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Development of Ki-1 Lymphoma in a Child Suffering from Multicentric

Reticulohistiocytosis
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We report a case of Ki-1 lymphoma that developed in
a 16-year-old youth who had suffered from multicen-
tric reticulohistiocytosis for 10 years. Over the past 3
years he had had a peculiar sclerosing lesion of the leg
for which oral prednisone 5 mg daily was tried for
one year, with a moderate effect. He developed a
marked swelling of the inguinal lymphadenopathy on
the same side as the affected leg lesion, which also
developed a prominent swelling of the skin surround-
ing the sclerosed area. Immunohistochemical analysis
of the lymph node biopsy revealed the features of
Ki-1 lymphoma. This is the first case of association of
multicentric reticulohistiocytosis with Ki-1 lym-
phoma.
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Multicentric reticulohistiocytosis (MR) is a rare mul-
tisystem disease of unknown etiology. Clinically. it is
characterized by a papulo-nodular skin eruption and
associated arthropathy, which is progressive and de-
structive in 45% of cases (1). Age at onset is most
frequently in the fourth decade. The most commonly
involved joints are the interpharangeal joints of the
hands, followed, in order of frequency, by the shoul-
ders, knees, wrists, hip, feet and ankles. Twenty-
four per cent of the previously reported cases had an
association with malignant tumors (2,3.4), among
which solid tumors were the most commom. Ki-1-
positive lymphoma is a rare, large-cell, anaplastic,
non-Hodgkin lymphoma and 20% of the patients are
less than 20 years old (5). We report here a case of
Ki-1-positive lymphoma that developed as a promi-
nent inguinal lymphadenopathy in a patient with
MR 3 years after the onset of a peculiar sclerosing
lesion on the leg on the same side (6).

CASE REPORT
This 16-year-old youth with MR, had been treated for a
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sclerosing lesion on the left leg having a 3-year history,
without any noticeable improvement following a ther-
apeutic trial of cyclosporin 2.8 mg/kg daily for 1 month and
subsequently 5.6 mg/kg daily for 1 month. He had been
treated with prednisone 5 mg daily with a moderate effect
for the past year. He had visited us complaining of an
increased swelling of the proximal and distal edges of nor-
mal skin surrounding the sclerosing lesion and of inguinal
lymph-adenopathy on the same side, in mid-November,
1988. According to him, he repeatedly developed such
swelling in the affected leg whenever he forgot to take
prednisone. He also had pain in the buttock and thigh due
to a fall from his bicycle a few days earlier. After admis-
sion, he developed a moderate fever of 38.0°C and a fur-
ther increase in the swelling of the inguinal lymph node.
Biopsy specimens of the lymph node revealed the pres-
ence of large tumor cells with a clear and abundant cy-
toplasm and an oval nucleus with net-like pale chromatin
containing 1 or 2 nucleoles together with a dense infiltrate
of eosinophils (Fig. 1). They were intermingled with Reed-
Sternberg-like giant cells that had 1 or 2 nucleoles. Immu-
nohistochemically. these tumor cells were positive for Ki-1
(CD30) (Fig. 2), IL-2 receptor (CD25), Leu-MI (CD15),
HLA-DR, transferrin-receptor (CD71), a,-anti-trypsin and
a;-anti-chymotrypsin, but gave negative reactivity with an-
tibodies to Leu-1 (CD35), Leu-2a (CD8), Leu-3a (CD4),
Leu-4 (CD3), Leu-5b (CD2), Leu-6 (CD1), Leu-7 (CD57),
B-1 (CD20). B-2 (CD21), B-4 (CD19). MY10 (CD34),
MY4 (CDI14). LeuM5 (CDllc). MY7 (CDI13), MY9
(CD33), epithelial membrane antigen, lysozyme and S-100.
Electricmicroscopically, the tumor cells had no lysosomal
granules, but had abundant polysomes. DNA-recombina-
tion analyses for T cell receptor- or immunoglobulin-rear-
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Fig. 1. Large tumor cells with a clear and abundant cy-

toplasm and oval nucleus with net-like pale chromatin scat-
tered in the lymph node (HE, x132).
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Fig. 2. Ki-1-positive cells in the ly

rangement did not reveal either the T cell or B cell origin of
the Ki-1+ tumor cells of the lymph node. We could not
perform similar studies in the MR lesion.

Although he received chemotherapy consisting of cy-
clophosphamide 600 mg, doxyrubicin hydrochloride 40 mg
and vincristine sulfate 1.5 mg, no improvement occurred in
the inguinal lymphadenopathy, leg swelling or the fever.
Alfter three trials, mitoxantrone hydrochloride 10 mg was
added to this combined chemotherapy, but without any
benefit and the patient died of acute heart failure 4 months
after admission.

DISCUSSION

Among the associations of malignancy in MR, only 3
cases were reported as having leukemic reticuloen-
dotheliosis (7), atypical chronic myeloid leukemia
(8), or acute reticulosis (9). Thus the present patient
is the first published case in which Ki-1 lymphoma
developed apart from those associated with carci-
noma. The exact pathomechanism for the devel-
opment of Ki-1 lymphoma in the present pediatric
case of MR is not clear. The effect of the preceding
therapy such as cyclosporine that had been adminis-
tered for only 2 months is also not apparent. Immu-
nohistologically, the present case showed dominant
helper T cell and macrophage infiltration in both the
dermal and the synovial lesions and HLA-DR ex-
pression by the keratinocytes in the overrlying epi-
dermis of the lesional skin (6). Although the macro-
phages in the MR lesions of the skin and synovium
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evidenced lysozyme positivity, the large tumor cells
occupying the lymph node differed from them be-
cause of negative lysozyme reactivity.

We did not dare to trace the origin of the Ki-1
lymphoma to the sclerosing MR lesion involving the
leg on the same side by performing DNA-recombi-
nation analysis, because we had already obtained
negative results with this method in the tumor tissue.
However, we believe that the protracted infiltration
of dense helper T cells and macrophages in the MR
lesions played an important role in the tumorigenesis
of the Ki-1 lymphoma in the regional lymph node.
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