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Case Report

Multicentric Reticulohistiocytosis - A Rare Clinicopathological Entity
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INTRODUCTION

This is a rare case report of a thirty-eight-year-old male who presented with multiple
asymptomatic hyper-pigmented papulonodular lesions on the face for the past two
years without the association of pain or pruritus and with restriction of elbow
movements. The diagnosis of multicentric reticulohistiocytosis was made on
histopathological findings of Touton type of giant cells and sheets of foamy
histiocytes along with immunohistochemistry (IHC) studies. Workup was done for
other associated diseases.

Multicentric reticulohistiocytosis (MRH) is also known as lipoid dermatitis,! a
rare disease which is characterised by the presence of extensive papulonodular
cutaneous eruptions and severe, sometimes destructive arthropathy, followed by
eruption of the skin and mucous membrane lesion.23 It's a rare idiopathic non-
Langerhans cell histiocytosis.# This disorder is characterised by predominant
cutaneous manifestation and joint involvements. The lesions may show regression
and recurrence, many case studies show an association of this lesion with internal
malignancies, autoimmune diseases, hyperlipidaemias, and tuberculosis.>¢ Few cases
have shown musculoskeletal involvement with features such as myositis.

The disease was described initially as reticulocytosis granuloma in 1952 by Caro
and Senear, later the term was coined by Goltz and Laymon as multicentric
reticulohistiocytosis in 1954.4 It is also known by different names such as giant cell
histiocytosis, lipoid dermato-arthritis, lipoid-rheumatism and reticulohistiocytosis
granuloma. The disease incidence is very low worldwide, less than 200 cases have
been reported in literature and reports from India are limited.
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‘ PRESENTATION OF CASE

A 38-year-old male patient presented to the outpatient
department with multiple asymptomatic hyper-pigmented
papulonodular lesions of two years duration, below the eyes
which gradually increased in size. There was no association of
pain or pruritus. The patient also had complaints of left elbow
pain with restricted movements, history of small, raised skin-
coloured lesions over the lower back. There was no history of
weight loss or loss of appetite, and the patient was stable
without any other complaints.

.

Xroy of left elbow showing destructive
arthropathy.
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Clinical examination of the patient, revealed multiple
discrete, confluent papule, confluent plaques, nodules
predominantly with soft firm and hard areas over eyelids
extending to the forehead (figure 1), inferiorly to cheeks and
medially to nose involving nasolabial fold, upper lip, lower lip
and chin (figure 2). X-ray of the left elbow showed a lytic lesion
in the trochlear area (figure 3). Routine blood investigations
did not reveal any significant abnormality.
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Histopathology of skin lesions showed a good number of
Touton type of multinucleated giant cells (400x, Figure 4),
sheets of foamy histiocytes (400x, Figure 5 & 6) and,
immunohistochemical studies showed the cells to be positive
for vimentin and LCA (400x, Figure 7), S100 and CD1a were
found to be negative.

DISCUSSION

The exact etiopathogenesis of the condition is not understood,
although with available literature it is believed to be, due to the
increased levels of inflammatory cytokines like TNF-q, IL-1, 6
and 12 by unregulated activation by macrophages.2 The
cardinal symptoms of this condition are mainly those of joint
and skin.” Studies show that it can be present in 45 % of the
patients as a sole symptom, skin symptoms manifest in 30 %
of patients.” Inflammatory joint disease is usually a frequent
presenting symptom. Arthropathy usually precedes skin
lesions in 50 %, skin lesions may precede in 25 % cases or both
concurrently in 25 %.1

The joint manifestations include diffuse symmetric,
progressive, and destructive polyarthritis affecting
interphalangeal joints mainly distal interphalangeal joints in
75 %, followed by other joints like knees, wrists, shoulder, and
elbows. This may progress to debilitating arthritis mutilans.38
In females, it most commonly presents in the fifth or sixth
decade with symmetrical polyarthritis which progresses to
destructive arthropathy. And two other studies by, Conaghan
et al. and Tsubamoto et al. have studied the MRH with
symptoms of pre-eclampsia. 9

Involvement of the interphalangeal joints result in a
shortening and telescoping of digits known as the “opera-glass
hand.” This may also present as other forms of arthritis, such
as psoriatic and rheumatoid arthritis, but MRH has the
potential to turn into the most rapidly destructive forms of
arthritis.’® MRH synovial fluid contains numerous
macrophages that are capable of differentiating into
osteoclasts by the RANKL signalling pathway.1! Cutaneous
manifestation usually presents as multiple erythematous to
brown papulonodular lesions which may coalesce to form
plaques mainly seen over ears, nose, dorsal aspect of hands
and trunk. The appearance of papules in the periungual region
is described as “Coral beads”.8 Constitutional symptoms like
fever, malaise, weakness, weight loss, anorexia may be
present, and disease can involve multiple organ systems
including cardiac and skeletal muscle, pleura and gastro-
intestinal system.6.12

This condition may show features of rheumatoid arthritis
and dermatomyositis. Millar et al. reported a suspected case
with rheumatoid arthritis, weakly positive for rheumatoid
factor, presenting with skin nodules which proved to be MRH
on histopathology and further investigations showed
association with metastatic large cell carcinoma.l3 Other
differential diagnoses for this condition include histiocytosis X,
familial histiocytic dermato-arthritis, lepromatous leprosy,
adult xanthogranuloma, sarcoidosis, xanthogranulomatosis,
generalised eruptive histiocytoma and neuro-fibromatosis. 14

No evidence of involvement of any causative infectious
organism is reported in its etiopathogenesis.1s
Hyperlipidaemia is reported in 10 - 20 % of cases.15
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Association with autoimmune disease has been found in 5 - 20
% cases® which includes Sjogren’s syndrome, coeliac disease,
primary biliary cirrhosis, systemic sclerosis, systemic lupus
erythematosus, myopathy, diabetes mellitus and
hypothyroidism.68

Xanthelasma and hypercholesterolaemia were recorded in
30 % of patients with multicentric reticulohistiocytosis.16 Even
though there are various assumptions regarding the
paraneoplastic phenomenon, associations have been reported
with malignancies (approximately 25 - 30 %) like carcinoma
of breast, cervix, ovary, stomach, colon, lung, bronchus,
melanoma, lymphoma, leukaemia, and sarcoma.5 Also a case of
thymic carcinoma associated with MRH has been reported.1”

Laboratory investigations frequently show an elevated
level of C-reactive protein, erythrocyte sedimentation rate and
hyperlipidaemia., Radiologic findings include erosion of joints
which are initially circumscribed and later spread from
margins to involve entire joint surface, widening of joint space,
loss of cartilage and resorption of subchondral bone.15
Histological and immunological studies form the main
diagnostic features of MRH. Infiltration of the dermis with
mononuclear and multinucleated giant cells with eosinophilic
“Ground Glass” PAS-positive cytoplasm is typical of MRH.17
Infiltrating cells show positivity for CD 68, lysosome, TRAP,
and human alveolar macrophage -56 (HAM), negative for
$100, CD1a and factor XIIla.! and for LCA and Vimentin.

Prognosis and clinical course are unpredictable, and
disease may recur spontaneously. If not treated it will lead to
debilitating arthropathy and cutaneous scarring.6 No definite
guidelines for the treatment of this condition, exists. Recent
studies with TNF antagonists have shown usefulness in
inducing remission and allowing in reduction of steroid
dosage in refractory cases of MRH.15

Thus, from the above investigations, the present case is
being reported for its rarity and striking clinical and
histopathological features.
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