of Vallecamonica for the pres-
ence of a mass, about 5 cm. in largest size, unilaterally located 
in the subfascial subscapular tissue that was excised. Our Divi-
sion received a vaguely nodular, encapsulated and well circum-
scribed mass, measuring 3,7 cm in its maximum diameter, with 
grey-white cut surface, intermingled with ample yellow adipose 
tissue, and elastic consistence. After fixation in 10% formalin, 
the surgical specimen was paraffin-embedded and stained with 
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haematoxylin and eosin and Verhoeff’s elastic stain. Additional 
sections were cut for immunohistochemical analysis.
Results. Microscopically, the lesion was composed of a pauci-
cellular collagenous stroma with altered elastic fibers which de-
marcated lobules of mature adipocytes of varying size occupying 
large areas in every high-power microscopic field. Large, coarse, 
deeply eosinophilic elastic fibers were scattered throughout and 
were reactive to Verhoeff’s elastic stain and CD34. In the col-
lagenous matrix bland spindle cells were positive for CD34, but 
negative for S-100 protein, desmin and smooth muscle actin. 
Seven months after surgery the patient was free of recurrence. 
Conclusions. EFL was first described by De Nictolis et al. 1 at the 
anterior mediastinum in 1995. Later another case was reported by 
Erkilic et al. 2. The overall appearance of EFL incorporates aspects 
of elastofibroma as well as lipoma and its origin remains contro-
versial. The differential diagnosis includes spindle cell lipoma, an-
giolipoma, myolipoma, angiolipoleiomyoma and malignant tumors 
as spindle cell liposarcoma. Being a recently described lesion we 
believe that the incidence of EFL will increase in future and addi-
tional cases will help to enlighten the origin of this pathology.
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Background. Glomeruloid hemangioma (GH) is a distinctive 
histological entity characterized by dome-shaped red papules 
seen most frequently on the trunk and proximal limbs. 
The term ‘glomeruloid hemangioma’ was coined by Chan et al. in 
1990 to describe a multi-focal cutaneous hemangioma, which was 
considered a specific cutaneous marker for POEMS syndrome 
(polyneuropathy – organomegaly – endocrinopathy – M-protein 
– skin abnormality) 1 2.
GH consists of a coiled aggregate of capillaries that are found 
inside a dilated/sinusoidal vascular space and that recall the his-
tological morphology of the renal glomerulus. However, cases of 
GH without POEMS syndrome have recently been reported.
The major disorders that enter in to the differential diagnosis of 
GH are Acquired tufted angioma and Lobular capillary heman-
gioma.
Materials and methods, A 77-year-old Italian man presented 
with a single red papule, 3mm in diameter, situated on the right 
temple. Complete surgical excision and successive histological 
examination were carried out. 
Results. At scanning magnification, a well circumscribed, unen-
capsulated, unlobulated lesion consisting of a discrete collection 
of vessels embedded in a normally-appearing dermis was seen. 
A sinusoidal vessel was recognizable at the periphery of each 
aggregate of capillaries, in an organoid pattern, resembling renal 
glomeruli. Some aggregates contained a thick-walled blood ves-
sel. The overlying epidermis was normal.
Physical examination of the skin did not show any other cutane-
ous lesions and laboratory and radiological studies excluded the 
presence of POEMS syndrome.
A diagnosis of Capillary hemangioma, with glomeruloid aspects 
was done.
Discussion. Glomeruloid hemangioma is almost always associ-
ated with POEMS syndrome. It may be considered a character-

istic cutaneous marker of this syndrome and may appear before 
the full-blown POEMS syndrome develops. Cutaneous haeman-
giomas described in patients with POEMS syndrome include mi-
crovenular haemangiomas, cherry haemangiomas, multinucleate 
cell angiohistiocytomas, and glomeruloid haemangiomas 3.
Some authors consider these various lesions as different stages 
in the development of the same lesion, which exhibits different 
degrees of endothelial proliferation in response to angiogenic 
stimuli  4. Recently, cases of GH not associated with POEMS 
syndrome were described 5-8. 
GH is characterized by an organoid pattern that resembles a renal 
glomerulus. It was present also in our case, which was histologi-
cally different from other hemangiomas such as Acquired tufted 
hemangioma and Lobulated capillary hemangioma. We, how-
ever, found thick-walled vessels associated with capillaries, as 
may be observed in common Lobulated hemangiomas.
Conclusions. Here we describe a case of a capillary hemangioma 
with glomeruloid appearance, in a patient not affected by the PO-
EMS syndrome We hypothesize that capillary hemangiomas can 
feature a glomeruloid appearance in some cases. 
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Abstract. The first case of atypical nodular superficial epithelioma 
with sebaceous differentiation is reported in 64-year-old man. 
Introduction.  Described initially by Rothko et al.  1 in 1980 as 
a “distinctive cutaneous tumor”, superficial epithelioma with se-
baceous differentiation (SESD) is characterized by a superficial 
plate-like proliferation of basaloid cells with broad epidermal 
attachments, keratin-filled cysts and clusters of mature sebaceous 
cells within the tumor. Although the reported follow-up periods 
have been somewhat limited, the biological behaviour of SESD, 
confirmed by all cases in our study, indicates that it is benign 2-9. 
The term “atypical” is used for cutaneous lesions in which a 
degree of atypia is evident, insufficient to merit a diagnosis of 
outright malignancy but which nevertheless is a source of some 
concern to the pathologist. It is a term to use very sparingly and 
it should not represent a wastebasket diagnosis for any cutane-
ous lesion that deviates even minimally from the norm. It should 
be obvious that such atypical lesions must either be benign or 
malignant and that the use of this term merely reflects diagnos-
tic uncertainty. In the cutaneous adnexal tumors the distinction 
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between benign and malignant neoplasms is typically based on 
the assessment of both architectural and cytological features. In 
World Health Organization Classification of tumors, Prof. LeB-
oit 8 encoded the clinicopathological diagnostic criteria for distin-
guishing benign from malignant adnexal tumors. Clinically, the 
majority of benign adnexal tumors presents as a nodule or a sym-
metrical papule, with smooth surface of the same colour as the 
patient’s skin. The majority of adnexal carcinomas consists of a 
plaque with irregular shape, often ulcerated. Microscopically, the 
adnexal benign tumors are composed by aggregates of uniform 
epithelial cells with monomorphic nuclei, rare mitosis always 
typical, in the absence of necrosis and ulceration. Also, these tu-
mors show smooth and symmetrical edges, form a rounded inter-
face with the dermis native and have a vertical growth, compared 
to the cutaneous surface. On the other hand, adnexal carcinomas 
are composed predominantly by markedly irregular aggregates of 
epithelial cells with nuclear pleomorphism, frequent and atypical 
mitosis and massive necrosis. The malignant neoplasms have 
irregular and asymmetrical edges with a horizontal growth and 
infiltrating pattern of the dermis or subcutis. The surrounding 
stroma is poor and irregular, sometimes myxoid. On encountering 
a tumor showing architectural-cytological discordance, a dermat-
opathologist tend to use the term “atypical”. In the present paper 
we report a case of atypical nodular SESD characterized by two 
proliferative components (a superficial plate-like proliferation 
and an invasive deep nodule) with the presence of a high mitotic 
rate and some atypical cells.
Case report. A 64-year-old man with an end-stage renal disease 
of unkown cause underwent hemodialysis and was submitted to 
underwent unrelated-donor renal transplantation in April 2008. 
Initial immunosuppression consisted of cyclosporine (CsA; 8 
mg/kg/d), Azathioprine (4 mg/kg/d), and prednisone (25 mg/d). 
The post-transplantation follow-up was uneventful, without acute 
rejection and with a progressive recovery of renal function until 
the serum creatinine level reached 1.2 mg/dL. One year later 
azathioprine was replaced by mycophenolate mofeteil (1 g every 
12 hours) due to Azathioprine-induced hepatitis. Liver function 
tests improved after conversion from Azathioprine to mycophe-
nolate mofetil,. Twenty-four months after transplantation the 
patient presented with an erosive nodular cutaneous lesion of 
the right cheek, 1cm in maximum diameter. The patient referred 
that the lesion was present for some years. The histological 
examination showed an ulcerative superficial proliferation of 
uniform basaloid cells with multiple attachments to the overlying 
epidermis. The superficial proliferation was in continuity with 
deep nodular growth infiltrating reticular dermis. The nodule was 
well circumscribed, surrounded by connective tissue and showed 
the same cellular composition of the superficial component with 
atypical basaloid cells (Fig. 1). Sebaceous differentiation in the 
form of clusters, lobules and single sebocytes of varying degrees 
of maturity was observed (Fig.  2). Keratine-filled cysts were 

found (Fig. 3). The mitotic count averaged 13 per 10 HPFs. Fo-
cal abnormal keratinisation was present (Fig. 4). We believe that 
the diagnosis of malignancy was not supported because of the 
absence of infiltrative margins. We prefer the term “atypical” 
because numerous basaloid cells showed nuclear atypia and the 
mitotic activity was increased. There has been no evidence of the 
disease for one year after surgery.
Discussion. The terminology of SESD is controversial. Steffen 
and Ackerman  10 prefer the term “reticulated acanthoma with 
sebaceous differentiation” to SESD because a benign neoplasm of 
sebocytes and keratinocytes with the name “superficial epithelio-
ma” may be misinterpreted as a carcinoma by a physician charged 
with responsibility for managing a patient with that neoplasm. 
LeBoeuf et al. 8 believe that SESD may be hamartoma. But these 

Fig. 2. Sebaceous differentiation in the form of clusters, lobules and 
single sebocytes of varying degrees of maturity was observed in the 
superficial (a: H&E 10X) and in the deep component (B: H&E 20X) of 
the lesion. 

Fig. 1. Ulcerative superficial proliferation of uniform basaloid cells 
with multiple attachments to the overlying epidermis, in continuity 
with deep, nodular, well circumscribed, growth infiltrating reticular 
dermis. (h&E 4X).

Fig. 3. Keratine-filled cysts were found observed in the superficial (a: 
H&E 10X) and in the deep component (B: H&E 10X) of the lesion. 
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authors think that the unifying architecthure of the six cases 
presented supports maintenance of the original nomenclature of 
SESD. Sanchez Yus  11 proposed the term “sebomatricoma” to 
encompass the spectrum of benign neoplasms with sebaceous dif-
ferentiation as SESD, well-differentiated sebaceous adenoma, se-
baceous epithelioma and previously “unclassificable” sebaceous 
neoplasms, often found in patients with Muir-Torre syndrome 
or within nevus sebaceous of Jadassohn. According to LeBoeuf 
et al. 8 we believe that term sebomatricoma is of limited use and 
should be restricted to neoplasms with substantial sebaceous dif-
ferentiation such as sebaceous adenoma, sebaceous epithelioma 
and sebaceous carcinoma. Consequently in LeBoeuf’s  8 study, 
the cases described as “sebomatricomas” by Sanchez Yus et al. 11 
may not be considered in the SESD summary. Sanchez Yus et 
al. 4 described a case of SESD coexisting with three other cutane-
ous tumors: squamous cell carcinoma within the superficial band 
of SESD, undifferentiated apocrine adenocarcinoma infiltrating 
the whole depth of the dermis and immature trichoepitelioma. 
The differential diagnosis of SESD include various neoplasms 
with sebaceous differentiation: seborrheic keratosis with seba-
ceous differentiation, tumor of the follicular infundibulum with 
sebaceous differentiation, verruca vulgaris with sebaceous dif-
ferentiation 10 12. The criteria of distinction between these lesions 
has been widely discussed. One of the major problems associated 
with prolonged immunosuppression is a high occurrence of skin 
malignancies among kidney recipients. Studies have shown that 
non-melanomatous skin cancer is the most frequently occurring 
neoplasm after organ transplantation.
Conclusions. The present case is the first report of SESD. The 
nodular deep component is the main criteria that justifies the use 
of the term “atypical”, supported by a high mitotic rate and some 
atypical cells. Since the deep nodule was well-circumscribed by 
connective tissue, the malignant nature of the lesion has been 
excluded. Biologically, the lesion should be considered “of un-
certain significance”. A strict follow-up should be performed for 
these lesions. We can hypothesize that the primary lesion was an 
“usual” SESD. The immunosuppression could be considered the 
trigger of the “atypical” nodular proliferation.
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Prof. Mentzel, Dr. Hantschke, Dr. Paredes and Dr. Schärer, Der-
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Introduction. One single unique case of apocrine eccrine poro-
carcinoma (AEP) has been reported in the “sarcomatoid” variant 
by Kazakov et al. with following definition: Occurrence of meta-
plastic carcinoma in association with apocrine poroma is a rare 
event that indicates the existence of a malignant counterpart of 
the latter entity, with can be descriptively referred to as “sarco-
matoid apocrine porocarcinoma” 1. We described another case of 
AEP with sebaceous and follicular differentiation.
Materials and methods. The first case of AEP with follicular 
and sebaceous differentiation is described.
Results. A 85-year-old women presented with an extensive 
erythematous plaque lesion, 7x5cm sized, with verrucous and 
hyperkeratotic surface, centrally ulcerated, sharp margins and 
slightly infiltrated, of the abdominal wall (Fig.  1). The lesion 
had been present for several years and has grown slowly. During 
the year prior to presentation the lesion had increased in size, 
often producing discomfort and bleeding from friction. Surgical 
excision was performed; after one year of clinical follow-up the 
patient is disease-free. Histological examination showed differ-
ent proliferative patterns in the different areas inside the tumour. 
At the periphery of the tumours anastomosing lobules of small 
uniform cuboidal poroid cells with focal ductal structures (intraci-
toplasmic lumina formation) had proliferated in the upper third 
of the dermis (Fig. 2). A variety of histologic components were 
displayed in the central portion of the tumour corresponding to 
polypoid configuration. The neoplastic nodule showed invasion 
into the deep reticular dermis, with expansile lower borders. The 
maximum deep of tumour invasion was 8 mm. The poroma com-

Fig. 4. High mitotic rate (a: H&E10X) and abnormal squamous diffe-
rentiation (B: H&E10X) were found.
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ponent consisted of atypical cuboidal cells with oval nuclei, scant 
cytoplasm, intercellular bridges and small round ductal structures 
(Fig. 3). The ductal component is constituted by ducts with lu-
mina of variable size, lined by cells with intensely cuticular eosi-
nophilic cytoplasm. “Decapitation” secretion was evident with 
intraluminal amorphous eosinophilic material (Fig. 4). Clear cell 
change was found and consisted of ample cytoplasm, hiperchro-
matic, irregular nuclei. These cells contained abundant amount of 
glycogen (Fig. 5). Focal sebaceous and follicular differentiation 
was present (Fig. 6). The comedonecrosis island of tumour cells 
contained central areas of neoplastic cell death with inflammatory 
debris (Fig.  7). Lymphovascular invasion was absent. Distinct 
neovascularization and an infiltrate of inflammatory cells could 
be seen all around the tumour.
Discussion. Benign cutaneous appendage tumours are common 
and it is surprising that their malignant counterparts are exceed-
ingly rare. Traditionally poroid neoplasms have been classified 
as eccrine tumours, relating to the intraepidermal eccrine coil 
epithelium. Poroid neoplasms may show different differentiation, 
reflecting the embryological association of follicular sebaceous 
and ductal structures (folliculosebaceous apocrine units). In 
1963 Pinkus and Mehregan  2 described the first case of eccrine 

Fig. 1. Extensive erythematous plaque lesion, 7x5cm sized, with ver-
rucous and hyperkeratotic surface, centrally ulcerated, sharp margins 
and slightly infiltrated. (insert: slightly elevated brownish reddish 
tumour with an erosive surface. H&E 4X).

Fig. 2. at the periphery of the tumours anastomosing lobules of small 
uniform cuboidal poroid cells with focal ductal structures (intracito-
plasmic lumina formation) had proliferated in the upper third of the 
dermis (h&E 10X).

Fig. 3. the poroma component consisted of atypical cuboidal cells 
with oval nuclei, scant cytoplasm, intercellular bridges and small 
round ductal structures (h&E 20X).

Fig. 4. “decapitation” secretion was evident with intraluminal amor-
phous eosinophilic material (H&E 20X).

Fig. 5. the neoplastic cells contained glycogen (H&E 10X).
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porocarcinoma (EP) under the title of “Epidermotropic eccrine 
carcinoma”. Since the first description numerous reports have 
appeared in literature  3-5 but no EP has been described with 
ductal component composed by large eosinophilic granular 
cells displaying decapitation secretion, hallmarks of apocrine 
glandular differentiation. We believe that definition of sarco-
matoid apocrine porocarcinoma described by Kazakov et al.  1 
is not sufficiently supported by histological description and not 
be acceptable. In the original report the tumour is composed by 
prominently keratinized epithelial islands of the poroma that 
blended gradually with the pleomorphic cells of the metaplastic 
carcinoma. According to Kurashige et al.  6 the terminology 
“poroma with metaplastic carcinoma” is the exact definition for 
this tumour.
Conclusion. The present case is the first report of AEP with 
sebaceous and follicular differentiation, according to embryology 
of poroid neoplasms.
Acknowledgments. We deeply thank Dr. Rütten, Prof. Mentzel, 
Dr. Hantschke, Dr. Paredes and Dr. Schärer, Dermatohistopathol-
ogische Gemeinschaftspraxis, Friedrichshafen, Germany for the 
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Introduction. Although asbestos is banned or restricted in Italy, 
as in many other countries, its health consequences are still ex-
pected for at least two decades. Asbestos related diseases are 
usually the consequence of occupational exposures, but cases 
after para-occupational or environmental exposure (e.g. by fibres 
naturally occurring in local soil) were also reported.
Cohort studies confirmed that the risk of lung cancer and meso-
thelioma increases with exposure, with no threshold.
When there is the slightest suspicion of occupational exposure to 
asbestos in patients who received lung resection or during autopsy, 
confirmation of exposure can be obtained through the count of asbes-
tos bodies (ABs) in tissue samples. Traditionally, digested samples 
of lung tissue have been examined under optical microscopy (LM) 
or scanning electron microscopy (SEM) with annexed microanalisis 
(EDS), which allows the fibre composition to be determined.
Another technique that can be used is Raman spectroscopy. Re-
cently synchrotron radiation was used to study the nature of the 
iron coating of ABs.
In the present study we compare the ABs and asbestos fibre 
concentration in seven cases of mesothelioma and three cases of 
lung cancer.
Materials and methods. A detailed personal history was record-
ed, including occupational and non-occupational circumstances, 
and exposure to asbestos was assessed according to the protocol 
of the National Mesothelioma Registry.
Clinical and radiological data were examined for all cases and 
the diagnosis of mesothelioma (n.7) and lung cancer (n. 3) was 
confirmed by immunohistochemistry, following national guide-
lines (3).
To estimate the concentration of ABs (by LM and SEM) and 
mineral fibres (by SEM-EDS) we used the protocol developed by 
Belluso et al., 2006 1.
One case was also analysed by micro-Raman spectroscopy. 
In other two cases synchrotron radiation was used to obtain a high 
resolution elemental mapping of Abs from lung tissue, so that 
chemical elements in covered asbestos fibers could be identified. 

Fig. 6. focal sebaceous and follicular differentiation where present 
(h&E 10X). 

Fig. 7. the comedonecrosis island of tumour cells contained central 
areas of neoplastic cell death with inflammatory debris (H&E 10X).
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Results. In all subjects assessed as occupationally exposed to 
asbestos (3 cases of mesothelioma and 2 of lung cancer) more 
than 1,000 ABs per gdw (by both LM and SEM observation) 
were found, such concentration being internationally accepted 
as suggesting a high probability of past occupational exposure 
to asbestos 2. 
In all cases we found uncoated fibres. In 2 cases of mesothelioma 
and 1 of lung cancer fibres could not be chemically identified 
because their diameter was too thin. When identification was pos-
sible, the concentration of asbestos fibres (tremolite, chrysotile 
and crocidolite) was slightly below the limit of 100,000 per gdw 
and that of total inorganic fibres was very high.
Among individuals with non-occupational exposures (4 cases of 
mesothelioma and 1 of lung cancer) the ABs count by LM was 
above 1,000 per gdw only in two, both with mesothelioma. In one 
of them we found more than 100,000 asbestos fibres per gdw. 
Discussion. A multidisciplinary approach helps to investigate the 
relationship between the occurrence of neoplasms like mesothe-
lioma or lung cancer and occupational or environmental asbestos 
exposure at the individual level. 
The mineralogical analysis of lung tissues (identification and 
quantification of inorganic fibres in general, and asbestos in 
particular, in biological tissues) is pivotal in this respect, and we 
believe it is very useful if not necessary to complete the patho-
logical diagnosis of asbestos-related malignancies. 

references
1 Belluso E, Bellis D, Fornero E, et al. Assessment of inorganic fibre 

burden in biological samples by SEM-EDS” – Microchimica Acta 
2006;155:95-100.

2 Dumortier P, De Vuyst P, Strauss P, et al. Asbestos bodies in broncho-
alveolar lavage fluids of brake lining and asbestos cement workers. 
British Journal of Industrial medicine 1990;47:91-8.

3 Pinto C, Ardizzoni A, Betta PG, et al. Expert opinions of the first 
italian consensus conference on the management of malignant pleural 
mesothelioma. Am J Clin Oncol 2011;34:99-109.

rapid screening of EGFr mutations in lung cancer 
by fluorescence resonance energy transfer (FrET) 
analysis

M. Cerrone1, M. Scrima2, V. Gigantino1, M.F. Zito1, G. Gaudio-
so1, F. Tisci, M. Pepe, A.M. Anniciello1, M. Cantile, R. Franco1, 
G. Botti1

1 Pathology Department, National Cancer Institute “Fondazione G. Pa-
scale”, Naples, Italy; 2 BIOGEM, Ariano Irpino (AV), Italy

Introduction. Lung cancer has become one of the most 
common among malignant neoplasms in western countries. 
Mutations in the RAS proto-oncogene and epidermal growth 
factor receptor (EGFR) have been mainly found in lung ad-
enocarcinoma, and are typically mutually exclusive. EGFR is 
therefore configured as a proto-oncogene upstream of a very 
large downstream targets of possible pathogenetic alterations 
which can lead to self-sufficiency by growth factors. Activat-
ing mutations in the tyrosine kinase domain activity (ES18-21) 
confer sensitivity to treatment with TK inhibitors. Common 
somatic mutation in EGFR is leucine to arginine substitution at 
amino acid position 858 (L858R) in exon 21, that represent 85% 
to 90% of EGFR mutations reported. The T790M mutation, in 
exon 20, results in an amino acid at position 790 in EGFR, from 
a threonine (T) to a methionine (M). T790M substitution is de-
tected as a ‘second-site mutation’ in more than 50% of patients 
who develop acquired resistance to EGFR TKI therapy. Dif-
ferent methodologies methodologies can be used and examples 
include PCR and gene sequencing, ARMS-PCR (Amplification 
Refractory Mutation System).
Aim. In this study, we evaluated a new experimental approach 
for rapid screening of principal and more important EGFR muta-
tions, L858Rsubstitution in exon21 and T790M substitutionn at 

exon20, using the fluorescence resonance energy transfer (FRET) 
methodology. 
Methods. We analyzed EGFR gene sequences to design ap-
propriate primers and probes to amplify regions containing the 
mutations of interest. Melting temperature of sensor probe is 
more than Anchor. In this report, we examined genomic DNAs 
from lung cancer cell line NSCLC namely NCI1975, that was 
initiated from non-smoker donor, has been used like positive 
control for considered mutation in 20-21 exons of EGFR. 
Moreover we tested 2 large cells carcinoma, 5 adenocercinoma, 
6 epidermoid carcinoma and 2 adeno-squamous carcinoma 
through immunohistochemistry and FRET Probes analysis for 
EGFR mutation. 
Results: NCI1975 cell line showed two peaks, one round 58 °C 
and one 62°C, for T790M and L858R point mutations respective-
ly. 1/5 adenocarcinoma sample showed a cytoplasmic immunore-
activity for antibody specific for L858R point mutation. Mutation 
was also confirmed with FRET Probes analysis, while all NSCLC 
samples were wild type for T790M substitution at exon20. 
Conclusions. Our method has allowed the identification of two 
EGFR mutations in selected lung cancers, and was more rapid 
and effective than traditional methods, as polymerase chain reac-
tion (PCR)-based amplification, sequencing and other RT-based 
methodologies. 
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Background. Diffuse panbronchiolitis (DPB) is an idiopathic 
inflammatory disease, well recognized in Japan and principally 
affecting the respiratory bronchioles, causing a progressive sup-
purative and severe obstructive respiratory disorder. If left 
untreated, DPB progresses to bronchiectasis, respiratory failure 
and death. The term “diffuse’’ refers to the distribution of the 
lesions throughout both lungs, and the term ‘‘pan-’’ refers to 
the involvement of inflammation in all layers of the respiratory 
bronchioles. DPB usually occurs in the 2nd-5th decade of life. The 
prevalence of physician-diagnosed DPB is 11 cases per 100,000 
people. DPB has been associated with Cystic Fibrosis, Bare 
Lymphocyte Syndrome and Human T-cell Lymphotropic Virus 
type 1 (HTLV-1). Here, we describe a case of panbronchiolitis 
in a 41-year-old patient affected by common variable immunode-
ficiency (CVID). This pathology has been associated with many 
respiratory diseases, but, at the best of our knowledge, this is the 
first case described in the literature of a patient affected by CVID 
associated with panbronchiolitis. 
Materials and methods. The patient presented to our Hospital 
with severe dyspnoea, cough and sputum. In anamnesis, the pa-
tient referred a childhood diagnosis of CVID. Physical examina-
tion revealed crackles and wheezes. A CT-scan revealed the cen-
trilobular distribution of the nodular shadows, often extending to 
small, branching linear areas of attenuation, and a peripheral air 
trapping. In addition, mild diffuse bronchiectasis and bronchial 
wall thickening were present. Pulmonary function tests showed a 
airflow limitation, relatively resistant to bronchodilators. A cyto-
logic sputum examination was performed. It showed an intense 
suppurative inflammation, but the research of bacterial and fungal 
microorganisms with the Gram and Grocott stains was negative. 
The respiratory disease got worse and the patient developed a se-
vere chronic respiratory failure, and after about a year underwent 
a bilateral lung transplantation.
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Results. At gross examination, the lungs showed small white 
nodules centred on small airways, principally in the upper lobes. 
Microscopically, transmural and peribronchial infiltration by lym-
phoctyes and histocytes was found, with prominent involvement 
of respiratory bronchioles. The inflammatory infiltrate had a char-
acteristic topography. Most of the histiocytes manifested as foamy 
macrophages, accumulated in a “nodular” pattern distributed 
especially in the wall of respiratory bronchioles, in the surrounding 
interalveolar septa and around the blood and lymphatic vessels. 
The bronchiolar lumen contained neutrophils. The inflammatory 
infiltrate destroyed the bronchiolar epithelium and extended to 
peribronchiolar spaces, with distortion ot the alveolar structure and 
formation of microascessualization areas. A severe peribronchial 
and peribronchiolar fibrosis was also seen. The inflammatory in-
filtrate had been studied with immunohistochemistry stains. Gram 
and Grocott stains were negative for the research of bacterial and 
fungal microorganisms. The diagnosis was necrotizing acute and 
fibrosing chronic panbronchitis and panbronchiolitis.
Conclusions. Panbronchiolitis is a rare and severe respiratory 
disease that, if left untreated, progresses to respiratory failure 
and death. At the best of our knowledge, this is the first case 
described in the literature of panbronchiolitis in a patient affected 
by CVID, even if DPB has been yet associated in the literature to 
other immunodeficiency conditions. Our hypothesis is that could 
exist a correlation between an immunodeficiency status and the 
development of DPB.
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Background. Lung cancer remains the most common cause of 
cancer death worldwide 1 2. According with recent classification, 
nonsmall cell lung cancer (NSCLC) accounts for nearly 80% of 
all patients 3. In approximately 75% of NSCLC patients, cytology 
is often the only possible diagnostic approach. Our previous stud-
ies showed that alterations of Na+/H+ exchanger regulatory factor 
1 (NHERF1), an adaptor molecule for several cellular receptors4, 
correlated with the progression and invasiveness of breast and 
colorectal cancers 5 6. Aim of this study was to evaluate NHERF1 
role as a potential new marker of lung tumor progression.
Methods. Differences of NHERF1 expression in the membrane, 
cytoplasmic and nuclear compartments were evaluated on 47 
FNACs, from 26 primary NSCLC (14 squamous cell carcinomas, 
2 small cell lung carcinomas, and 10 adenocarcinomas), and 21 
lung metastases from different sites, by immunohistochemistry.
Results. Analyzing all 47 FNACs, the cytoplasmic and nuclear 
NHERF1 was statistically higher than membrane expression 
(P < 0.001, P < 0.0001, respectively). Moreover, a similar re-
sult was observed also when we examined only the 26 primary 
lung cancers (P  <  0.05), regardless of histotypes. Instead, in 
the 21 metastatic FNACs nodules, cytoplasmic and nuclear 
NHERF1 expression was higher, but not statistically signifi-
cantly, than membranous compartments. Conclusion. FNAC 
of lung nodules provides a useful material to detect NHERF1 
status. NHERF1 expression in different compartments suggest 

a dynamic role of this marker in primary lung cancer. The high 
NHERF1 expression appears to contribute to the malignant 
phenotype. Further studies focusing this come up to are ongoing 
in our institution.
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Screening of anaplastic lymphoma kinase 
rearrangement by immunohistochemistry  
and fluorescence in situ hybridization  
in malignant pleural mesothelioma
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Background. Malignant pleural mesothelioma (MPM) (1) is 
an asbestosis related tumor with rapidly increasing incidence 
worldwide including the provinces of Genova and La Spezia  2. 
No effective treatments are available so far, resulting in median 
survival of less than one year post diagnosis. Therefore, devel-
opment of new strategies like the introduction of molecularly 
targeted therapies are needed.
The Anaplastic Lymphoma Kinase (ALK) gene mapping on 
chromosome 2, has been found to be rearranged, mutated or 
amplified in a further series of tumours including neuroblastoma 
and non-small cell lung cancer (NSCLC)  3. Recently, different 
small-molecule inhibitors of ALK tyrosine kinase activity have 
been described 4. Among them, Crizotinib 4, was approved by the 
US FDA for the treatment of advanced NSCLC cancer harboring 
the ALK gene rearrangement or chimeric protein produced by 
translocation involving the ALK gene.
In this study, we analyzed ALK gene and protein status of MPM 
patients to determine their eligibility for Crizotinib therapy. 
Comparison with ALK status in NSCLC patients was also per-
formed.
Methods. ALK status was assessed on paraffin-embedded tissues 
of MPM and NSCLC tumours. Gene rearrangement was analyzed 
by fluorescence in situ hybridization (FISH) using the “Vysis 
ALK Break Apart FISH Probe Kit ALK” (ABBOTT molecular). 
ALK protein expression was assessed by immunohistochemistry 
(IHC) using “ConfirmTM anti-ALK1 (ALK01) primary Antibody” 
(Ventana). We performed IHC, using the PATHWAY kit by 
Benchmark XT system (Ventana).
Results. This study included 20 patients (61.8% males, mean 
age 73.0, range 29-93) with MPM (17 epithelioid, 2 bifasic and 
one desmoplastic subtypes) and 50 patients with NSCLC (56.0% 
males, mean age 65.4, range 42-82). 

Tab. I. anaplastic lymphoma kinase status pleural mesothelioma and NSClC

Anaplastic lymphoma kinase

Rearrangement Protein expression

positive/total (%) positive/total (%)

pleural mesothelioma 0/20 (0.0%) 0/20 (0.0%)

NSCLC 2/50 (4.0%) 2/50 (4.0%)

None of the MPM tissues analyzed showed translocations or chi-
meric protein products resulting from translocations involving the 
ALK gene. In contrast, 2/50 (4.0%) NSCLC showed positivity for 
both ALK gene rearrangements and protein expression (Tab. I).
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Discussion. Although further studies in larger specimens are 
needed to confirm our findings, these preliminary results show that 
Crizotinib target therapy is not indicated for patients with MPM.

references
1 Borasio P, Berruti A, Billé A, et al. Malignant pleural mesothelioma: 

clinicopathologic and survival characteristics in a consecutive series 
of 394 patients. Eur J Cardiothorac Surg 2008;33:307-13.

2 Gennaro V, Ugolini D, Viarengo P, et al. Incidence of pleural 
mesothelioma in Liguria Region, Italy (1996-2002). Eur J Cancer 
2005;41:2709-14. 

3  Schonherr C, Hallberg B, Palmer R. Anaplastic lymphoma kinase in 
human cancer. Crit Rev Oncog 2012;17:123-43.

4 Larsen JE, Cascone T, Gerber DE, et al. Targeted therapies for lung 
cancer: clinical experience and novel agents. Cancer J 2011;17:512-27.

Protein detection/localization and genotyping  
of SIrT 1 polymorphisms in nSCLCs
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Introduction. Sirtuins are NAD-dependent histone deacetylase 
(class III), highly conserved among species. The human homo-
logue of Sir2 is represented by SIRT1 mainly involved in cellular 
longevity.
SIRT1 has been also strongly linked to several human cances, 
in fact its aberrant expression was related to regulation of tumor 
cell apoptosis, senescence and the DNA damage response, all 
promoting tumor cell survival. Moreover, SIRT1 was associated 
with the tumor suppressor protein p53. In fact, SIRT1 was able 
to regulate protein levels of p53 through deacetylation of residue 
L382, which destabilizes p53, thereby promoting cell survival. 
It was recently identified a SNP, C/T, in the promoter region 
of the gene SIRT1 which causes a different transcriptional 
regulation of SIRT 1 protein in response to the nutritional state. 
In presence of low caloric intake the polymorphism leads to 
increased expression of protein with consequent resistance to 
senescence.
Aim and Methods. Little information is available in the litera-
ture on the role of SIRT1 in non-small cell lung carcinomas, for 
this reason the aim of our work was to evaluate the ICH expres-
sion of SIRT1 and the apoptotic index, by TUNEL assay, in a 
series of NSCLCs included in a TMA, and analyze the presence 
of C/T polymorphism on selected samples by Real Time PCR 
Genotyping. Tissue microarrays (TMA) contained core of tumor 
tissue from 110 patients surgery for NSCLC, most of which are 
represented by adenocarcinomas (52.7%) and squamous cell 
carcinomas (29.0%). The polymorphism was genotyped by Taq-
Man allelic discrimination assay in a subset of 43 samples.
Results. Nuclear SIRT1 expression was present in 87.2% of 
samples with low expression in 44.7% of cases, and with high ex-
pression in 55.2% of cases. Moreover, cytoplasmic expression of 
SIRT1 was detected in the most of specimens, with low positivity 
in 80% of samples and with high expression in 18 % of cases. 
Between these, 40.1% of cases showed also high apoptotic index. 
Regarding genotyping analysis, the polymorphism of SIRT1 was 
present, in 46.5% of selected samples, and specifically the vari-
ation in C/C versus C/T polymorphism was present in 44.1% of 
cases while 9.30% of samples showed polymorphism T/T.
Our data show that high expression of SIRT1 appears to be in-
versely correlated with apoptotic index and that the cytoplasmic 
expression of SIRT1, is significantly correlated with disease-free 
survival. Moreover, in presence of the polymorphism T/T, SIRT1 
is always expressed both in the nucleus and in cytoplasmic, while 
in presence of C/C and C/T polymorphisms, SIRT1 present a low 
expression both at nuclear and cytoplasmic level.

Conclusions. our data underline that the presence of specific 
SIRT 1 polymorphisms associated to its cytoplasmatic expression 
represent a negative prognostic index in NSSLCs.

TESTA COLLO

P16InK4a protein expression in oropharyngeal 
squamous cell carcinoma: a preliminary study

T. Addati1, M.A. Caponio1, S. Petroni1, A. Di Lauro2, L. Gram-
matica2, O. Popescu1, A.L. Marzano1, R. Daprile1, G. Simone1
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Background. Squamous Cell Carcinoma is the most common 
cancer of head and neck (HNSCC) and includes cancers of the 
oral cavity, oropharynx, hypopharynx, larynx, sinonasal tract, 
and nasopharynx. HNSCC is the sixth most common type of 
cancer in the world; almost 600,000 cases are reported annually, 
and of these, ≈10% were localized in oropharynx. Incidence and 
localization of HNSCC varies widely, it is the most common 
form of cancer in India, and incidence is higher in countries in 
Latin America than in the United States and northern Europe. 
In addition, men are generally more often affected than women. 
Smoking, alcohol consumption, and betel chewing are traditional 
risk factors for HNSCC and during the past decade several reports 
have documented HPV in oropharynx squamous cell carcinoma 
(OSCC), with prevalence of HPV16 infection. It has been demon-

Fig. 1. Squamous cell carcinoma of the larynx with p16iNK4a strongly 
immunoreactions. 20X.

Fig. 2. Squamous cell carcinoma of the larynx with sporadic p16iNK4a 
immunoreactions in superficial cells. 20X.
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strated that HPV is present in episomal or integrated form into the 
cellular genome and that HPV16-type is highly prevalent (≈90%) 
in OSCC, whereas other HPV types (HPV-31, -33, -58, -59, -62, 
and -72) are less common. Several reports evidenced that HPV-
positive OSCC has a better clinical outcome than HPV-negative 
ones. Claiming a clinical predictive and prognostic role for HPV 
for prevention and treatment of OSCC.
P16INK4a immunohistochemical overexpression is considered as a 
marker for HPV genome integration 1-3. 
The aim of this study was to analyze p16INK4A distribution in 
oropharyngeal squamous cell carcinoma to select a subset of pa-
tients who could benefit of a specific target therapy.
Methods.We analyzed oropharyngeal specimens of 12 patients 
with well differentiated, keratinizing, squamous cell carcinoma of 
the oral cavity: 10 out of 12 were of the larynx, 1 out of 12 was 
of the uvula and the last was of the lingual mucosa. Four- to five 
μm-thick sections were cut from the 12 paraffin blocks and placed 
on polilysine-coated slides and used for immunohystochemical 
analysis using p16INK4a monoclonal antibody (clone E6H4, Histol-
ogy V-Kit, ROCHE).
Results. P16INK4a expression, in our cohort were strongly ex-
pressed only in 1 out of 7 well differentiated, keratinizing squa-
mous cell carcinoma of the larynx (Fig. 1), whereas 2 out of 7 
cases presented a sporadic p16INK4a immunoreaction in superficial 
cells (Fig.  2), the last 4 laryngeal samples were negative for 
p16INK4a expression. No p16INK4a immunoreaction was found in 
all 3 well differenziated, squamous cell carcinoma of the vocal 
cord. Regarding to squamous cell carcinoma of the uvula and 
lingual mucosa p16INK4a expression was positive, but its distribu-

tion pattern regarded dysplastic areas rather then carcinomatous 
areas (Figg. 3-4).
Conclusion. Our data showed, according to current literature, 
that only 3 (25%) out of 12 oropharyngeal squamous cell carci-
noma presented p16INK4a overexpression. Even if we analyzed few 
samples, we note that p16INK4a distribution pattern was different, 
being present both in carcinoma or only with dysplastic cell. We 
could hypothesize that p16INK4a overexpression could be useful 
in distinguish a subset of patients to address towards targeted 
therapy such us radiotherapy, that showed a better response in 
oropharyngeal squamous cell carcinoma of p16INK4a positive 
cancer patients. 
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Sebaceous variant of epithelial myoepithelial 
carcinoma of the parotid gland: a case report  
with aspiration cytology and histology

L. Lorenzi, L. Lucini, F. Facchetti, M. Ungari
1° Department of Anatomic Pathology, Spedali Civili di Brescia, Brescia

Introduction. Fine needle aspiration of nodules of the salivary 
glands is a minimally invasive procedure but powerful tool in the 
clinical and surgical management of these lesions. New variants 
of epithelial-myoepithelial carcinoma (EMC) have been recently 
described in the literature 1 and here we present the first case of 
aspiration cytology of a sebaceous EMC.
Case Report. A 67 years old man presented with a nodule in the 
right parotid gland and fine-needle aspiration was performed. The 
cytologic specimen showed high cellularity constituted by two 
distinctive cell types. The main population was composed of clear 
cells showing a large cytoplasm with micro and macro vacuoles 
dislocating the nuclei to the periphery of the cell. The second cell 
type, less numerous, displayed a central nuclei with punctiform 
nucleoli. In the background proteinaceous material with calci-
fications and giant cells was present. No ductal structures were 
recognizable. Diagnosis of neoplastic cytology was made and, in 
the report, a differential diagnosis between acinic cell carcinoma 
and mucoepidermoid carcinoma was suggested. 
Surgical resection of the nodule was performed. It measured 2,5 
cm, was polilobulated, compact, of brown-yellow color and with 
ill-defined borders. On histology the salivary parenchyma was 
infiltrated by a proliferation of multiple nests, occasionally with 
cystic appearance, made of clear cells with micro and macro 
vacuolated cytoplasm displaying a sebaceous differentiation. At 
the periphery of the nodules a single layer of “activated” myoepi-
thelial cells with hypercromic nuclei, occasionally atypical, were 
present. Psammomatous calcifications were present, interspersed 
in the lesion. On immunohistochemistry the myoepithelial nature 
of the peripheral cells was confirmed by the strong positivity for 
p63, smooth muscle actin and CD10, of notice, they were nega-
tive for cytokeratin 5/6 and S100.
Conclusions. Sebaceous epithelial-myoepithelial carcinoma 
(SEMC) of the salivary gland is a rare entity recently described 1 2. 
SEMC is a low grade malignancy, similarly to other EMC and is 
generally located in the parotid gland. Differential diagnosis with 
the more aggressive sebaceous carcinoma is crucial and the rec-
ognition of myoepithelial cells is pivotal in the diagnosis.

Fig. 3. Squamous cell carcinoma of the uvula with p16iNK4a immunore-
actions in basal dysplastic area. 20X.

Fig. 4. Squamous cell carcinoma of the lingual mucosa with p16iNK4a 
immunoreactions in basal dysplastic area. 20X.
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PCA3 ribo probe costruction for ISH analysis 
on tumoral prostatic samples
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Prostate cancer (PCa) is the most commonly diagnosed cancer in 
men and the second leading cause of death. The etiology of PCa is 
uncertain, several factors are involved: environmental, hormonal 
and hereditary. 
New diagnostic methods have been developed in recent years, the 
one that has had a greater clinical impact is a non-invasive diag-
nosis of urine, which detects the expression of the PCA3 gene.
This diagnostic method, based RT-PCR, allows us to reveal the 
‘overexpression of PCA3 RNA (mRNA) in the urine. This indi-
cator would allow to discriminate patients who should undergo 
biopsy from patients who only need a close follow-up. The con-
centration of PCA3, in fact, is related to the risk of cancer. 
PCA3 is a non-coding RNA whose gene is located on chromo-
some 9, locus: 9q21-q22, there is no corresponding protein and 
possibly detectable by immunohistochemistry. 
Aim. The identification of PCA3 expression in urine represents a 
rapid and non-invasive screening method for PC detection, thus 
derives the interest in the practice of using histological routine to 
enable the identification of borderline lesions.
The purpose of this study was development of a technique ca-
pable of detecting the presence of PCA3 RNA on histological 
sections. For this, we have built a digoxigenin-labeled probe for 
detecting several PCA3 isoforms.
Methods. ISH was performed initially using a 350-bp digoxi-
genin-labelled ribo probe generated by PCR from RNA isolated 
and retro-transcripted from cell line LnCaP, subsequently to over-
come the problem of RNA degradation we have built a smaller 
probe, respectively 139 bp. We used like a positive control Beta 
actin antisense probe while like negative control we use pca3 
and beta actin sense probe. Experiments were performed on both 
positive and negative controls. ISH was realized both on LnCaP 
cells that on 7-micrometer-thick frozen tissue sections. The ef-
ficiency of the marking and the quantization of the probe was 
performed by direct evaluation by Dot Blot.
Results. Preliminary results show a successful hybridization both 
on LnCaP cells and on prostate frozen sections.
PCA3 and Beta Actin Antisense Probe show a diffuse cytoplasmic 
signals while PCA3 and Beta Actin sense probe don’t show any 
signals. The use of PCA3 on histological samples could permit the 
applications on routine samples in order to identify critical lesions of 
ambiguous interpretation, such as atypical small acinar proliferation.

Extraprostatic infiltration and vascular invasion in 
prostate cancer: evaluation by proteomic analysis
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Background. Prostate adenocarcinoma (PCa) is one of the 
tumors showed an increased risk, which is still growing, in the 
male population. Of this cancer are known more or less aggres-
sive forms that can be distinguished: organ confined PCa (tumor 
confined within the gland), locally advanced PCa (cancer that 
invades beyond the capsule and surrounding structures), meta-
static PCa (tumor spreading distance generating metastases). The 
main mechanisms through which occurs the progression of the 
disease are extraprostatic infiltration (EPI) and lymph-vascular 
invasion (LVI). EPI occurs when the PCa infiltrates and exceeds 
the prostatic capsule and spreads to the extra-prostatic nervous 
structures, periprostatic soft tissue or seminal vesicles. The LVI 
occurs when cancer cells penetrate into the blood and lymphatic 
systems and reach locations generally distant from the primary 
tumor, in which generate the metastasis.
Material and methods. In our study, proteomic analysis was 
performed using Surface Enhanced Laser Desorption/Ionization 
–  Time of Flight  – Mass Spectrometry (SELDI-ToF-MS) tech-
nology, which allowed us to detect differences in serum protein 
expression between the less aggressive forms of PCa (PCa organ 
confined) and the more aggressive (PCa locally advanced), 
studying in particular the EPI and the LVI. The SELDI-ToF-
MS is an innovative technology derived from a combination of 
MS with the ProteinChip technology. The ProteinChip are thin 
strips of aluminum with 8 small wells on which is deposited se-
rumsample. There are several types of ProteinChip which differ 
in the physico-chemical characteristics of their chromatographic 
surface and therefore for the ability to bind proteins with different 
characteristics. 
Results. The SELDI-ToF-MS analysis of serum profiles revealed 
peaks differentially expressed in PCa with LVI and PCa with EPI 
respected to PCa without ILV and PCa without IEP. Were also 
detected peaks closely related to the Gleason grade. 
Conclusions. Our study is a preliminary SELDI-ToF-MS analy-
sis that need to confirm its results through a larger number of 
patients. Additionally will be very important to identify the dif-
ferentially expressed peaks that may be useful serum biomarkers 
to detect, at the time of diagnosis, the presence of ILV and IEP, 
to define the aggressiveness of the tumor, the prognosis and the 
most appropriate treatment.

Mixed adeno-neuroendocrine carcinoma (MAnEC) 
of the urinary bladder: a case report
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Introduction. Primary adenocarcinoma (AC) of the urinary 
bladder is an uncommon neoplasm accounting for 1-2 % of all 
malignant vesical tumours occurring more commonly in males. 
AC of the bladder could show different histologic patterns: en-
teric (colonic), mucinous, signet ring cell, clear cell, hepatoid and 
adenocarcinoma not otherwise specified. The enteric type closely 
resembles adenocarcinoma of the colon 1-3.
Neuroendocrine (NE) cells are uncommon in primary AC of the 
bladder, with only few studies concerning its biologic signifi-
cance 4-6. In a series of 16 primary bladder AC by Bollito et al, 
60 % of cases showed NE cells 4. 
Materials and methods. We report a case of primary AC of the 
bladder with a component of NE differentiation fulfilling the cri-
teria of WHO 2010 for MANEC 7. In addition, for comparison, 
we investigated 6 primary bladder enteric type AC.
Results. A 42-year old male presented with gross haematuria 
and disuria for 2 months. CT scan revealed a 4.5 cm mass aris-
ing from the dome and projecting into the lumen of the bladder. 
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First a cystoscopy with transurethral resection was carried out. 
Histopathological examination revealed an adenocarcinoma with 
enteric differentiation. So the The patient underwent partial cys-
tectomy with pelvic lymphoadenectomy Even the surgical speci-
men showed an adenocarcinoma of enteric type, with predomi-
nantly well formed mucinous glands, a signet ring cell component 
(10%) and solid areas (30%). The tumor infiltrated the bladder 
wall, with diffuse lymphatic invasion but metastases was present 
in only one pelvic lymph node. Both the biopsy and the speci-
men showed the same overlapping immunohistochemical profile 
(IHC): a diffuse intense positivity CDX2 and MUC2 and CK20 
in the mucinous component; cytoplasmic positivity for chrom-
ogranin A in about 30 % of tumour cells in the solid areas. Any 
stained cell was observed for CK7. The surrounding bladder mu-
cosa was unremarkable, with no evidence of in situ carcinoma or 
cystitis glandularis In addition, no urachal remnants or urothelial 
tumoural elements were identified even on extensive sampling of 
the tumor. The final diagnosis was primary intestinal type mixed 
adeno-neuroendocrine carcinoma of the urinary bladder.
The same IHC panel was performed on all cases of vesical in-
testinal adenocarcinoma. While CK20 and MUC2 showed an 
analogous expression; chromogranin stained few scattered cells 
in only 1 out of 6 cases. 
Conclusions. NE tumours are extremely rare and are generally 
small or large cells type  8  9. Endocrine cells could possibly be 
present in an adenocarcinoma of the bladder but they are pref-
erentially sparse not grouped or clustered togheter. This pattern 
reflects the gastrointestinal counterpart where few endocrine cells 
are found in up to 41% cases. The presence of a conspicuous 
component of endocrine cells (at least 30%) shift the diagnosis 
towards a mixed adeno-neuroendocrine carcinoma. This is the 
first description, of our knowledge, of an adenocarcinoma with a 
endocrine differentiation.
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Prognostic role of the receptor tyrosine kinase AXL 
and its ligand Gas6 in renal cell carcinoma

F. Collina, L. Cindolo, L. La Sala, G. Scognamiglio, G. Aquino, 
G. Gaudioso, C. D’Alterio, S. Scala, M. Cantile, R.M. Melillo, 
R. Franco, G. Botti

Background and aim. Renal Cell Carcinomas (RCC) is charac-
terized by a complex molecular biology, a variable course and an 
unpredictable behavior. The only curative treatment of RCC is 
surgery and in cases of metastatic RCC, are performed systemic 
therapies such as immunotherapy (IFNα or IL-2). Since 2005, a 
series of tyrosine kinase inhibitors have been approved by the 
FDA for the treatment of advanced stage RCC. 
The Axl proto-oncogene is a receptor tyrosine kinase member of 
TAM receptors family. Some reports indicated that Axl and its 
ligand growth arrest-specific gene-6 (Gas6) might be involved in 
tumor progression of several human cancers. In fact, recently, it 
has been shown that aberrant expression of Axl and Gas6 mRNA 
are strongly correlated with the outcome of patients.
Little information is available in the literature on the role of AXL 
and Gas6 in RCC, for this reason the aim of our work was to evalu-
ate the expression of these markers on a series of 156 RCC samples, 
included in a prognostic TMA, and evaluate their potential associa-
tion to clinicopathological features and outcome of patients.
Methods. We used microarray technology comprising 156 renal 
cell carcinoma. Axl and Gas6 expression were valued by immu-
nohistochemistry using monoclonal antibodies.
Results and conclusions. Preliminary results show that Axl 
protein expression correlates with the Furhman grade (p val-
ue  =  0.03), histological subtype (p value  =  0.04) and disease 
progression (p value = 0.008). Moreover, there is a trend of sta-
tistical association with tumor size (p value = 0.07) and with Gas6 
expression (p value = 0.078). Our data suggest that Axl might be 
used as a valid prognostic factor in RCC.

Tubulocystic carcinoma of the kidney: case report 
of a rare subtype of renal cell carcinoma

A. Ginori1, D. Tacchini1, L. Vassallo1, M.G. Mastrogiulio1, 
A. Barone1, M.A.G.M. Butorano1, S.F. Carbone2, S. Tripodi1

1 Department of Human Pathology and Oncology, Pathological Anatomy 
Section, University of Siena, Siena, Italy; 2 Department of Radiology, Uni-
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Background. A distinctive tumor once described under the term 
low-grade collecting duct carcinoma has recently been classified 
as tubulocystic renal cell carcinoma (TC-RCC). This subtype of 
renal cell carcinoma is not recognized in the World Health Orga-
nization 2004 classification. The tumor occurred in adults (mean 
age, 54 years) with a strong male predominance (7:1). TC-RCC 
is asymptomatic with low potential for metastasis. Up to now, 
less than 60 cases of TC-RCC have been reported in literature. 

Fig. 1. EE primary intestinal adenocarcinoma of the bladder: glandular 
component (a), solid areas (B) (Original magnification 10x)

A B

Fig. 2. iHC in primary intestinal adenocarcinoma of the bladder for 
CdX2 (a) (Original magnification 10x), Chromogranin a(B) (Original 
Magnification 20x).

A B



CONGRESSO aNNualE di aNatOmia patOlOGiCa SiapEC – iap • fiRENzE, 25-27 OttOBRE 2012416

Herein, we describe a case of this rare tumor of the kidney in a 
47-year-old man.
Materials and methods. A 47-year-old man presented with 
hematuria. Cytologic examination was negative. Abdominal 
ultrasonography showed a hyperechoic lesion of the left kidney. 
Positron emission tomography, resulted in a very low 18F-fluo-
rodeoxyglucose uptake. MRI examination showed a predominant 
medullary localization. The high apparent diffusion coefficient 
and the progressive slow enhancement of inner septa were con-
sidered diagnostic for a type III cystic lesion according to the 
Bosniak classification and the patient was submitted to surgery. 
A radical nephrectomy was performed.
Results. Gross examination showed a well circumscribed (2 cm 
in its greatest dimension) nodule in the middle pole of the kidney, 
protruding in the renal sinus with a spongy appearance due to the 
presence of multiple small cysts containing clear serous fluid. 
Microscopically, the tumor had the typical histology and immu-
nophenotype of a TC-RCC. It was composed of cysts and small 
tubules lined by flat to columnar eosinophilic cells with round 
regular nuclei and prominent nucleoli. In some areas, an “hob-
nail” appearance was evident. The stroma was thin and fibrotic. 
Immunohistochemistry showed diffuse and strong positivity for 
CD10 and racemase, zonal positivity for CK7 and negativity for 
HMW-CK. Fuhrman nuclear grade was 3 and the WHO staging 
was T1a.
Conclusions. Tubulocystic carcinoma of the kidney is a rare 
subtype of renal cell carcinoma. In light of its distinctive clini-
copathologic features and a low but definite metastatic potential, 
this unique subtype of renal cell carcinoma deserves formal rec-
ognition in the contemporary classification of renal neoplasms.
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Abstract. Breast carcinoma is the most common cancer diagnosis 
in women. 
Common metastatic sites include lymph nodes, lung, liver, and 
bone. Metastases to the bladder are exceedingly rare.
Male breast cancer is extremely rare epithelial tumor representing 
less than 0,8% of all breast cancer, and less than 1% of all cancer 
deaths in man. 
We present a case of metastatic male breast carcinoma to the 
bladder.
Pazient and methods. Patient of 75 years old already sub-
mitted in 2005 to radical mastectomy of the right breast with 
axillary lymph node dissection for invasive ductal carcinoma 
(G2 - pT1N3(24/24)M0), and to the following therapeutic 
protocols(FAC- RT 50 Gy and Tamoxifen). We present bilateral 
lung and bones metastasis after four years Following second line 
treatment with exemestane. And than continues with aromasin 
and femara. Six month after presence of suspicious areas of the 
brain.

The last abdominal computed tomography (TC- 2011) revealed 
diffuse wall thickening of right profile in the blader dome (mm16/
contrast impregnation), lynphadenopathy, and right adrenal node 
of 2 cm. Follow third line chemioterapy with liposomal dox-
orubucina.
Occult blood was noted in the microscopic examination of the 
urine and oligouria and then anuria occurred. Urine cytology 
was negative for malignant cells. Urethrocystoscopy discovered 
some irregular mucosa in the posterior wall and multiple nodular 
lesions in the bladder
Under the impression of transitional cell carcinoma or metastases 
from the breast carcinoma, transurethral bladder biopsies were 
performed.
Histological and immunohistochemical analysis
The specimens were fixed in 10% buffed formalin, processed in 
the usual manner, and paraffin embedded. Parraffin sections were 
stained with hematoxilyn and eosin for histological evaluation.
For immunohistochemical studies, section were incubated 
with anti EstrR, anti ProgR and anti Her2-Neu polyclonal 
antibody(DaKo).
Following incubation with avidin-biotin-peroxidase (envision 
method DaKo); the reaction was detected with 3,3’- diaminoben-
zidine (DaKo).
The pathological analysis of the bladder tumor demonstrated 
invasive carcinoma of the urinary bladder with moderately to 
poorly differentiated tumoral cells arranged in solid nests and 
whit adenoid pattern,, involving the stroma the lamina propria 
and muscle of the urinary bladder (G3- pT2 - hematoxylin and 
eosin stain)
The immunohistochemical studies disclosed positive reaction for 
ER (55%), positive for PR (40%) negative/ blande positive reac-
tione HER-2/neu/(1+) intense positive reaction for ki67 (45-50%) 
and Ck7 are positive.
These pathological features were consistent with metastatic inva-
sive ductal carcinoma of the breast.
Discussions. Carcinoma of the breast occurs so infrequently in 
men. 
Urinary bladder is an uncommon site of breast carcinoma me-
tastasis.
Although breast cancer with bladder metastasis was occasionally 
reported in the literature Most are discovered during autopsy 
reports.
ER and PR positive tumors respond to hormone therapy and are 
predicted to have a higher disease-free survival than patients with 
ER-negative tumors. 
The expression of ER and PR in the metastatic bladder tumor was 
expected to be like the primary breast tumor. (immunostaging on 
primary lesions: Er -Pr > 90%; Ki 67> 20%; ErB2 neg)
Metastasis usually occurred many years after diagnosis, and 
the prognosis was poor. Modality for diagnosis in all cases was 
cystoscopy, confirmed on biopsy. The most common histological 
type of bladder cancer is urothelial carcinoma (95%) and me-
tastases in most cases are from colonic and prostate carcinoma 
(20%) From breast cancer are < 2%. 
We submitted this case for a double unusualness
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Introduction. Angiosarcoma is a rare vascular neoplasm that 
occurs in adults and most of these are found in the head and neck 
region, or in the extremities. Visceral involvement is much rarer. 
Predisposing factors that are thought to contribute to the develop-
ment of angiosarcoma include ionizing radiation 1 and chemical 
agents, such as vinyl chloride 2. The association of angiosarcoma 
with therapeutic radiation has been previously described 3. Non-
urothelial tumors of the bladder account for less than 5% of all 
bladder tumors in the U.S. 4. 
Sarcoma represents the most common mesenchymal tumor of the 
bladder and generally shares an extremely aggressive biologic 
behavior. Hematuria is the most common presentation. Other re-
ported symptoms include flank or groin pain and dysuria 5-7. The 
disease has often extended locally outside the confines of the blad-
der or has metastasized at the time of presentation. Lung and liver 
are frequent sites of metastases; lymphatic spread is observed less 
often 5. Angiosarcoma originating in the bladder reportedly has a 
worse prognosis than for similar tumors arising at other sites 8 5. 
The first case of bladder angiosarcoma was described in 1907 by 
Jungano 9; Thirteen case reports of angiosarcoma of the bladder 
were found in a MEDLINE search; of these cases only 4 patients 
presented with primary bladder lesions and no preexisting disease 
or previous carcinogenic exposure (except for tobacco use). We 
report a case of primary angiosarcoma of the bladder.
Materials and methods. A 67-year-old, white female, with 
gross hematuria. Biopsy performed by endoscopic transurethral 
resection revealed an infiltrative high grade papillary urothelial 
carcinoma. After one month the patient was operated with radical 
cystectomy. The pathological examination revealed a voluminous 
and extensively necrotic mass with mucosal ulceration. The lesion 
involved the bladder wall and invaded the perivesical soft tissue 
until to the margin of resection. The patient recovered from sur-
gery, and was referred for adjuvant chemotherapy and radiation 
therapy. A PET scan performed about 2 months later revealed a 
lung nodule and a framework refers to a pelvic recurrence.
Results. Histologically, angiosarcoma of the bladder is com-
posed of anastomosing vascular channels lined by atypical 
endothelial cells, often with overlying surface ulceration and 
inflammation and typically infiltrating detrusor muscle. The 
poorly differentiated endothelial cells often are pleomorphic with 
large hyperchromatic nuclei, prominent nucleoli, and frequent 
mitotic figures. The malignant cells lining the vascular spaces 
may exhibit a “hobnail” appearance. There is often little or no 
intervening stroma. Vascular channels range in size from small 
capillaries to sinusoidal spaces. A solid growth pattern consisting 
of monomorphic cells with vesicular chromatin and moderate 
amounts of eosinophilic cytoplasm arranged in sheets and nests 
has been described in some cases, and some tumors have exhib-
ited epithelioid features 5-7 and 10. In our case the tumor showed 
predominantly solid structure with papillary areas; the solid areas 
are characterized by epitheliomorphous or spindle medium-sized 
cells, so the first diagnosis on biopsy was to high-grade urothelial 
carcinoma, with papillary aspects. In some areas was evident a 
proliferation of most probably vascular structures anastomosed 
together and lined by atypical elements with prominent “hob-
nail” nucleus. 
There was no evidence of urothelial in situ carcinoma or adjacent 
to or distant from the tumor. Immunohistochemically, angiosar-
coma stains positively for vimentin, CD31, and CD34 and shows 
variable immunoreactivity for factor VIII–related antigen  6-8  11. 
The only reported epithelioid angiosarcoma of the bladder 
showed negative immunostaining for keratin AE1/AE3, although 
epithelioid angiosarcoma at other sites may stain positively for 
cytokeratin 86. In our case the neoplastic elements were positive 
for immunohistochemical staining for vimentin, CD34 and CD31 
and negative for keratin AE1/AE3, MNF116 and cytokeratin 7, 
20 and 34bE12. Moreover, they were negative for pS100, p63, 
Desmin and CD45.

Conclusions. In considering the diagnosis of a radiation-induced 
sarcoma, Cahan et al. suggested the following criteria: the sar-
coma should arise in the area previously subjected to irradiation; 
a latent period (at least 7 years) must exist between the time of 
irradiation and development of the sarcoma; the sarcoma must 
be confirmed histologically 18. The differential diagnosis for an-
giosarcoma of the bladder is hemangioma, which is usually small 
and lacks cytologic atypia, interanastomosing channels, and solid 
areas 8. Kaposi sarcoma may be seen in the urinary bladder, es-
pecially in immunocompromised patients. High-grade urothelial 
carcinoma must also be considered in the differential; in such 
tumors, a focus of obvious in situ or invasive carcinoma may be 
present, and tumor cells demonstrate positive immunoreactiv-
ity for cytokeratin antibodies and lack reactivity for endothelial 
markers such as CD31 and CD34 8. Immunohistochemical stains 
are often crucial to confirming the diagnosis of angiosarcoma. For 
the distinction between a carcinoma and angiosarcoma, a single 
immunohistochemical stain may not be sufficient to confirm the 
diagnosis. Although no bladder angiosarcomas has been reported 
to have cytokeratin reactivity to date  6  12-14, up to one third of 
angiosarcomas overall may have cytokeratin reactivity, including 
those without Epithelioid histology 15 16. While some authors ad-
vocate CD31 as the most sensitive and specific marker for angio-
sarcoma, staining almost of angiosarcomas in their experience 17, 
Meis-Kindblom and Kindblom 16 suggest that Factor VIII-related 
antigen (Von Willebrand factor) is the most sensitive marker in 
soft tissue angiosarcomas. Because of conflicting literature and 
variability among immunohistochemistry laboratories, more than 
one endothelial marker may be necessary to support the diagnosis 
of angiosarcoma in a site such as the bladder where the entity is 
rare. Our case, therefore, falls within the group of primitive angio-
sarcomas of the bladder in patients who have not been subjected 
to therapeutic radiation or other recognized risk factors.
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Introduction. The most common sites of RCC metastases are 
lungs, lymph nodes, bone, liver, brain, ipsilateral adrenal gland, 
contralateral kidney, and pancreas 1. 
Pancreatic metastases are rare, with a reported incidence varying 
from 1.6% to 11% in autopsy studies of patients with advanced 
malignancy. 
Of the primary tumors that can metastasize to the pancreas, renal 
cell carcinoma (RCC) is the most common, followed by lung 
cancer, breast cancer, colon cancer, and melanoma 2 3. 
Most cases of RCC metastasis to the pancreas present as me-
tachronous lesions, often many years after resection of the pri-
mary tumor. The average time to presentation for pancreatic me-
tastasis from RCC is 9.2 years after the initial resection 7. Autopsy 
data have shown that 2% of patients with RCC have pancreatic 
metastases at the time of their death 8. 
Although metastasis to the pancreas is most commonly associated 
with disseminated systemic disease 4 5, RCC typically spreads to 
the pancreas as an isolated lesion. However, in many cases single 
pancreatic metastases only seems to anticipate the onset of mul-
tiple metastatic spread, even after many years 6. 
69% of patients with isolated pancreatic metastasis were com-
pletely asymptomatic at presentation. 
Patients may be completely asymptomatic, or they may develop 
symptoms of epigastric abdominal pain or acute pancreatitis 
secondary to pancreatic ductal obstruction from the metastatic 
lesion. 
Metastases to the pancreas are typically identified in differ-
ent ways: during the initial staging work-up for treatment of 
the primary tumor; trough routine follow-up imaging after the 
primary tumor has been treated; or the patient initially presents 
symptoms related to the pancreatic lesion: however the early 
signs and symptoms of isolated pancreatic metastases are often 
non-specific. 
The diagnosis of pancreatic metastasis is usually made on radio-
logical or endoscopic criteria, since most patients do not present 
related symptoms: through imaging techniques, RCC metastatic 
disease to the pancreas can often be distinguished from pancreatic 
ductal adenocarcinoma. Metastases to the pancreas can be multi-
centric and typically do not cause peripancreatic lymphadenopa-
thy; these findings can be used to distinguish metastases from 
pancreatic ductal adenocarcinoma. 
Pancreatic metastases do not appear to show a predilection for 
a particular part of the pancreas  9 10. Three types of metastatic 
involvement of the pancreas have been described in the litera-
ture. 
The most common type of all metastases and in particular of 
RCC metastases, reported in 50%-73% of cases, is that of a soli-
tary, localized, well-defined mass. A second pattern of multiple 
pancreatic lesions has been reported in 5%-10% of cases, and a 

third pattern of diffuse metastatic infiltration causing generalized 
enlargement of the organ in 15%-44% of cases 11-14. 
Since the ‘RCC typically extends to the pancreas as an isolated 
lesion, it is often susceptible to surgical treatment 17 and surgical 
resection of metastatic disease is appropriate in certain clinical 
scenarios, depending on the virulence of the primary tumor, the 
extent of metastatic disease, and the functional status of the pa-
tient. The specific type of surgical resection will depend on the 
location of the tumor within the pancreas. 
Standardized pancreatic resection adapted to the location of 
the tumor, in terms of partial pancreaticoduodenectomy, distal 
pancreatectomy, and total pancreatectomy, is generally recom-
mended for the management of isolated pancreatic metastases. 
Five-year survival rates after surgical resection of RCC metasta-
sis to the pancreas are 53-75%, whereas patients who choose not 
to undergo surgical resection or who have widely disseminated 
disease have a 5-year survival rate of 5-30% 7 15 16. 
Materials and methods. We present the case of 58 years old 
woman subject to nephrectomy for cancer of the left kidney; 
the lesion was analyzed at our Unit of Histopathology and 
Cytopathology San Martino-IRCCS-IST of Genoa, and was 
diagnosed as renal cell carcinoma, clear cell type. Two years 
later, a single pancreatic metastasis is diagnosed by imaging 
techniques and the patient is submitted to resection of the tail 
of the pancreas. To macroscopic examination the lesion cor-
respondig to a yellowish nodule of 2.8 cm, well circumscribed 
(“pushing” borders), with focal hemorrhage, necrosis and 
cystic degeneration. 
Results. Microscopically the lesion was composed of compact 
and alveolar growth of large polygonal cells with clear cyto-
plasm, distinct but delicate cell boundaries, uniform round nuclei 
and inconspicuous nucleoli. Hhistomorphological characteristics 
of the kidney cancer and pancreatic lesion were compared and 
found to be equal. The diagnosis of metastatic RCC was con-
firmed by histopathological analysis: the neoplastic cells were 
positive for immunohistochemical staining for CD10 and RCC, 
confirming the morphological findings. 
CD10, 20X EE, 10X EE, 2X RCC, 20X 
Conclusions. When metastasis to the pancreas occurs, it is most 
commonly associated with widespread disease dissemination. 
RCC is the most common primary tumor to present with isolated 
solid metastasis to the pancreas, often making it susceptible to 
surgical treatment. 
However, in many cases single pancreatic metastases only seems 
to anticipate the onset of multiple metastatic spread, even after 
many years. 
Five years survival rates after surgical resection of RCC metas-
tases to the pancreas are better than those of patients who choose 
not to undergo surgical resection or who have widespread disease. 
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Background. Mucinous tubular and spindle cell carcinomas (MT-
SCCs) of the kidney are rare epithelial neoplasms with a relatively 
good prognosis a long as they remain low-grade. We present a 
case of mucinous tubular and spindle cell carcinoma of the renal 
medullary in 80 year old woman. Literature was reviewed in order 
to investigate histological features for correct diagnosis. 
Methods. Biopsy samples were routinely processed and stained 
(HE). Morphological diagnosis was confirmed by immunohisto-
chemistry (CKAE1/AE; CK7; Pas; Alcian-Pas; CD10; CD117; 
ASM1; Vimentina; HMB45; MELAN A; CK HMW; CK19; 
CK8; CK18; Colloidal Iron. Proliferative activity evaluated 
with Ki-67).
Results. On gross examination, a well circumscribed nodule 
(2,5 cm in greatest axis) in the renal medullary was noted. Mi-
croscopic examination showed tightly packed, small, elongated 
tubules with a bland morphology and with transition to spindle 
cells component. In addition some tubules in non neoplastic 
parenchyma showed intraluminal calcifications. Unusual fea-
ture included foamy macrophages and clear cells immerged in 
a mucinous stroma. Mitoses were rare. High-grade areas were 
not demonstrated. Immunohistochemical analysis showed posi-
tive staining for epithelial membrane antigen (EMA) and CK7. 
Alcian blue staining revealed abundant mucin in the intervening 
fibrous stroma. Ki-67 index was low (< or = 5%). 
Conclusion. MTSCCs are rare kidney malignancies and are pre-
dominantly of low grade. Prognosis is relatively good. However, 
patients with high-grade tumours should undergo proper follow-up. 
A correct histological diagnosis is important to direct therapy.
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Background. Podoplanin is a transmembrane mucoprotein strong-
ly and selectively expressed by lymphatic endothelial cells 1. The 
monoclonal antibody D2-40, directed against human podoplanin, 
has been proved to be useful in detecting lymphovascular inva-
sion by neoplasms and in quantifying lymphatic vessel density in 
different tumors  1. It represents an excellent marker of vascular 
neoplasms with lymphatic differentiation, mesothelial and germ 
cell tumors, but it results always negative in adenocarcinomas. 
Podoplanin expression was also demonstrated in various normal 
cells, such as osteocytes, chondrocytes, follicular dendritic cells, 
type I alveolar cells, myoepithelial cells of the breast 1 and basal 
cells in the prostate 2 3 (Tab. I).
The aim of this study is to investigate the distribution and features 
of of D2-40 immunoreactivity in tissues from different prostatic 
specimens and its potential diagnostic utility.
Material and methods. After routine diagnostic histopathology 
examination and reporting, significant paraffin blocks from 50 
selected patients, who underwent needle core biopsy (20 cases), 
trans-urethral resection (7 cases), simple prostatectomy (7 cases) 
and radical prostatectomy (16 cases), were cut to obtain addi-
tional slides immunostained with a monoclonal antibody directed 
against human podoplanin (clone D2-40, DAKO A/S, Glostrup, 
Denmark). The selected cases included tissues from the different 
zones of the gland and the main prostatic diseases, such as adeno-
carcinoma, PIN, prostatitis, adenosis, hyperplasia and glandular 
atrophy.
Results. A strong cytoplasmic immunoreactivity of lymphatic 
endotelial cells was observed in all cases and used as an inter-
nal positive control. Prostatic basal cells were also constantly 
positive, but with a slightly less intensity than that observed in 
endothelial cells. A weak positive signal characterized perineurial 
and Schwann cells of the peripheral nerves, as well as ganglion 
cells within intra- and extraprostatic nervous ganglia. Smooth 
muscle fibers and stromal fibroblasts showed mild immunoreac-
tivity. Basal cells of seminal vesicle epithelium showed moderate 
positivity, with a patchy pattern of expression (Tab. II).
Blood vessels endothelium, normal and hyperplastic luminal 
cells, as well as PIN and adenocarcinoma cells were always 
negative. 
Conclusions. As a specific marker of lymphatic endothelium  1, 
podoplanin has been used for detecting lymphovascular invasion 
and quantifying lymphatic vessels density in prostate carcinoma. 
Recent contributions underlined its utility as a basal cell marker, 
to avoid potential pitfalls in misinterpretation of lympatic inva-
sion 2 and in evaluating atypical small acinar proliferation 3.
Our results confirm the value of D2-40 in highlighting lympatics 
and basal cells, and its role as a negative marker of adenocarcino-
ma and other glandular lesions. The use of D2-40 in combination 
with other basal cell markers may be indicated in order to identify 
a wider spectrum of basal cells. 
The positivity of peripheral nerves and nervous ganglia may 
be useful in highlighting the invasion of these structures by ad-
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enocarcinoma cells and in distinguishing intraprostatic ganglion 
cells from neoplastic cells. The patchy positivity of basal cells in 
the seminal vesicle may be of help to detect portions of seminal 
vesicle that may be present in a core biopsy and to distinguish 
between normal epithelium of seminal vesicles and infiltration of 
the latter by adenocarcinoma glands in radical prostatectomies.
In conclusion, D2-40 immunostaining in prostate specimens 
helps to identify different cells and structures and may be useful 
in routine diagnostics, particularly in the limited material avail-
able in core biopsies.
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