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Case Report

Erythema, papules, and arthralgia associated with liver
cancer: report of a rare case of multicentric

reticulohistiocytosis
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Abstract: We report a rare case of multicentric reticulohistiocytosis (MRH) associated with liver carcinoma. A 36-year-
old man who had been diagnosed as having liver carcinoma for 2 years presented with a 2-month history of multiple
papulonodules on the face, ears, neck, and upper chest, accompanied by progressive polyarthralgia of the hands,
wrists, elbows and knee joints without fever or chills. Skin histology revealed well defined dermal infiltrate consisting
of multinucleated giant cells and macrophages having abundant eosinophilic finely granular cytoplasm with ground
glass appearance. Further immunohistochemical studies characterized the lesions as positive for CD68, CD45 and
Vimentin. A diagnosis of MRH that was associated with liver cancer was made. Treatment with prednisolone for 2
months resulted in a significant improvement of the skin and joint symptoms, but was discontinued due to his sig-
nificant enlargement and extensive metastases of the liver carcinoma.
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Introduction

Multicentric reticulohistiocytosis (MRH) is a
rare multisystem syndrome featured by polyar-
thritis, skin papules and nodules with typical
dermal infiltration of histiocytes and multinu-
cleated giant cells. The skin, tendon sheath,
synovium, bone, liver, salivary gland, kidney,
lymph node, heart and lung could be involved in
MRH, and that an association with hyperlipid-
emia (30-58%), a positive skin tuberculin test
(12-50%), systemic vasculitis and autoimmune
disease has been described [1].

Importantly, MRH is also clinically associated
with a variety of underlying internal malignan-
cies. Such an association has been document-
ed in up to 28% of all reported cases in the lit-
erature, typically being bronchial, breast, stom-
ach, and cervical carcinomas [2]. Here, we
report a case of MRH which occurred 2 years
after definite diagnosis of liver carcinoma, high-
lighting the association of MRH with malignant
disease.

Case report

A 36-year-old male presented with multiple
papulonodules on the face, ears, neck, and

upper chest for 2 months. The patient denied
any history of photosensitivity, but complained
progressive polyarthralgia of the hands, wrists,
elbows and knee joints without accompanying
fever or chills. The skin lesions were erythema-
tous, glistening, dome-shaped, asymptomatic
and non-tender, varying from 1 mm to 5 mm in
diameter, with a tendency to grouping (Figure
1). The surrounding skin and oral mucosa were
normal. X-ray of the pained joints was unre-
markable. The patient had a 15-year history
of hepatitis B. He also had a 2-year history
of hepatocellular carcinoma and had under-
gone transcatheter arterial ehemoembolization
(TACE) chemotherapy for 11 times, during which
the serum level of alpha fetal protein (AFP) was
always above 50,000 ng/ml. Pulmonary metas-
tases were also detected in his last examina-
tion 3 months ago (current staging TAN1M1).

As cutaneous paraneoplastic symdromes, cuta-
neous bacterial infections, deep cutaneous fun-
gal infections, and cutaneous metastases
should be excluded in cancer patients receiving
chemotherapy, a skin biopsy was taken from a
nodule post aurem in this patient. The patho-
logical examination revealed well defined der-
mal infiltrate consisting of multinucleated giant
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Figure 1. The skin lesions post aurem, which were
erythematous, glistening, dome-shaped and non-
tender, varying from 1 mm to 5 mm in diameter, with
a tendency to grouping.

cells and macrophages having abundant eosin-
ophilic finely granular cytoplasm with ground
glass appearance (Figure 2A). Further immu-
nostains characterized the lesions as positive
for CD68, CD45, Vimentin (Figure 2B-D) and
negative for S-100, CD1a, AFP. These features
are consistent with MRH associated with liver
carcinoma. Treatment with a 2-month course of
prednisolone 24 mg per day had excellent
response, his erythematous rash and grouped
papules partially resolved and joint pain gradu-
ally improved. However, due to the presence of
active hepatitis B (HBV DNA copies 0.22x10°%/
ml blood), enlargement and extensive metasta-
ses of the tumor (Figure 3), the patient was
forced to discontinue this medication according
to oncologist’'s advice and was lost for follow-

up.

Discussion

MRH is very rare; fewer than 300 cases have
been reported worldwide. It has few other na-
mes as lipoid dermatoarthritis, giant cell histio-
cytoma, reticulohistiocytic granuloma. MRH is
a multisystem, granulomatous, non-Langer-
hans cell histiocytosis in which skin, mucosa,
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joints and any internal organs can be involved,
characterized most frequently by disfiguring
cutaneous papulonodules and destructive
polyarthritis [1, 2]. Initial clinical manifestations
include polyarthritis in 40-50% of cases, skin
rash in 25-30%, and in the remainder of cases
articular and cutaneous features present simul-
taneously [2]. The typical cutaneous manifesta-
tions consist of non-pruritic, flesh colored to
reddish brown yellow papules and nodules that
may be developed anywhere in the body with a
predilection for face, hands and around joints
[1, 2]. The contribution of Kébner’'s phenome-
non to the development of skin lesions some-
times could be observed in MRH [3].

The diagnosis of MRH mainly depends on histo-
pathology of the cutaneous nodules and/or
synovial membrane by the presence of CD68-
positive histiocytes and multinucleated giant
cells with an eosinophilic ground-glass cyto-
plasm [2, 4]. Differential diagnosis of the cuta-
neous lesions includes dermatomyositis, lepro-
matous leprosy, sarcoidosis, xanthomatosis,
histiocytosis X, juvenile and adult xanthogranu-
loma, generalized eruptive histiocytoma, famil-
ial histiocytic dermatoarthritis and neurofibro-
matosis [1]. The presence of prominent skin
manifestations with erosive arthritis usually dif-
ferentiates MRH from other diseases.

The onset of MRH is usually insidious and most-
ly of uncertain etiology. Elevated serum levels
of Thl profile cytokines support the concept
that MRH is a macrophage/monocyte reactive
process where pro-inflammatory cytokines may
be released and account for the systemic symp-
toms [5]. So, abnormal histiocytic reactions to
an undetermined stimulus, possibly an associ-
ated mycobacterial infection, autoimmune or
neoplastic process have been proposed as an
underlying mechanism.

MRH is associated with multiple medical condi-
tions, including hyperlipidemia, tuberculosis,
pregnancy, autoimmune disorders, and internal
malignancy [1, 6]. It is of utmost clinical impor-
tance that about 15-30% of the cases are as-
sociated with a variety of underlying malignan-
cies [1, 4]. The malignancies were most com-
monly hematological, breast or gastrointestinal
tract carcinomas [2]. However, the two diseas-
es do not generally progress in parallel. For
most cases, the onset of malignancy and MRH
occurred within approximately 3 years, and
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Figure 2. A. The histology of a nodule from post aurem revealed multinucleated giant cells and macrophages in the
dermis having eosinophilic cytoplasm with ground glass appearance (H&E staining, original magnification x40, right
down panel x200); B. Immunohistochemical staining of CD68 (DAB, original magnification x200); C. Immunohisto-
chemical staining of CD45 (DAB, original magnification x200); D. Immunohistochemical staining of vimentin (DAB,

original magnification x200).

Figure 3. Significant enlargement and extensive me-
tastases of the liver carcinoma in the patient by CT
scanning.

MRH may precede the onset of cancers [7]. The
cutaneous signs of MRH in our patient occurred
2 years after diagnosis of his liver cancer, while
in another patient, which is the only MRH case
reported to be associated with liver cancer,
they almost happened simultaneously [8]. Tre-
atment of carcinoma can significantly improve
the skin and joint symptoms, for instance, the
cutaneous lesions disappear spontaneously
within several weeks of surgical excision of pri-
mary carcinoma [9]. Thus, the hypothesis that
MRH reflects a true paraneoplastic syndrome is
supported by the frequency of associated neo-
plasm, the remission of the lesions after tumor
treatment and the onset of MRH just prior to
the relapse of the neoplasm [9, 10]. Therefore,
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it appears prudent to carefully evaluate and
monitor patients with MRH, to identify an
underlying malignancy.

MRH is sometimes self-limited, and remission
of the disease has been reported with different
immunosuppressants and biologicals. However,
patients associated with malignancy often
carry a poor prognosis [2].
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