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ABSTRACT

Rosai Dorfman disease (RDD) is a histiocytic proliferative disorder with massive painless lymphadenopathy that
though is rare yet has been reported more than seldom. Our report aimed to emphasis on a case with multifocal facial
involvement with postsurgical recurrence, which had not yet been reported and an approach to alleviate the patient’s
symptoms and avert a fatal outcome. This study was a case report and literature review. A 19 year old female
presented with swelling involving right sided cheek, periorbital region and bilateral nasal cavity with palatal
perforation for last 6 months. She had a past history of debulking of orbital RDD. Contrast enhanced computed
tomography revealed an extraconal mass of the right orbit and left nasal mass extending to the nasopharynx. Biopsy
taken from the nasal masses showed RDD on histopathology and immunohistochemistry. Though the disease was
self-resolving, this patient required radiotherapy as debulking was not sufficient for its multifocal presentation and

was followed by palatal reconstruction
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INTRODUCTION

RDD also known as sinus histiocytosis with massive
lymphadenopathy is a rare histiocytic proliferative
disorder of unknown etiology. It is characterised by
massive painless lymphadenopathy due to expansion of
sinuses infiltrated with benign non-langerhans histiocytes
and plasma cells.® It was first described by Destombes in
1965 and it was Rosai and Dorfman who published a
paper on sinus histiocytosis with massive lymph-
adenopathy in 1969 and characterised it as a distinct
clinicopathological entity.? It occurs in young adults and
the mean age of diagnosis is 20 years occurring most
commonly in males.>* The patients also present with
fever and leucocytosis. It has predilection for lymph
nodes of the head and neck region. Extranodal
involvement has been found to occur in up to 40% of
patients with the disease. Skin is the most common
extranodal site of involvement. In the face, skin is the
most common structure involved followed by nose,

paranasal sinuses, orbit, salivary glands and rarely
masticator space. Other organs involved are central
nervous system, upper respiratory tract, gastrointestinal
tract, liver and spleen.?® There is no clear known
etiology. Associations with infectious agents and immune
dysfunction have been found. Human herpes virus-6,
parvovirus B19, cytomegalovirus have been speculated to
cause histiocytic proliferation. A study also showed the
association of autoimmune disease with disordered
apoptotic signaling pathway in stimulating histiocytic
proliferation.?3> A recent few studies have shown NRAS,
KRAS, ARAS, MAP2K1 mutations in its origin.” Our
case reported outlays RDD in a 19 year old female with
skin, orbital and nasal involvement with recurrence and
an approach to its management.

CASE REPORT

A 19 year old female presented with swelling involving
right sided cheek and periorbital region for 6 months,
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gradually increasing in size with associated anosmia,
nasal obstruction, epiphora, dysphagia, recurrent fever
and occasional epistaxis. She had a past history of
debulking of right orbital mass 4 years back and swelling
involving right parotid region 1 year back that resolved
with discharge from the lesion. The debulked orbital
mass had findings consistent with RDD on HPE
(histopathological ~ pathogical ~ examination).  On
examination, the skin over the right side of face was
reddish, swollen and non-tender. There was nasal tip
deviation to the left and obliteration of the right
nasolabial fold (Figure 1). She also had bulging of hard
palate more on the right side with palatal perforation.
Visual acuity and other cranial nerve examination were
normal. The patient had no palpable lymph nodes. DNE
(diagnostic nasal endoscopy) showed a swelling
involving the right nasal cavity lined by skin and mucosa
with smooth surface, arising from the lateral nasal wall.
In the left nasal cavity, there was a proliferative growth
involving the inferior turbinate with a gross DNS to the
left (Figure 2). CECT (contrast enhanced computed
tomography) scan of the face and neck showed two
separate enhancing soft tissue densities in both right and
left nasal cavities; the left nasal mass extended into the
nasopharynx compromising nasopharyngeal airway; DNS
to left and pansinusitis (Figure 3). Extraconal
heterogenous soft tissue density was also seen in right
orbit extending to cheek, upper jaw, nasal bridge, upper
and lower eyelids. No cervical lymph node or neck lesion
was noted. Biopsy of the nasal masses were taken by
sublabial incision and sent for HPE and
immunohistochemistry.  HPE  showed  abundant
histiocytes with pale eosinophilic cytoplasm, mildly
atypical round vesicular nuclei with emperipolesis or
lymphophagocytosis. Immunohistochemistry had S100
staining positive. The patient was given a course of
radiotherapy for 2 weeks and had a shrinking of the nasal,
orbital masses and resolution of skin swelling. The
patient was initially kept on feeding jejunostomy to
prevent nasal regurgitation due to palatal perforation and
later underwent palatal flap reconstruction in the
department of plastic surgery. The patient followed up in
the ENT OPD after 6 months of completion of
radiotherapy and showed no recurrence on clinical
examination and DNE.

Figure 1: Clinical picture on presentation.

Figure 2: Diagnostic Nasal Endoscopy showing
proliferative growth involving the inferior turbinate
with a gross DNS to the left.
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Figure 3: CECT of Face and neck.

DISCUSSION

The hallmark of RDD is bilateral lymphadenopathy
mainly involving the cervical region with a few patients
presenting with fever and malaise. Cutaneous RDD is
mainly seen in the head and neck region, more commonly
occurring in females with average age of diagnosis being
45 years.%® Within the head and neck region, nose is the
most commonly affected site. Central nervous system
involvement commonly mimics other central nervous
system tumours.2® Human face is divided into buccal,
infraorbital, mental, nasal, orbital, parotid and zygomatic
regions and comprises of skin, fat pad, muscles, nerves,
vessels, facial bones, eyes, nose, ears, lacrimal glands,
parotids. Having an important role to play in respiration,
smell, speech, hearing, vision and deglutition,
involvement of facial structures especially in multiple is a
matter to consider. Facial RDD most commonly presents
with cutaneous involvement alone, presenting as papules
or knots under the skin to palpable masses with or
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without satellite lesions.>® Nose and paranasal sinuses
involvement presents as nasal obstruction, rhinitis and
epistaxis, anosmia.® When involving the orbital region,
proptosis, restricted eye movement, periorbital edema,
epiphora and diminished visual acuity are common.®1°
Though the reported cases of multifocal RDD have
described lesions involving various parts of the body
nodal, extranodal or both, yet multifocal lesions
involving only the face has not been reported. Recurrence
isn’t unusual. A study in 2011 reported 54.8% cases to
have recurrent, persistent or progressive course.’® A
comprehensive study of all extranodal soft tissue RDD
cases from 1988 to 2011 revealed only one recurrence
post excision. Till date only two postsurgical soft tissue
recurrences have been reported.®® Our case being
multifocal while solely involved facial structures and
recurrent post-excision making it unusual.

The diagnosis was based on histology and
immunohistochemistry. Fine needle aspiration cytology
from the involved lymph node or HPE of the excised
lesion aided in the diagnosis. The most common
histological finding was proliferation of large histiocytes
with abundant pale eosinophilic cytoplasm exhibiting
emperipolesis that is non-destructive phagocytosis of
lymphocytes, erythrocytes, plasma cells within another
cell such as a histiocyte. Immunohistochemistry reveals
positive CD68 and S100.125 Other laboratory findings
include raised erythrocyte  sedimentation rate,
hypergammaglobulinemia.®® Imaging of RDD generally
gave non-specific findings resembling malignant
disease.®

RDD usually resolves spontaneously especially, classic
RDD with lymph node involvement. Only a few require
treatment.>® Steroids are usually used as the first line of
treatment. Oka et al reported that prolonged course of low
dose prednisolone is effective in RDD with skin and
lymph node involvement with respiratory obstruction.!
Radiotherapy has a role in palliation, for preserving vital
organ function in cases orbital, airway and central
nervous system involvement.? Chemotherapeutic agents
like methotrexate, 6-mercaptopurine, cladribine or
vinorelbine plus methotrexate have been found to be
effective in some cases. Interferon treatment has also
been reported.® Surgery is reserved for preserving organ
function or in life threatening situations like
decompressing the head and neck region to maintain
airway patency, to reduce raised intraocular pressure or to
open the paranasal sinuses.” There was no definite
treatment guideline till in a study in 2018, management
algorithm of RDD was proposed. It emphasized on next
generation sequencing for MAPK pathway mutations and
targeted therapy with MEK inhibitor for severe and
refractory cases.” Trametinib, a MEK inhibitor has been
demonstrated to be efficient in many cases irrespective of
molecular profile.’? The case in our report though had a
history of spontaneous resolution of previous lesions,
required radiotherapy as debulking was not appropriate
for the multifocal presentation of the disease and a

surgical reconstruction later. Trametinib, not being
readily available in the oncology department of our
hospital could not be utilised in the treatment.

CONCLUSION

RDD is a rare and interesting disease. The unique
characteristic being emperipolesis. The involvement of
multiple facial structures at the same time without any
lymphadenopathy and recurrence of orbital lesion even
after debulking makes our case the only such case to be
reported.
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