
ABSTRACT

Rosai-Dorfman disease (RDD) is a rare histiocytic 

disorder commonly manifested as histiocytic 

proliferation of lymph nodes and extra nodal 

tissues initially described as a separate entity by 

Rosai and Dorfman under the term sinus 

histiocytosis with massive lymphadenopathy 

(SHML) in 1969. The treatment strategies can be 

variable and based on the severity of disease, 

v i t a l  o r g a n  i n v o l v e m e n t  a n d  p o s s i b l e 

complications.

The first case was a 47 years old female 

present ing wi th  nasa l  obst ruct ion  and 

submandibular lymphadenopathy since few days. 

The second case was a 8 year old girl presented 

with stridor and lymphadenopathy in the 

submandibular region.

In both the cases spontaneous resolution was 

expected and intervention was done only if there 

werecomplications. Patients were followed up 

every three months for two years and both the 

cases have resolved completely without any 

sequelae of the disease.

Here we present two cases of Rosai-Dorfman 

disease presented to our hospital, this case series 

adds to the growing knowledge of Rosai-Dorfman 

d i sease ,  a long  w i th  unders tand ing  o f 

pathophysiology, clinical diagnosis, treatment 

strategies and recovery options in cases where 

complications occurred.

INTRODUCTION 

Rosai-Dorfman disease (RDD) also known as 

s i n u s  h i s t i o c y t o s i s  w i t h  m u l t i p l e 

lymphadenopathy (SHML), is a rare histiocytic 

disorder which involves the over production of a 

type of white blood cell called non-langerhans 

sinus histiocyte.  RDD is an idiopathic disease, but 

some ev idence suggests  tha t  immune 

dysfunction and viral infections, such as Human 

Herpes Virus (HHV), Parvo virus B19, and Epstein-

Barr virus (EBV) may play a role in the 

pathogenesis1-5. However, in vitro hybridization 

studies for EBV encoded RNA have shown the 

RDD histiocytes to be negative6.  Therefore, the 

definitive identity to an infectious agent behind 

RDD remains undetermined.  

The diagnosis of RDD is from its typical 

presentation and histopathological confirmation. 

It is characterized by painless bilateral massive 

multiple lymphadenopathy with frequent extra-

nodal site involvement. A biopsy of the involved 

lymph node and from the involved extra-nodal 

site usually confirms the diagnosis.  The true 

number of RDD cases is not known, although it 

does occur worldwide and seems to affect an 

equal number of males and females. It is most 

commonly seen in the first 10 years of life, but it 

can also occur in adult patients.

The course of RDD is unpredictable with episodes 

of exacerbation and remissions that could last for 

many years. However, the disease is usually self-
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limiting but 5-11% patients die from the disease.  

Treatment is necessary only in those cases in 

which lymph nodes or extra nodal tissue 

enlargement induces important clinical signs, 

such as upper airway obstruction or other vital 

organ compression. When required, the most 

used therapeutic strategies include surgery, 

corticosteroids, chemotherapy and in rare cases 

radiotherapy.

Case 1:  A 47 year old female presented with 

nasal obstruction for one and half years and a 

sudden onset of painless bilateral cervical 

lymphadenopathy in submandibular area for a 

few days. Nasal endoscopy showed a pinkish 

mass in both nasal cavit ies. Computed 

tomography (CT) imaging showed a soft tissue 

shadow in both the nasal cavities extending into 

the choana and left maxillary sinus. The patient 

underwent an ultrasound guided fine needle 

aspiration of the enlarged right submandibular 

lymph node. Histology demonstrated abundant 

histiocytes with emperiolesis on lympho-

phagocytosis and features consistent with RDD. 

Immunohistochemistry demonstrated S100 

(immunostain) positivity which confirmed it as this 

histiocytic disorder.  

After tissue diagnosis we tried a course of 

corticosteroids for two weeks, but it was not 

effective. The self limiting nature of the disease 

was explained to the patient and she was 

followed up every three months. 

After six months, patient came with the 

complaints of blurring of vision and proptosis of 

the right eye associated with exacerbation of 

lymphadenopathy as bilateral cervical lymph 

node enlarged. A repeat CT scan showed a mass 

involving the right orbital apex, ethmoid sinus as 

well as the previously noted left maxillary sinus 

(Fig.1). As the patient was at risk of losing vision, 

due to its involvement of the orbital apex, the 

r ight  orbi ta l  apex was de-compressed 

endoscopically. Post operatively the vision 

improved on right side but the proptosis 

remained. A further course of corticosteroids 

was given for two weeks post operatively but 

t h e r e  w a s  n o  r e s p o n s e  a n d  t h e 

lymphadenopathy persisted without any 

progression. No further deterioration of vision 

occurred but the proptosis remained. After two 

years of follow up from the initial presentation, 

t h e r e  w a s  r e m i s s i o n  o f  t h e  d i s e a s e 

spontaneously and the patient completely 

recovered without any other sequelae (Fig.2). 

There was regression of lymphadenopathy on 

both sides and the proptosis of right eye also 

resolved completely.

Fig. 1 : CT scan-axial view (Non Contrast): 

Showing disease involving the right orbital apex.

Fig. 2: Image at presentation with multiple 

lymphadenopathy and after complete resolution

Case 2: The second case was 8 years old girl 

who presented to our hospital with stridor and 

bilateral cervical lymphadenopathy. Collateral 

history revealed that 6 months back she was 

initially taken to a pediatrics hospital where an 

excision biopsy of enlarged lymph node at level 1 

was done and histopathological examination 

was done. It was reported as tuberculous 

lymphadenitis and started on anti-tuberculous 

therapy but the lymphadenopathy persisted. 

After six months of treatment she developed mild 
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difficulty in breathing initially and within few days 

presented with stridor in our hospital. A flexible 

naso-pharyngo-laryngoscopy examination 

showed a subglottic swelling. As the child was in 

stridor, an emergency tracheostomy done under 

local anesthesia followed by micro laryngeal 

examination and biopsy of the subglottic mass 

carried out under general anesthesia (Fig.3). 

Histopathology of subglottic mass was reported 

as RDD with S100 and CD 63 positivity with CD1a 

negativity in immunohistochemisty which 

confirmed it as the histiocyte disorder, RDD. 

The child was treated with intermittent courses of 

corticosteroids every 4 months for 1 year, but 

there was no response. Counseling of the 

patient's parents was done for self limiting nature 

of disease and wait and watch approach was 

preferred and child was sent home with 

tracheostomy tube in situ. Child was reviewed 

every three months with a lateral soft tissue neck 

X-ray, to monitor for any regression of the 

subglottic swelling. After following the child for 15 

months from the time of tracheotosmy, there was 

sudden regression of lymphadenopathy and 

s u b g l o t t i c  s w e l l i n g .  T h e  c h i l d  w a s 

decannulatedsuccessfully (Fig.4). On follow up 

for 12 months after remission in both patients 

there is no recurrence or sequelae of disease.

Fig.3 : Intraoperative endoscopic image of larynx 

showing subglottic obstructive swelling, taken 

for biopsy

Fig.4 : Image at presentation after emergency 

tracheostomy and after complete resolution with 

scar at tracheostomy site after deccanulation.

DISCUSSION

Rosai-Dorfman disease (RDD) is a rare, 

idiopathic, histiocytic proliferative disorder. It was 

first reported by Juan Rosai and Ronald F 

Dorfman in 19697. The presentation of the 

disease also varies with the site of involvement. 

Commonly it presents with painless massive 

cervical lymphadenopathy but extra-nodal 

involvement has also been documented in 

around 40% of cases, the most common being 

skin followed by upper respiratory tract and 

bone. However RDD also can occur in other sites 

including genitourinary system, lower respiratory 

tract, oral cavity and soft tissue.  Other reported 

specific sites include brain, spine, liver, kidney, 

thyroid, breast, parotid gland, orbit, nasal cavity 

and lungs8. Classically most patients present in 

otherwise good health with symptoms of fever 

a n d  m a s s i v e ,  p a i n l e s s ,  c e r v i c a l 

lymphadenopathy mimicking lymphoma. Patient 

may have night sweats and weight loss. Painless 

maculopapular eruptions also have been 

reported1. 

Emperiopolesis can be found in several 

h a e m a t o l o g i c a l  d i s e a s e s ,  s u c h  a s 

myeloproliferative disorders and lymphoma and 

also in non-malignant disease. This phenomenon 

consists of the engulfment of cells (commonly 

lymphocytes) inside another cell (histiocyte). 

Despite not being a pathognomonic marker for 

RDD it has been considered an important 

indicator of this disease and it was a common 

finding in the pathological lesions of our 

patients9,10,11. An immunohistochemistry 

analysis is also needed to confirm the diagnosis.  

In RDD, histiocytes are strongly positive for S100 

protein and negative for CD1a and variably 

positive for CD6812.

On the basis of l iterature data and our 

experience some points can be stressed, despite 

the variability of treatment approaches reported.  

If RDD lesions are not massive and do not involve 

vital organs, the patient should only be observed. 
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In the case of sudden lymph node enlargement 

with or without fever a corticosteroid course for 

one to two weeks can be tried to limit the 

aggravation of disease. I f  there is any 

complications like vital organ compression or 

other life threatening manifestation due to direct 

nodal or extra-nodal involvement, surgical de-

bulking and or radiotherapy can be performed13.  

So overall, our experience suggests that 

following the patient up for a long duration with a 

wait and watch policy with active intervention 

whenever needed to treat the complications 

should be the treatment of choice.

In our two patients we followed similar criteria 

and had successful outcomes with limited 

morbidity due to disease or treatment and a 

complete remission without any sequelae. We 

are reporting our experience As disease showed 

spontaneous remission with due course of time, 

Wait & Watch should be the treatment of choice 

unless, any complication develops which 

requires active intervention. Apart from this we 

are highlighting in conjunction with literature 

review that after skin, the respiratory tract is also 

a common extra-nodal site for RDD which is 

evident from our two cases involving nose, 

paranasal sinuses and larynx.
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