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INTRODUCTION

Intravascular large B-cell lymphoma (IVLBCL) is 
a rare variant of non-Hodgkin＇s lymphomas, charac-
terized by non-specific clinical presentation, lack of 
lymphadenopathy or mass formation, and the rapid 
and fatal clinical course. The non-specific presenta-
tion includes fever, general fatigue, anemia, elevated 
lactate dehydrogenase (LDH) and C-reactive protein 
(CRP) levels [1]. Because of dif�culty in diagnosis of 
IVLBCL, prognosis is poor. Three-year survival is 56% 
in patients with only cutaneous involvement and 22% 
in patients with involvement of the organs other than 
the skin [2]. Thus, it is not rare that IVLBCL is diag-
nosed at autopsy [3].

The diagnosis is usually con�rmed by biopsy of the 
affected organs, which should exhibit exclusive or pre-
dominant proliferation of malignant lymphoid cells 
within the vascular lumen. Chemokine-chemokine 
receptor engagement is expected for the pathogenesis 
of IVLBCL [4, 5]. The skin is useful because of easy 
accessibility in obtaining multiple biopsy specimens. In 
the suspected patients without apparent organ involve-
ment, random skin biopsy (RSB) often demonstrates 
lymphoma cells of deep dermis vessel in normal ap-
pearing skin [1, 3, 6, 7]. Furthermore, some report 
that lymphoma cells are accepted inside of the senile 
hemangioma [8, 9].

CASE REPORT

A 72-year-old woman visited our clinic with fever 
of unknown origin (FUO) above 38ºC and arthralgia 
from 7 months earlier. She consulted a doctor of inter-
nal medicine five months earlier and received blood 
test, abdominal ultrasonography and computerized 
tomography (CT), and there was no dominant inspec-
tion from these tests that proved malignant lymphoma. 
She was diagnosed as polymyalgia rheumatica, and was 

given oral steroid, however, the symptoms recurred as 
the steroid doze was tapered. For further examination, 
RSB was carried out from one lesion of seborrheic 
keratosis on the abdomen and two lesions of senile 
hemangiomas from abdomen and thigh, along with 
two normal appearing skin lesions from the forearm 
and the thigh. One of the �ve specimens taken from 
abdomen seborrheic keratosis revealed large atypical 
lymphoid cells in the vascular space of subcutaneous 
fat (Fig. 1). Immunohistochemical analyses showed 
that these cells were positive for CD20 (Fig. 2), CD79a, 
bcl-2, bcl-6 and MUM-1, and negative for AE1/3, CD3, 
CD5, CD10, p53 and EBV-ISH. High Ki-67-positive 
views suggested a high proliferating pro�le. Based on 
these �ndings of the skin, as well as bone marrow �nd-
ings which showed large atypical CD20 positive cells, 
hepatosplenomegaly from CT taken 5 months ago, 
and gallium scintigraphy that showed accumulation 
in the spleen, a diagnosis of IVLBCL was made. This 
patient＇s treatment was started with R-CHOP (ritux-
imab, cyclophosphamide, adriamycin, vincristine and 
prednisolone). 

DISCUSSION

Japanese IVLBCL cases featured skin lesions in 24% 
[10]. The cutaneous manifestation is variable, present-
ing as erythema, purpura, telangiectasia with or with-
out swelling, tenderness or hotness, which all wax and 
wane. The mechanism for eliciting cutaneous lesions 
is thought to be relatively simple [11]. Proliferated 
lymphoma cells occlude capillary vessels that activate 
coagulation cascade and thrombi are formed within 
the vessel lumina. If the invasion is not sufficient to 
cause occlusion of the vessels, skin lesion does not oc-
cur. Therefore, the lack of a skin lesion does not neces-
sarily mean the absence of invasion of lymphoma cells 
in the skin.

In general, specimens are obtained from several 
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body parts, usually abdomen and limbs, to the depth 
of the cutaneous and subcutaneous tissues, to increase 
precision of this examination [12] or if any, senile 
hemangioma [8, 9]. In our case, intravascular pro-
liferation of lymphoma cells of B-cell origin shown 
by RSB suggested to us the diagnosis of IVLBCL. We 
were able to con�rm atypical cells in a specimen from 
seborrheic keratosis. However, because the seborrheic 
keratosis was located in the dermis and atypical cells 
were located in the subcutaneous tissue, they are 
considered to be isolated events, without any associa-
tion. As for senile hemangioma, we could not �nd any 
atypical cells. One of the reasons that the biopsy of 
senile hemangioma turned out negative could be that 
she had been administered oral steroid which might 
complicate con�rmation of atypical cells. 

Due to difficulty in early diagnosis and rapid pro-
gression, the prognosis of IVLBCL is poor. RSB from 
normal appearing skin led us to the early diagnosis 
of IVLBCL, contributing to the constitution of ap-
propriate chemotherapy before extensive expansion 
of malignant cells. However, to avoid abuse, random 
skin biopsy should be considered only when IVLBCL 
is highly suspected. Furthermore, the accumulation 
of the cases is necessary to establish the standardized 
technique to bring higher probability of �nding atypi-
cal cells.

REFERENCES
1) Matsue K, Asada N, Takeuchi M, Yamakura M, Kimura S, 

Odawara J, et al. Aclinicopathological study of 13 cases of in-
travascular lymphoma: experience in a single institution over a 
9-yr period: Eur J Haematol 80: 236-44, 2007.

2) Willemze R, Jaffe ES, Burg G, Cerroni L, Berti E, Swerdlow SH, 

et al. WHO-EORTC classification for cutaneous lymphomas. 
Blood 105: 3768-85, 2005.

3) Asada N, Odawara J, Kimura S, Aoki T, Yamakura M, Takeuchi 
M, et al. Use of random skin biopsy for diagnosis of intravascu-
lar large B-cell lymphoma. Mayo Clin Proc 82: 1525-7, 2007.

4) Nakajima S, Ohshima K, Kyogoku M, Miyachi Y, Kabashima K. A 
case of intravascular large B-cell lymphoma with atypical clinical 
manifestations and analysis of CXCL12 and CXCR4 expression. 
Arch Dermatol 146: 686-7, 2010.

5) Kato M, Ohshima K, Mizuno M, Kyogoku M, Hashikawa K, 
Tokura Y, et al. Analysis of CXCL9 and CXCR3 expression 
in a case of intravascular large B-cell lymphoma. J Am Acad 
Dermatol 61: 888-91, 2009.

6) Le EN, Gerstenblith MR, Gelber AC, Manno RL, Ranasinghe 
PD, Sweren RJ, et al. The use of blind skin biopsy in the diagno-
sis of intravascular B-cell lymphoma. J Am Acad Dermatol 59: 
148-51, 2008.

7) Gill S, Melosky B, Haley L, ChanYan C. Use of random skin 
biopsy to diagnose intravascular lymphoma presenting as fever 
of unknown origin. Am J Med 114: 56-8, 2003.

8) Satoh S, Yamazaki M, Yahikozawa H, Ichikawa N, Saito H, 
Hanyuu N, et al. Intravascular large B cell lymphoma diagnosed 
by senile angioma biopsy. Intern Med 42: 117-20, 2003.

9) Kobayashi T, Munakata S, Sugiura H, Koizumi M, Sumida M, 
Murata K, et al. Angiotropic lymphoma: proliferation of B cells 
in the capillaries of cutaneous angiomas. Br J Dermatol 143: 
162-4, 2000.

10) Ferreri AJ, Dognini GP, Campo E, Willemze R, Seymour JF, 
Bairey O, et al. Variations in clinical presentation, frequency 
of hemophagocytosis and clinical behavior of intravascular 
lymphoma diagnosed in different geographical regions. 
Haematologica 92: 486-92, 2007.

11) Roglin J, Böer A. Skin manifestations of intravascular lym-
phoma mimic in�ammatory diseases of the skin. Br J Dermatol 
157: 16-25, 2007.

12) Kasuya A, Hashizume H, Takigawa M. Early diagnosis of recur-
rent diffuse large B-cell lymphoma showing intravascular lym-
phoma by random skin biopsy. J Dermatol 38: 571-4, 2011.

Fig. 1	 Photomicrograph showing a vessel �lled with lym-
phoma cells

Fig. 2	 Lymphoma cells were positive for CD20


