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INTRODUCTION

This fascinating disorder is also known as
sinus histiocytosis with massive lymphadenopathy
(SHML). The most common presentation is massive
painless bilateral lymphadenopathy with fever. The
disease has a predilection for blacks. In few cases
extranodal areas may be involved. Importance of this
disease is its capacity to simulate a malignant process,
both clinically and pathologically. It has a benign
clinical course.

CASE REPORT

A 28 year old male, labourer by occupation
presented in Allied Hospital, Faisalabad with bilateral
cervical lymphadenopathy. He gave a history of fever
for the last 6 months. The fever was low grade. It was
noted off and on with no evening rise. On the basis of
lymphadenopathy, fever and a raised ESR he was put
on anti tuberculous therapy (ATT) which he took for
six months. During this time the fever subsided but the
lymphadenopathy progressively increased.

The patient was re- examined by another
consultant. On examination there was bilateral cervical
lymphadenopathy. These lymph nodes were discrete
and mobile and the overlying skin looked normal in
appearance (Fig 1). There was no history of cough or
sputum production however the patient gives history
of post nasal drip off and on. There was no significant
pallor, hepatosplenomegaly, any other
lymphadenopathy or other positive clinical findings.

The blood complete examination was normal.
Chest X-ray was normal while that of the head and
neck revealed haziness of the paranasal sinuses.
Computerised axial scan (CT) of the neck showed
bilateral massive lymphadenopathy of significant size.
No bony lesion was seen. Magnetic resonance imaging
(MRI) was also done. It showed a soft tissue density
mass present in all groups of paranasal sinuses
including the nasal cavity. The nasal septa were
thinned out and eroded but no frank destruction was
noted in these bones.

Because of these findings a cervical lymph
node biopsy was done and sent for histopathology. The
specimen was received in 10% formalin. The lymph
node measured 2.5x1.0x1.0 cm and weighed one gram.
The cut surface was grey white and homogenous. The
whole specimen was submitted totally in 3 blocks
which were stained with hematoxylin and eosin. The
histological section showed partially maintained
nodal architecture. The predominant finding was of
moderate to marked histiocytic proliferation. The
sinuses revealed pronounced dilatation and were
filled with many foamy histiocytes which had round
to oval nuclei (Fig 2). No folding or irregularity of the
nuclei was seen. The cytoplasm was abundant and
revealed engulfed neutrophils and lymphocytes
(emperiopoesis). Mitosis were present. Reed Sternberg,
lacunar, popcorn or any other atypical cells suggestive
of haemato-lymphoid malignancy were not seen. No
granulomas, necrosis or any tumour deposits were
seen. Immuno-histochemistry was done and showed
that S-100 was positive in the histiocytes. On this basis
a diagnosis of sinus histiocytosis with massive
lymphadenopathy (SHML) (Rosai Dorfman’s disease)
was made.

Following this fine needle aspiration cytology
(FNAC) from the other lymph nodes was also done
and the slides stained with Giemsa stain. These
revealed many foamy histeocytes with round to oval
nuclei and abundant foamy cytoplasm. Some of these
histeocytes showed emperio poesis (Fig 3). These cells
were seen lying in a background of mature
lymphocytes and plasma cells.

The patient was referred to the oncology
department from where he was referred to the medical
unit. He was started on prednisolone but the
lymphadenopathy increased markedly and the patient
started having hypertension. He was then tapered off
from prednisolone. The size of the lymph nodes which
had increased previously started to reduce after drug
withdrawl. The patient only had nasal symptoms after
this for which he consulted the ENT specialist. Uptil
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now he is not any drugs and takes only symptomatic
treatment for the post nasal drip. The size of the lymph
nodes is static.

DISCUSSION

The synonyms are sinus histiocytosis with
massive lymphadenopathy (SHML) and Destombes —
Rosai Dorfman’s disease. It is a very rare disorder.
Probably less than a thousand cases are reported in
literature [1]. The aetiology and pathogenesis of this
multisystem disorder are unknown but are thought to
represent a reactive histeocytic process to an infective
agent rather than a neoplastic or other primary
condition [2]. The most likely etiological agent is
thought to be HHV-8 but this organism is so
commonly present in the lymphoid tissue that its role
is doubted [3]. Another etiological agent is stimulation
of monocyte/ macrophages via macrophage colony
stimulating factor (M-CSF) leading to immune
suppressive macrophages [4]. Persistent painless
lymphadenopathy due to expansion of sinuses
infiltrated with benign histeocytes and plasma cells is
the characteristic feature of SHML. [5]

SHML registry was initiated in the department
of Pathology at Yale University School of Medicine.
Drs Foucar, Rosai and Dorfman reviewed 423 cases of
SHML and entered them in a registry with special
emphasis on the extranodal manifestation of the
disease. Most common extranodal sites involved are
eyes, ocular adenexae, head and neck, upper
respiratory tract, skin, subcutaneous tissue, bone,
skeletal muscles, CNS, GIT, salivary gland, gut,
thyroid, breast, liver, kidney, heart, cervix etc [6].

Most cases of SHML occur during first or
second decade of life. The present case was diagnosed
at the age of 28 years however any age group can be
affected [7]. The most commonly involved site is the
cervical lymph nodes. Extranodal involvement occurs
in 30-40 % of the cases most often in the head and
neck [8].

Rarely patients with SHML also have
malignant lymphoma usually involving anatomic sites
different from those involved by SHML [9]. Other
common neoplasms associated with SHML are NHL,
myeloma, melanoma, papillary carcinoma thyroid and
immature teratoma of the ovary [10,11]. An
exceptional case of Rosai Dorfman’s disease was seen
in a 60 year old Japanese where it was seen arising
from the meninges [12]. Another unusual presentation
is bilateral periorbital swellings which were painless

and progressively increased in size in a 12 year old
boy [13]. Agarwal A et al reported a study of seven
cases (5 nodal and 2 extranodal) with a detailed follow
up of 5 patients. Out of these 5 patients 4 had a stable
course while 1 developed histiocytic sarcoma after a
gap of 4 years [14].

In addition to emperiopoesis
(lymphophagocytosis) reactivity for S 100 and CD 68
and non reactivity for CD la immune-staining are
characteristic features of this histioproliferative disease
[15].

CONCLUSION

SHML is a rare disorder affecting any age
group  commonly  presenting  as painless
lymphadenopathy. The histiocytes are positive for CD
68 and S100 protein. The course of the disease varies.
Mostly the lymph nodes regress on their own, however
reports are available in which radiotherapy,
chemotherapy or surgical debulking is done and found
to be effective treatment.

REFERENCES

1. Paulli M, Bergamaschi G, Tonon L, Viglio A,
Rosso R, Facchetti F, Geerts ML, Magrini U,
Cazzola ME. Evidence for a polyclonal nature of
the cell infiltrate in sinus histiocytosis with
massive  lymphadenopathy  (Rosai-Dorfman
disease). Br J Haematol 1995 Oct;91(2):415-8.

2. Grabczynska SA, Toh CT, Francis N, Costello C,
Bunker CB. Rosai-Dorfman disease complicated
by autoimmune haemolytic anaemia: case report
and review of a multisystem disease with
cutaneous infiltrates. Br J Dermatol 2001
Aug;145(2):323-6

3. Levine PH, Jahan N, Murari P, Manak M, Jaffe ES.
Detection of human herpes virus 6 in tissues
involved by sinus histeocytosis with massive
lymphadenopathy (Rosai Dorfman’s disease) J
Infect Dis 1992; 166(2):291-95.

4. Middel P, Hemmerlein B, Fayyazi A , Kaboth U,
Radzun HJ. Sinus histeocytosis with massive
lymphadenopathy: evidence for its relationship to
macrophages and for cytokine related disorder.
Histopathology 1999;35(6):523-33

5. Foucar E, Rosai J, Dorfman R. Sinus histeocytosis
with massive lymphadenopathy (Rosai- Dorfman
disease): review of the entity. Semin Diagn Pathol
1990; 7(1):19-73

A.P.M.C Vol: 2 No.1 January 2008

66



10.

11.

12.

13.

14.

15.

Lauwers GY, Perez-Atayde A, Dorfman RF, Rosai
J. The digestive system manifestation of Rosai-
Dorfman disease (sinus histeocytosis with massive
lymphadenopathy): review of 11 cases. Hum
Pathol 2000; 31(3):380-85.

Wright DH, Richards DB. Sinus histeocytosis
with  massive lymphadenopathy (Rosai —
Dorfman’s disease: report of a case with
widespread nodal and extranodal diseemination.
Histopathology 1981; 5(6):697-709

Perry BP, Gregg CM, Myers S, Lilly S, Mann KP,
Prieto V. Rosai-Dorfman disease (extranodal sinus
histiocytosis) in a patient with HIV. Ear Nose
Throat J 1998 Oct;77(10):855-8

Lu D, Estalilla OC, Manning JT Jr, Medeiros LJ.
Sinus histiocytosis with massive lymphadenopathy
and malignant lymphoma involving the same
lymph node: a report of four cases and review of
the literature. Mod Pathol 2000 Apr; 13(4): 414-9
Lopes LF, Bacchi MM, Coellho KlI, Filho AA,
Bacchi CE. Emperiopoesis in a case of B cell
lymphoma: a rare phenomenon outside of Rosai —
Dorfman’s disease. Ann Diagn Pathol 2003;7:310-3
Wetzler SB, Gagnon GA, Williams HJ,
Pathological quiz case: a 15 year old adolescent
boy with a groin mass present for 18 months. Arch
Pathol Lab Med 2002; 127(5):251-52

Sakai K, Koike G, Seguchi K, Nakazato._Sinus
histiocytosis with massive lymphadenopathy: a
case of multiple dural involvements. Brain Tumor
Pathol 1998;15(2):63-9

Mazhar E, Rahman N, Qureshi H, Bahar F, Zakai
A, Rahman A, Hashmi KZ. Rosai Dorfman
disease. J Coll Physicians Surg Pak. 2004 Mar;
14(3):183-4.

Agarwal A, Pathak S, Gujral S. Sinus histiocytosis
with massive lymphadenopathy- a review of seven
cases. Indian J Pathol Microbiol 2006; 49(4):509-
15

Ahsan SF, Madgy DN, Poulik. Otolaryngologic
manifestations of Rosai- Dorfman Disease. Int J
Pediatr Otorhinolaryngol 2001 Jul 2; 59(3):221-7.

Figure 1
Cervical Lymphadenopathy

Figure 2
H/E stain showing marked sinus histiocytosis
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Figure 3
Fine needle aspiration cytology showing
Emperiopoesis
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