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ABSTRACT 

Primary cutaneous marginal zone B-cell lymphoma (MZL) is considered a cutaneous counterpart of extranodal MZL of 
mucosa-associated lymphoid tissue and an indolent lymphoma. Amyloid deposition in this tumor is very rare. We report 
here a case of primary cutaneous MZL with massive amyloid deposition. The tumor disseminated to the dura and mim- 
icked primary dural MZL. The patient had a four year history of the recurrence cutaneous lesions with a misdiagnosis of 
amyloidosis. The correct diagnosis was made after the metastatic dural lesion was confirmed by radiology, pathology 
and molecular biology approaches. It is of crucial importance for differential diagnosis to avoid misdiagnosis and the 
patients are indeed required long-term regular examinations and treatment because of the possibility of recurrence or 
dissemination. 
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1. Introduction 

Primary cutaneous marginal zone B-cell lymphoma (MZL) 
is considered as a cutaneous counterpart of extranodal 
MZL of mucosa-associated lymphoid tissue and gener- 
ally involves as indolent lymphomas [1,2]. Characteris- 
tics of cutaneous MZL include the proliferation of cen- 
trocyte-like cells or monocytoid B cells with frequent 
plasmacytoid differentiation. Occasionally, there were 
some Rusell or Dutcher bodies but rarely amyloid depo- 
sition descried in previous literature [2-5]. Here, we re- 
port a rare case of primary cutaneous MZL with massive 
amyloid deposition and disseminated to the dura, which 
mimicked the primary dural MZL. 

2. Case Report 

A 71-year-old Chinese male was admitted to the emer- 
gency room in Changhai Hospital (Shanghai, China) in 
June 2008 because of facial tics on the left side of his 
face, numbness in the left side of his body and logag- 
nosia for 3 - 4 min. Physical examination of nervous sys- 
tem revealed dysesthesia on the left side of his face. 

Computed tomography (CT) scanning of the head showed 
a large low density shadow in the right temporal-parietal 
lobe and a 6.0 cm × 3.0 cm × 3.0 cm oval high density 
shadow on the right temporal-parietal lobe (Figure 1(A)). 
Magnetic resonance imaging (MRI) scanning showed 
an oval occupancy on the right temporal-parietal lobe 
and there was a connection between tumor and the wide 
base of the meninges. The lesion was isointense on T1- 
weighted and hyperintense on T2-weighted MRI images. 
Homogeneous contrast enhancement image mimicked a 
meningioma on the T1-weighted MRI (Figure 1(B)). 
There was marked edema throughout the posterior half of 
the right cerebral hemisphere (Figure 1(C)). The right 
ventricle was compressed and the midline was slightly 
left-biased. It was considered to be the right temporal 
parietal meningioma. 

Upon the admission, a mass was found on his left 
para-axillary area with a diameter of 2 cm. Also, the pa- 
tient told that he had a history of a subcutaneous mass 
with a diameter of about 2.0 cm on his left elbow in 2004 
and a recurrent mass (6.0 cm × 5.0 cm × 4.0 cm) on the 
left para-axillary area in 2007. Both were diagnosed as 
amyloidosis in the local county hospitals. The laboratory 
data and blood cell counts were within the normal ranges. 
The bone marrow smears showed no abnormality. No  
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Figure 1. Radiological figures of the patient’s brain. (A) 
Computed tomography (CT) scanning of the head showed a 
large lowdensity shadow in the right temporal-parietal lobe; 
(B) Magnetic resonance imaging (MRI) scanning of the 
head revealed a dura-based mass with isointense on T1- 
weighted and hyperintense on T2-weighted MRI images. 
Homogeneous contrast enhancements were mimicking a me- 
ningioma on the T1-weighted magnetic resonance images; 
(C) There was marked edema throughout the posterior half 
of the right cerebral hemisphere on MRI images.  
  
obvious abnormality was present in serum protein elec- 
trophoresis or serum immunoglobulin analysis. Results 
of a radiographic skeletal survey of ECT were negative. 
CT scanning of the chest, abdomen, and pelvis demon- 
strated only probable old pulmonary lesions. The preop- 
erative cerebral edema subsided in response to a routine 
therapy. The patient underwent a right temporal-parietal 
lobe tumor resection. It was observed in the surgery that 
there were pinkish grey fishlike tumor tissues on the sur-  

face of the skull under the temporal muscle, which was 
adhered to the skull and the temporal muscle. The in- 
volved skull showed a local thickening and obvious 
moth-eaten destruction. The tumor was rich in blood 
supply and the surface of cerebral dural mater and sub- 
dural space were covered with tumor as soft grapelike 
clusters. There was a clear boundary between the sur- 
rounding of subdural tumor and brain tissues. The tumor 
in the rear part of the right frontal lobe invaded the brain 
tissue with ill-defined surroundings. Based on the neuroi- 
maging data, the preliminary clinical impression of the 
disease was meningioma. The specimens were embedded 
in paraffin block for haematoxylin and eosin (H&E), 
Congo red staining and immunostaining. Microscopically, 
tumor tissue was mainly located in the meninges and 
infiltrated to the brain tissue of the right temporal-parie- 
tal lobe. The tumor cells were small-to-medium sized 
with a distinct monocytoid appearance and frequent plas- 
macytoid/plasma cells (Figure 2(A)). There was pink 
amyloid substance among tumour cells aggregated to a 
large sheet forming amyloid pool surrounded by multi- 
nucleated giant cells (Figure 2(B)). Some foreign body- 
containing giant cells dispersed in massive amyloid 
deposition in the stroma, which formed part of Congo red 
staining positive eosinophilic amyloid pools, Congo red- 
positive, thickened, hyalinized blood vessels were seen in 
the tumor tissue (Figure 2(C)). Immunohistochemical 
staining revealed that most infiltrates were composed of 
CD20 positive B monocytoid lymphocytes (Figure 2(D)) 
and plasmacytoid lymphocytes which were negative for 
CD5, CD10 and CD23. A smaller population of CD138 
positive mature plasma cells and scattered CD3 positive 
reactive T lymphocytes were also present. The vast ma- 
jority of the lymphocytes and plasmacytoid cells dis- 
played strong immunoreactivity for kappa (Figure 2(E)), 
but no immunoreactivity for lambda light chains, indi- 
cating a monoclonal population. The proliferative active- 
ity determined using Ki-67 antibody was about 10%. 
After reviewed the tissue samples of the subcutaneous 
masses removed from the left elbow in 2004, the left 
para-axillary in 2007 and the recurrence lesion in the 
same time of dural lesion, we found that the tumor was 
located in the deep dermis and subcutaneous adipose 
tissue, The tumor cells infiltrated to the subcutaneous fat 
tissue forming nodular growth pattern (Figure 2(F)), and 
the pinkish amyloid depositions with a blocklike distri- 
bution were seen between tumor cells. Their morphology 
and IHC staining patterns were similar to those of the 
right temporal-parietal lobe tumor. Gene rearrangement 
PCR results showed monoclone in the skin and brain 
lesions when IGH primers were used (Figure 2(G)). The 
fluorescence in situ hybridization assay using MALT1 
dual color break apart probe showed that fusion signals 
were present in the tissues from recurrence para-axillary 
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Figure 2. (A) Histologic features of dura MZLshowed lym- 
phoid tissues extend into the cerebrum (×100); (B) Amyloid 
deposition within the dural lesions of MZL showed accu- 
mulation of eosinophilic amyloid pools ( HE stain × 200). (C) 
Congo red stain confirmed the presence of amyloid sub- 
stance of dural lesions (Congo red stain × 200 with light 
microscope; Inserted with phase-contrast microscope). (D) 
immunohistochemical staining of tissue samples from the 
dural lesions showed the neoplastic cells were immunoreac- 
tive for B-lymphocyte marker CD20 (×200). (E) The neo- 
plastic cells of dural lesions were positive for immunoglobu- 
lin light kappa chain (×200), but not for lambda chain (In- 
serted). (F) Histologic features of cutaeneous MZL showed 
lymphoid tissues infiltrate in the subcutaneous tissue form- 
ing nodular growth pattern (×100). (G) Clonality assays of 
tumor cells from cutaneous and dural lesions by PCR fol- 
lowed by gel electrophoresis using IGH and TCRγgene: 
skin lesion showed monoclone band of IGH (1) but smear of 
TCRγgene (2), positve controls showed B lymphoma cell 
line Ly1 with monoclone band of IGH (3) and T lymphoma 
cell line Jurkat with monoclone band of TCRγ (4), dural 
lesion aslo showed monoclone band of IGH (5) but smear of 
TCRγgene (6), PCR products for β-actin gene indicated 
similar DNA load in different tests. 2H The fluorescence in 
situ hybridization assay using MALT1 dual color break 
apart probe. Results showed that the case was negative for 
the translocation of MALT1 but there were three fusion 
signals in many tumor cells from right frontal-temporal 
lobe lesion (H) and recurrence para-axillary cutaneous le- 
sion (inserted) indicating the possibility of trisomy 18. 

cutaneous lesion and right frontal-temporal lobe lesion 
suggesting a possibility of the existence of extra chro- 
mosome 18 (trisomy 18) (Figure 2(H)). The patient was 
finally diagnosed as the primary cutaneous MZL with 
local recurrence and relapse involving dura. The patient 
was given a rational whole-brain radiation therapy de- 
livered in 20 fractions of 180 Gy for a total dose of 36 
Gy and a routine chemical therapy with R-CHOP regi- 
men. He has been followed-up at the outpatient clinic 
and remained free from seizures and other complains for 
46 months after the brain tumor removal operation. 

3. Discussion 

The skin is one of possible locations for MZL, and the 
European Organization for Research and Treatment of 
Cancer (EORTC) Cutaneous Lymphoma Project Group 
has proposed cutaneous MZL as a distinct clinical patho- 
logical entity, often quite different from their typical gas- 
trointestinal or nodal counterparts [2,5]. Rusell or Dutcher 
bodies were seen because of frequent plasmacytoid dif- 
ferentiation, but amyloid deposit was not present in most 
reported cases of primary cutaneous MZL [2-5]. We here 
report a primary cutaneous MZL with massive amyloid 
deposition which misdiagnosed as amyloidosis in a 71- 
year-old male and the correct diagnosis was not estab- 
lished until the right temporal-parietal lobe lesion ap- 
peared four years later. 

The most characteristic histological feature of this cu- 
taneous MZL case was massive amyloid deposition in 
tumor tissues, which was probably the main reason for 
the long period misdiagnosis. Because of medium-sized 
lymphocytes, reactive lymphoid follicles and variable 
degrees of plasmacytic differentiation in the lesions, it 
was difficult to differentiate them from the inflammation. 
Meanwhile, the differentiation between the MZL and 
amyloidosis is very important. Amyloidosis usually pre- 
sents as a systemic disease in numerous chronic immune 
conditions and also in some malignancies [6-8]. Local- 
ized amyloidosis is more often associated with the respi- 
ratory tract, or duct of breast [9,10]. Cutaneous localized 
amyloidosis is rare, mostly associated with plasmacyte 
neoplasms, or lymphoplasmacytic lymphoma exhibiting 
IgM monoclonal gammopathy [6,7]. Some primary dural 
MZLs with amyloid deposition have reported [1,11-14]. 

In current case, despite the same histological features and 
amyloid deposition as a typical primary dural MZL in the 
dural lesion, the patient was confirmed having the history 
of primary cutaneous lesion with significant amyloid 
deposition in multiple sites. Molecular approaches con- 
firmed that tumor cells from the skin and dura had simi- 
lar B-cell type monoclonal rearrangement of IGH gene. 
FISH assays also showed tumor cells from the both skin 
and dura lesions were chromosome 18 trisomy. There- 
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fore, we conclude that his dural MZL is the secondary to 
the primary skin MZL. 

Secondly, the significant clinical feature of this case 
was multiple disseminations. Although MZL is a distinc- 
tive low grade extranodal lymphoma with the indolent 
nature, about 50% of patients with extra-intestinal MZL 
showed multi-organ involvement, compared with only 
about 34% of patients with gastric MALT lymphoma 
[15]. In a series head and neck MZL study, 52% of pa-
tients had advanced disease and 25% had bone marrow 
in- volvement, more common than in non-gastrointestinal 
MZL lymphomas [16,17]. Therefore, due to its dissemi- 
nated nature rather than the indolent nature originally 
believed, MZL can be considered a systemic disease. 
Alike Topalkara et al. reported a case of conjunctival 
MZL with amyloid deposit relapsed in the stomach [18], 
the present case relapsed in the dura resembling the pri- 
mary dural MZLand was considered relatively rare. Pre- 
viously, the indolent nature of most MZL cases makes a 
conservative approach advisable such as treatment by 
locoregional therapy [1-3]. The MZL patients should be 
administered chemotherapy and be followed up for an 
extended period [19,20]. After the diagnosis, our patient 
was given an active radiation treatment and routine 
chemical therapy. Now he has been followed-up at the 
outpatient clinic and remained free of specific complaints 
for 46 months. The patient consented to report this rare 
case with special manfestation. 

The present case suggested that primary cutaneous 
MZL might present massive amyloid deposition and re- 
mote dissemination involving the dura, mimicking a 
primary dural MZL. The differential diagnosis should be 
considered to avoid misdiagnosis. Although generally 
indolent in nature, primary cutaneous MZL has the het- 
erogeneous clinical course. The patients do indeed re- 
quire long-term regular examinations for possible recur- 
rence and dissemination. 
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