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Abstract

Background: Multicentric reticulohistiocytosis (MRH) is a rare histiocytic proliferative disorder involving skin, mucosa and joints. Diagnosis
is confirmed by histopathological examination.

Case Report: A 45 year old patient presented with non-pruritic papules over the body and multiple joint pains. Histopathologically, the lesion
was composed of oncocytic macrophages and multinucleate giant cells with abundant, eosinophilic and granular cytoplasm with ground glass
appearance. Immunohistochemical expression for CD-68 and S-100 was seen .

Conclusion: We describe a case of MRH along with brief review of literature with unusual immunohistochemical expression of S-100
protein which is reported negative in majority of previously presented cases, however CD68 positivity confirmed the non-langerhans cell
origin.
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Introduction

Multicentric  reticulohistiocytosis (MRH) is a rare
histiocytic proliferative disorder of unknown etiology
usually manifesting as skin nodules and progressive arthritis.
Although first described by Caro and Senear [1] in 1952 as
“reticulohistiocytic granuloma”, the term MRH was first given
by Goltz and Laymon [2] in 1954 because of its multifocal
origin and systemic involvement. Characterstically, MRH
presents with papulo-nodular skin eruptions with a predilection
for hands and destructive, deforming, symmetrical polyarthritis
[3]. The diagnosis is confirmed histologically by the presence
of infiltrative histiocytic multinucleated giant cell with
eosinophilic, ground glass cytoplasm [4] which stain positive
for Periodic-acid Schiff. Immunohistochemistry (IHC) reveals
positivity for markers of monocyte or macrophage origin [5].
There is no consistently effective treatment established [6],
however systemic steroids and cytotoxic drugs are tried with
variable success. We report this case for its rarity, striking
skin lesions and minimal joint involvement and the unusual
expression of S-100.

Case Report
A 45 year old man came to the OPD with the complaints of
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asymptomatic skin-colored, non-pruritic papules over face and
body for two and half months. Lesion started over the forehead,
progressively increased in number and size to involve the scalp,
face, trunk and lower limb. Patient also complained of multiple
joint pains involving the knee, shoulder, elbow and hip joint.
He was treated with oral steroids and parenteral antibiotics
by a local doctor but did not show improvement. Cutaneous
examination showed multiple skin colored to reddish, firm
papules sized 2-5 mm over the scalp, face, trunk, dorsal aspect
of palms and legs (Fig. 1).

Oral cavity showed linear hyperpigmented macules over upper
and lower lip. Palms, soles and genitals were spared. There was
no joint deformity. Routine biochemical and hematological
investigations were normal. ESR was 44mm of Hg at the end
of one hr. Histopathology of skin biopsy showed thinned out
epidermis overlying a lesion in dermis composed of oncocytic
macrophages, few multinucleate giant cells with abundant,
eosinophilic, finely granular cytoplasm with ground glass
appearance along with diffuse mixed inflammatory infiltrate
(Fig. 2).

The oncocytic macrophages were positive for periodic acid-
Schiff stain. IHC showed positivity for CD68 and S-100 (Figs
3,4).
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On further evaluation lipid profile, C-reactive protein,
rheumatoid factor, ANA profile, chest X-ray, ultrasound
abdomen, gastroscopy and bone marrow examination were
normal. A diagnosis of MRH was given. Patient was put on

Figure 1. Multiple firm non-pruritic papules over the
forehead.
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Figure 3. CD-68 positivity establishing non-langerhans cell
origin. (x 200)

Discussion

Histiocytosis is broadly classified into type I- langerhans
cell histiocytosis, type Ila- histiocytes involving cells of dermal
dendrocyte lineage, type IIb- histiocytes involving cells other
than langerhans cell and dermal dendrocytes, and type III-
malignant histiocytic disorders [7].
MRH also known as lipoid dermatoarthritis, lipoid rheumatism
and giant cell reticulohistiocytosis is a rare systemic disease of
unknown etiology [4,8]. Less than 200 cases have been reported
in literature [3]. MRH is proliferative disease, because of its
rarity and the absence of any infectious agents, possibility of
individual predisposition was considered [9]. MRH has a
worldwide distribution with female predominance (60-75 %).
It usually begins during the fourth decade of life and presents
with polyarthritis (50% of cases), cutaneous lesions (25%) or

Methotrexate, Hydrochloroquin and Folic acid. He responded
well to the treatment and the skin lesions regressed. Patient was
on regular follow up.
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Figure 2. Multinucleate giant cells, oncocytic macrophages,
with ground glass appearance. (H&E)
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Figure 4. S-100 positivity in oncocytic macrophages. (x 200)

concurrent arthritis and skin manifestations (25%) [3]. MRH
is characterized by proliferation of resident mononuclear
phagocytes other than langerhans cells which may be due to the
release of monokines, cytokines and other secretory products by
unregulated macrophage activation, causing pro-inflammatory
actions [8].

Characterstic skin lesions are non-pruritic nodules, commonly
seen on the extremities. On the face, these papules may coalesce
producing leonine facies. Many small papules along the nail
fold create the “coral bead” sign [10]. The polyarthritis may be
mild or severe. It may be mutilating, especially on the hands,
through destruction of articular cartilage and subarticular bone.
The disease tends to wax and wane over years with mutilating
arthritis and disfigurement [10].
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This case is unique as there was minimal joint involvement.
Mucosal surfaces are involved in about 50% cases.
Oropharyngeal, nasal mucosa and tongue are most commonly
affected [5]. Our patient showed mucosal involvement. MRH
can also involve muscles, tendon sheaths, lymph nodes, bone
marrow, eyes, salivary glands, larynx and thyroid6. It is found
to be associated with diabetes (6%), hypothyroidism (6%),
Sjogren’s syndrome, primary biliary cirrhosis, tuberculosis
(6%), pregnancy and malignancy in 25% of cases [3,6]. It has
been proposed that MRH may be similar to a paraneoplastic
syndrome [ 11] and may be the presenting feature of an undetected
malignancy [12]. Our patient showed involvement of skin,
mucosa and minimal joint involvement. No underlying disease
or malignancy was detected. Radiology of bone lesions in MRH
shows bilateral symmetric joint involvement with predeliction
for metacarpophalangeal and interphalangeal joints. Bony
destruction is disproportionate compared to articular cartilage
loss [6]. Osteoporosis and periosteal new bone formation is
absent, differentiating it from other inflammatory arthritis [8].
However this case did not show any joint deformity. Diagnosis of
MRH is made on histology with the lesion showing presence of
numerous multinucleate giant cells and oncocytic macrophages
with abundant eosinophilic, finely granular cytoplasm with
ground glass appearance. Older lesions show giant cells and
fibrosis [10]. The histiocytic multinucleated giant cells contain
diastase-resistant, periodic acid Schiff (PAS)-reactive material
suggesting a polysaccharide component other than glycogen
or acid mucopolysaccharide [13]. IHC of these cells shows a
monocyte and macrophage origin and stain positive for CD68,
HAMS56, Mac387, alpha 1-antitrypsin, CD11b, CD11c, CD14
and CDI15. S-100 and CDla are negative and hence support
a non-langerhans cell histiocytic origin [8]. Our case showed
positivity for PAS-DR, CD-68 and was interestingly positive
for S-100 as well. This is also been described by Miettinen and
Fetsch [14] as focal expression in a few cases in a series of 44
biopsies and by few others [15-17]. According to Sidoroff et
al. [18] generalized eruptive histiocytoma seems to be an early
indeterminate stage of various non-X histiocytic syndromes.
Presently it is difficult to assess if S-100 positivity can help
in establishing the definitive diagnosis of MRH. However in
this patient diagnosis of MRH was based on other pronounced
histological and clinical features.

Clinically, differential diagnosis of MRH includes lepromatous
leprosy, sarcoidosis, xanthomatosis, histiocytosis X, juvenile
and adult xanthogranuloma, generalized eruptive histiocytoma,
familial histiocytic dermatoarthritis, and neurofibromatosis.
The presence of skin lesions with erosive arthritis differentiates
MRH from these diseases. The characterstic histological picture
along with THC helps in confirming the diagnosis. Xanthalesma
is associated in one third of patients with MRH and can be
confused with familial dyslipidemia, the papulo-nodules can
be mistaken for xanthomas, however, lipid profile helps in the
differentiation. Lepromatous leprosy presenting with nodular
lesions can be differentiated by slit skin smear examination and
skin biopsy [8]. Radiologically, MRH can be differentiated from
rheumatoid arthritis by the absence of periarticular osteoporosis
and early joint space loss. Also rapidly destructive arthritis
with joint deformities, characteristic skin lesions and a negative
rheumatoid factor helps in differentiation [3]. A case of MRH
with positive anticyclic citrullinated antibodies in described by
Chauhan A et al. [11]. Our patient was negative for rheumatoid
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factor and ANA profile was within normal limits.

Although MRH can spontaneously resolve in 5-10 years [11]
the natural course of the disease may result in severe destructive
arthropathy and disfiguring cutaneous lesions [19]. There is
no effective treatment for MRH. Several treatment regimens
have been tried but the efficacy is difficult to assess due to
disease fluctuations and spontaneous remissions [3]. Systemic
steroids, cytotoxic drugs like cyclophosphamide, chlorambucil,
methotrexate, etanercept and infliximab, biphosphonates like
alendronate and zolidronate are reported to be effective [6]. In
our case Methotrexate was given and skin lesions were regressed
and the patient responded well.

Conclussion

MRH is a rare histiocytic proliferative disorder of unknown
etiology with characteristic clinical features. It may be associated
with systemic diseases or underlying malignancy. Diagnosis is
confirmed on histopathological examination with characterstic
oncocytic macrophages with abundant, eoisinophilic, ground
glass cytoplasm staining positive for PAS-DR and CD-68. Some
cases are reported to show positivity for S-100 protein. Further
studies are required to establish the utility of S-100 positivity in
establishing the diagnosis. MRH resolves spontaneously but can
result in destructive arthropathy and disfigurement.

REFERENCES

1. Caro MR, Senear FE. Reticulohistiocytoma of the skin. AMA Arch
Derm Syphilol. 1952;65:701-13.

2. Goltz RW, Laymon CW. Multicentric reticulohistiocytosis of the
skin and synovia: reticulohistiocytoma or ganglioneuroma. AMA
Arch Derm Syphilol. 1954;69:717-31.

3. Rezaieyazdi Z, Sandooghi M, Torghabe HM, Derhami A.
Multicentric reticulohistiocytosis: A case report. Acta Med Iran.
2005;43:372-76.

4. Wahiduzzaman M, Pubalan M, Elena EMT. Multicentric
reticulohistiocytosis resembling dermatocytosis: A report of a case
and literature review. Egyptian Dermatol Online J. 2009;5:14.

5. Nassur R. Multicentric Reticulohistiocytosis: The Course of a
Rare Disease. Meds 2006.

6. Kaul A, Tolat SN, Belgaumkar V, Mha CB. Multicentric
reticulohistiocytosis. Indian J Dermatol Venereol Leprol.
2010;76:404-7.

7. Sharath Kumar BC, Nandini AS, Niveditha SR, Gopal MG, Reeti.
Generalized eruptive histiocytosis mimicking leprosy. Indian J
Dermatol Venereol Leprol. 2011;77:498-502.

8. Boon BF. Multicentric reticulohistiocytosis in a Malaysian
Chinese lady: A case report and review of literature. Dermatol Online
J.2009;15:1.

9. Luz FB, Gasper NK, Gasper AP, Carneiro S, Ramos-e-Silva M.
Multicentric reticulohistiocytosis: a proliferation of macrophages
with tropism for skin and joints. Skinmed. 2007;6:227-33.

10. Burgdorf WHC, Zelger B. The Histiocytosis. In: Lever’s
Histopathology of the Skin (Elder DE, Elenitsas R, Johnson Jr.
BL, Murphy GF, eds), 9th edn: Lippincott Williams & Wilkins
Publications. 2005;681-703.

11. Chauhan A, Mikulik Z, Hackshaw KV. Multicentric
reticulohistiocytosis with positive anticyclic citrullinated antibodies.
J Nat Med Associat. 2007;99:678-80.

12. Tirumalae R, Raut P, Jayaseelan E, Shet A, Devi S, Kumar KR.
Paraneoplastic multicentric reticulohistiocytosis: a clinicopathologic
challenge. Indian J Dermatol Venereol Leprol. 2011;77:318-20.



13. Gorman JD, Danning C, Schumacher HR, Klippel JH,
Davis JC. Multicentric reticulohistiocytosis: case report with
immunohistochemical analysis and literature review. Arthritis
Rheumat. 2000;43:930-38.

14. Miettinen M, Fetsch JF. Reticulohistiocytoma (solitary epithelioid
histiocytoma): a clinicopathologic and immunohistochemical study
of 44 cases. Am J Surg Pathol. 2006;30:521-28.

15. Bialynicki-Birula R, Sebastian-Rusin A, Maj J, Wozniak Z,
Baran E, Dziegiel P. Multicentric Reticulohistiocytosis with S100
Protein Positive Staining: A Case Report. Acta Dermatovenerol
Croat. 2010;18:35-7.

16. Perrin C, Lacour JP, Michiels JF, Flory P, Ziegler G, Ortonne
JP. Multicentric Reticulohistiocytosis: Immunohistological and
Ultrastructural Study: A Pathology of Dendritic Cell Lineage. Am J
Dermatopathol. 1992;14:418-25.

17. Weber L, Hesse G, Feller A. Multicenter skin tumor of the
interdigitating dendritic cell. Hautarzt. 1988;39:28-33.

18. Sidoroff A, Zelger B, Steiner H, Smith N. Indeterminate cell
histiocytosis- a clinicopathological entity with features of both X-
and non-X histiocytosis. Br J Dermatol. 1996;134:525-32.

19. Trotta F, Castellino G, Lo Monaco A. Multicentric
reticulohistiocytosis. Best Pract Res Clin Rheumatol. 2004;18;759-
72.

Copyright by Manna Valiathan, et al. This is an open access article distributed under the terms of the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

© Our Dermatol Online 4.2014 415



