A Case of Angiocentric Lymphoma Mimicking
Behcet's Disease

Jung Youl Lee, M.D., Kyu Wang Whang, M.D., Hyun Chung, M.D.,
Young Keun Kim*, M.D.

Department of Dermatology, College of Medicine, Soonchunhyang University,
Seoul, Korea
*Department of Dermatology, College of Medicine, Inha University,

Incheon, Korea

We report a case of angiocentric lymphoma in a 41-year-old female who complained
chiefly of a genital ulcer and a bulging conjunctiva on the right eye. She had a history of a re-
current oral ulcer over a 5 year period and a genital ulcer over 3 years. The above manifested
clinical findings may suggest Behcet's disease. However, a biopsy from the upper vaginal wall
and the inferior turbinate showed that atypical small and large lymphocytes with hyper-
chromatic, elongated and convoluted nuclei had aggregated around the thickened blood vessels,
which is consistent with angiocentric lymphoma. Immunophenotypically, the atypical cells were
positive for pan T-cell markers not B-cells. Serologically, the patient showed a high titer of EB
virus viral capsid antigen(VCA) IgG. (Ann Dermatol 9:(1)22~25, 1997).
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Angiocentric immunoproliferative lesions(AlLs)
are a group of lesions that share histologic, im-
munophenotypic and clinical features.' These exhibit
angiocentric and angiodestructive patterns of infil-
tration of a mature T-cell.? Extra-nodal involve-
ments including skin is frequently seen."” In Ko-
rea, AlLs have been reported as polymorphic
reticulosis by Whang’ et al. and as lymphomatoid
granulomatosis by Chi’ et al. Herein we report a
case of angiocentric lymphoma mimicking Be-
hcet's disease.

CASE REPORT

A 41-year-old woman was admitted to the de-
partment of gynecology because of a genital ulcer
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that had developed 1 month ago. She also com-
plained of a bulging conjunctiva on the right eye
with pain of 10 days duration. Another symptom was
intermittent nasal discharge. She was referred to
the department of dermatology for evaluation of
Behcet's disease. A physical examination of the
vagina showed an ulcer on the upper vaginal wall
and the anterior cervix(Fig. 1). Ophthalmologi-
cal examination showed a hyperemic and bulging
conjunctiva and increased intraocular pressure on
the right eye(Fig. 2).

Laboratory findings were as follows : a differential
white blood cell count was within normal ranges; he-
moglobin and hematocrit levels were 9.3gm/dl and
26.9%; the platelet count was normal; the ery-
throcyte sedimentation rate was 24mmj/hr; the
GOT/GPT level was 36.0/67.5 IU/L; EKG, elec-
trolytes were normal; routine urinalysis showed
hematuria; the EB virus VCA 1gG was I: 160
(normal ; 1:10), the EB virus VCA [gM was
1:10(normal); the platelet antibody was positive.
The pathergy test was negative. Orbit and ab-
domen CT scans showed nasal septal perforation, in-
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Fig. 1. Central yellowish ulcer base circumscribed by
erythematous plaques on the upper vagina.

Fig. 3. Orbit CT findings show nasal septal perfora-
tion(arrow), inflammation on both maxillary sinuses
(arrow heads).

flammation on both maxillary sinuses and enlarge-
ment of both adrenal glands and the paraaortic
lymph nodes, respectively(Fig. 3). A biopsy from
the upper vaginal wall and the inferior turbinate
showed that atypical small and large lymphocytes
with hyperchromatic, elongated and convoluted
nuclei had aggregated around the thickened blood
vessels(Fig. 4). On immunohistochemical stain-
ing, atypical cells found were pan T-cell mark-
ers(UCHL-1:CD45RQO)-positive, Pan B-cell mar-
kers(L26:CD20)-negative(Fig. 5).

Fig. 2. Hyperemic and bulging conjunctiva on the
right eye.
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Fig. 4. A dense infiltration of atypical lymphoid cells
around the thickened blood vessels of the upper vagi-
nal wall(H&E stain, X 200).

o

Fi?. 5. A positive staining reaction with the pan T-
cell marker is seen at the inferior turbinate lesion(The
immunohistochemical stain with UCHL-1 : CD45RO,
% 200).
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A diagnosis of angiocentric lymphoma was made
and the patient was treated with the chemothera-
peutic agents that form the “Promace - Cytabom”
regimen. This included cytoxan, adriamycin,
etoposide and prednisolone. After the second cycle
of chemotherapy was completed, a suppressed
bone marrow appeared. Two weeks after that, she
died of ARDS(adult respiratory distress syndrome)
and sepsis.

DISCUSSION

The concept of angiocentric immunoprolifera-
tive lesions(AlLs) was first proposed by Jaffe’. The
spectrum includes lymphocytic vasculitis, lym-
phomatoid granulomatosis, polymorphic reticulo-
sis, midline malignant reticulosis and angiocentric
lymphoma."* Angiocentric lymphoma is the end
point in the sequence of angiocentric immunopro-
liferative lesions."” Since recent reports demon-
strated the presence of clonal rearrangements of
the T-cell receptor in AlLs, the AlLs are now
thought to represent a continuous spectrum of
postthymic T-cell lymphoma.*® The frequent ex-
tranodal involvement has been reported in AlLs.’
The favorite involvement sites are the lung, nasal
cavity, upper respiratory tract, skin, kidney and
central and peripheral nervous systems in frequency.'
The skin involvement has been reported as high
as 50%.’ It usually presents itself as nodular or ul-
cerated lesions.” Our patient also showed ulcera-
tive lesions of the genital area and nasal cavity.
The major histopathological feature is angiocen-
tric and angiodestructive infiltration. The cellular
composition is usually polymorphous, with a spec-
trum of cytologic atypia.'! Our patient's biopsy
specimen also showed that atypical small and large
lymphocytes with hyperchromatic, elongated and
convoluted nuclei had aggregated and invaded the
area around the thickened blood vessels. There-
fore, a diagnosis of angiocentric lymphoma was
made easily by histopathological findings. However,
our initial clinical diagnosis was Behcet's disease
because of the long recurrent history of oral and
genital ulcers and the presence of genital ulcera-
tion and conjunctival lesions. Indeed, the differ-
entiation between AILs and Behcet's disease is
easily made by histopathological findings that
show angiocentric and angiodestructive infiltra-
tion with cytologic atypia. AlLs have also been
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notorious for their frequent extranodal involve-
ment such as the skin shown by ulcerated lesions on
the genital area which is frequently found in Behcet's
disease. AlLs which are similar to clinical and his-
tological manifestation of Behcet's disease have
been reported.’ A

Angiocentric lymphomas are often EBV-posi-
tive.' This may explain why this disease is seen in in-
creased frequency in parts of the world where EBV
infection is prevalent such as Asian countries.”"' Our
case also showed a high titer of EB virus VCA
IgG. On immunophenotypic analysis, the cells in- -
filtrating the blood vessels are usually CD2-posi-
tive, CD56-positive and cytoplasmic CD3-posi-
tive, but are usually negative for surface CD3."
Our case showed that the pan T-cell marker was pos-
itive but the pan B-cell marker was negative.

The differential diagnosis includes lymphoma-
toid granulomatosis, Wegener's granulomatosis
(WG) and other aggressive lymphomas. Lym-
phomatoid granuolmatosis is EBV-positive with B-
cell proliferation and the most frequent sites are
the lung, kidney and central nervous system."
WG can be differentiated by the presence of
necrosis with abundant cellular and nuclear de-
bris, secondary to the prominent neutrophilic infil-
trate. Other aggressive lymphomas show sponta-
neous necrosis but it does not usually show a vascu-
lar distribution.” Therapy involves using more ag-
gressive regimes such as ProMACE or COMLA
(cyclophosphamide, vincristine, cytosine arabi-
noside and methotrexate).” Prognosis has been
thought to be inversely proportional to the number
of large, atypical lymphoreticular cells.'* Recurrent
cases for prior therapy are associated with a poor
prognosis.' Localized upper airway diseases are sen-
sitive to radiation therapy.'

REFERENCES

1. Jaffe ES : "Surgical Pathology of the Lymph Nodes
and Related Organs.” Philadelphia: W.B. Saunders
Company, 1994, pp344-389.

2. Ng CS, Chan JKC, Hui PK, et al : Angiocentric T-
cell lymphoma of the skin. Am ] Surg Pathol
12:861-876, 1988.

3. Whang KW, Hyeon K], Kim HJ : A case of poly-
morphic reticulosis that showed eczematoid skin le-
sion. Kor J Dermatol 29:261-266, 1991.

4. Chi DH, Huh JR, Sung K], er al : Epstein-Barr



A Case of Angiocentric Lymphoma mimicking Behcet's Disease 25

virus associated cutaneous angiocentric immuno-
proliferative lesion showing histologic features of
classical lymphomatoid granulomatosis. Ann Der-
matol 8:(2) 110-113, 1996.

. Jaffe ES : Pathologic and clinical spectrum of post-
thymic T-cell malignancies. Cancer Invest 2:413,
1984.

. Jay EG, Scott G, John CB, et al : Angiocentric im-
munoproliferative  lesion:T-cell non-Hodgkin's
lymphoma and the Acquired Immune Deficiency
Syndrome. Cancer 66:2407-2413, 1990.

. Edward HL, Elaine SJ, Anthony SF, et al : Angio-
centric immunoproliferative lesions:A clinico-
pathologic spectrum of post-thymic T-cell prolifer-
ations. Blood 72:1674-1681, 1988.

. Brian DK, Curtis AH, David EW, et al : Primary
lymph node presentation of angiocentric lym-
phoma associated with features of a hemophagocyt-
ic syndrome. Am ] Hematol 30:104-111, 1989.

. Lee SH, Chung KY, Lee WS, et al : Behcet's syn-

drome associated with bullous necrotizing vasculi-

10.

11.

12.

13.

14,

tis. ] Am Acad Dermatol 21:327-330, 1989.

Ho FCS, Loke SL, Leung BPY, et al : Presence of
Epstein-Barr virus DNA in nasal lymphomas of B
and T cell type. Hematol Oncol 8:271-281, 1990.
Harabuchi Y, Yamanaka N, Imai S} et al : Epstein-
Barr virus in nasal T-cell lymphomas in patients
with lethal midline granuloma. Lancet 335:128-
130, 1990.

Jaffe ES, Chan JKC, Feller AC, et al : Report of the
workshop on nasal and related extranodal angio-
centric T/natural killer cell lymphomas. Am ] Surg
Pathol 20:103-111, 1996.

Guinee D, Jaffe E, Kingma D, et al : Pulmonary
lymphomatoid granulomatosis : Evidence of Ep-
stein-Barr virus infected B-lymphocytes with a pre-
dominant T-cell component and vasculitis. Am ]
Surg Pathol 18:753-764, 1994.

Katzenstein A, Carrington CB, Liebow AA : Lym-
phomatoid granulomatosis : A clinicopathologic
study of 152 cases. Cancer 43:360-373, 1979.



	1: 


