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A case of methotrexate-associated lymphoproliferative disorders
Kan KISHIBEY, Kazumi YOSHINOY, Hideyuki ISHII?, Tetsuji WADAY, Naoki KANAIY, Yasuaki
HARABUCHI?
1) Department of Otolaryngology, Kitami Red Cross Hospital
2) Department of Otolaryngology-Head and Neck Surgery, Asahikawa Medical College

A 74-year old female, who had suffered from deforming rheumatoid arthritis since the age of 60
years, had been treated with methotrexate for 7 years (total dose 2388 mg). In 2004 September she
came to our hospital complaining of swellings on the right side of her submandibular part. Enhanced
computed tomography (CT) scan revealed swelling a right submandibular lymph node, 20 mm in the
maximal diameter with ring enhancement, and right paratracheal lymph nodes, 20 mm in the
maximal diameter. Gallium scintigram revealed abnormal uptake in the right submandibular part and
the right hilum pulmonis. Antibiotic drug was given and swelling of her submandibular part was
getting small. But in 2004 November swelling of her submandibular part was bigger. CT scan
revealed swelling right submandibular lymph node, 30 mm in the maximal diameter with
enhancement. Then, open biopsy was carried out. Histological examination of the mass revealed a
Hodgkin like disease with EBV-positive. The methotrexate was withdrawn. At 2 months after
withdraw; CT scans revealed right paratracheal lymph nodes were getting small and gallium

scintigram showed no abnormal uptake in the right hilum pulmonis. Then, we diagnosed



methotrexate-associated lymphoproliferative disorders. From now no recrudescence of her

symptoms or signs observed.
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Table 1 #ZZ R IMERRERMR

WBC /ul 4120

Neut % 78.2

Lymp % 74
RBC X106/l 3.24
Hb g/dl 9.7
Plate X103/ ul 106
AST [U/L 15
ALT [U/L 8
LDH U/l 284
ALP [U/L 273
AMY [U/L 42
CRP mg/dl  6.02
IgG mg/dl 876

RF [U/ml
SS—A EU
SS—B EU
P-ANCA EU
C-ANCA EU
sIL-2R  U/ml
ACE [U/L
SCC ng/ml
EB-VCAIgG
EB-VCAIgM
EB-VCAIgA
EB-EADRIgG
EB-EBNA
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Fig. 1 Imaging examinations of the neck.
a) Enhanced CT scan of neck.

b) MRI (T1-weighted axial image).

c) MRI (T2-weighted axial image).

d) MRI (T1-weighted Gd enhanced axial image).
e) MRI (T1-weighted coronal image).



Fig. 2 Imaging examinations of the chest and gallium scintigram.
a— b) Enhanced CT scan of mediastinum.

c) CT scan of chest.

d) Gallium scintigram.



Fig. 3 Enhanced CT scan of neck at the time of second visit our hospital.



Fig. 4 Histological examination of lymph node

a) Hematoxylin and eosin staining.

b) Immunostaining of the sample with antibody CD30.

c) In situ hybridization of Epstein Barr virus—encoded RNAs (EBERs).



Fig. b Lymphadenopathy

a) Initial CT of mediastinum.

b) CT of mediastinum at 2 months after the methotrexate was withdrawn.
c) CT of mediastinum at 4 months after the methotrexate was withdrawn.
d) Initial Gallium scintigram.

e) Gallium scintigram at 4 months after the methotrexate was withdrawn.
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