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Case Study
EXTRANODAL ROSAI — DORFMAN DISEASE OF OROPHARYNX: A

RARE DISEASE WITH UNUSUAL SITE OF PRESENTATION

ABSTRACT:

Rosai — Dorfman disease is a rare histiocytic diseahich is most frequently seen in children
and young adults. Extra nodal site of oropharynxaiee. A rare case of extranodal Rosai-
Dorfman of oropharynx is described here involving4year old female who presented with
difficulty in swallowing. Patient underwent incisial biopsy from the growth vallecula and the
diagnosis of Rosai — Dorfman disease was madeerRatias initiated on mercaptopurine and
predinosolone as the general condition of the patas not permeable to undergo any surgical
procedure and radiation therapy. Unfortunately gaient had progressive dysphagia and

expired in between the treatment.
KEY WORDS:
Rosai- Dorfman disease, dysphagia, mercaptopuadetion therapy, chemotherapy, surgery.

INTRODUCTION:

Rosai- dorfman disease is a histiocytic disordeichvis also known as sinus histiocytosis with
massive lymphadenopathylts etiology is unknown, because of its non madign nature
treatment is indicated in only in symptomatic patiseand also in patients with involvement of
vital organs or systemSurgery is the treatment modality of choice in pyomatic patients with
limited /localized disease. Radiation therapy isligated in patients with post surgical

symptomatic residual disease.
CASE REPORT:

A 54 year old lady presented with complaints ofidifity in swallowing since 1 year which was
gradually progressive in nature. Patient also hatbty of fever which was on and off in nature
and not associated with chills and rigors. There alao history of pain abdomen for two months
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which was colicky in nature intermittent, no vaioat in the intensity of pain with food intake.
Patient also gave the history of decreased appatiteweight loss. There was no history of
difficulty in breathing, hoarseness of voice. Hasphistory, medical history, family history and
obstetrics history was insignificant. On generaygtal examination patient was poorly built
and nourished. On local examination of oral caajyhous ulcers present over the dorsum of the
tongue, remaining part of the oral cavity was ndrorainspection and palpation. On palpation
of the oropharynx there was induration felt at biase of the tongue. On indirect laryngoscope
examination ulcerative growth was seen at the lwdsthe tongue which was extending or
involving the vallecular region. There was no aeyvical lymphadenopathy on inspection and
palpation. Systemic examination of the patient wasmal. Patient was non reactive for HIV,
HBsAg (Hepatitis B surface antigen) and Anti HCMibadies by ELISA method. Complete
blood hemogram examination showed the followingultes hemoglobin- 9.2 gm/dL, total
leucocyte count — 7000 cells/ mpmplatelet count-3.0 lakhs/ nfmon peripheral blood film-
dimorphic picture was seen. Renal function tesiglwincluded blood urea — 24mg/dL, serum
creatinine- 0.6mg/dL. Liver function results SGOT#U/L, SGPT- 15 U/L. Ultrasonography of
the abdomen and pelvis showed a cyst of size 1X6drbcm in the lower pole of right kidney,
gall bladder was contracted, and left kidney, li\sgleen and pancreas was normal. On barium
swallow examination there was no irregularities tihe esophagus (no mucosal defect or
irregularity) whereas there was ill defined irregufilling defect was seen at the base of the
tongue (Fig. 1). CECT scan of chest revealed nombalities (Fig.2) whereas CECT scan of
neck revealed supraglottic and glottis edema withany obvious mass lesion seen in
supraglottic and glottis area (Fig.3). Biopsy fréhe growth in the vallecular region showed
stratified squamous mucosa with subepithelial agelpdr soft tissue replaced by collection of
mononucleated and multinucleated cells separatdgnyyhoid cells. On hematoxylin and eosin
staining there was proliferation of histiocytes twlarge vesicular nucleus and abundant light
eosinophilic cytoplasm, some of which have intgthphocytes within their cytoplasm (H&E
200x, 400x) (Fig 4a & 4b). On immunohistochemicaalgsis histiocytes are strongly positive
for S-100 protein (IHC 100x) (Fig. 5) and cytokamapositive in overlying epithelium and
glands and negative in histiocytes (IHC 40x) (/6.

Based on histopathological proof and immunohistoukey profile diagnosis of Rosai-

Dorfman disease was made. Due to the poor generdliton and in view of the high post
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operative surgical morbidity, surgery and radiofipgr was not planned. So ultimately patient
was planned for Prednisolone and Mercaptopurinecdoabemotherapy as a salvage treatment
modality. Dose schedule of chemotherapy regimefiolsvs tablet Mercaptopurine 50mg from
D1- D30 per orally every day and tablet Prednisel@d mg from D1-D5 per orally every day.

Unfortunately the patient had progressive dysphagaexpired in between the treatment.

Fig. 1: On barium swallow examination there wasrregularities in the esophagus (no mucosal
defect or irregularity) whereas there was ill de@irirregular filling defect was seen at the base of

the tongue.
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70 Fig. 3: CECT scan of neck revealed supraglottid glottis edema without any obvious mass

71  lesion seen in supraglottic and glottis area.
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Fig. 4a & 4b: Photomicrograph showing proliferatiof histiocytes with large vesicular nucleus
and abundant light eosinophilic cytoplasm, someloich have intact lymphocytes within their
cytoplasm (H&E 200x, 400x)

Fig. 5: Photomicrograph showing histiocytes arergjly positive for S-100 protein (IHC 100x)
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Fig. 6: Photomicrograph showing cytokeratin pesitin overlying epithelium and glands and

negative in histiocytes (IHC 40x)

DISCUSSION:

Rosai — Dorfman disease is a rare histiocytic disowhich is also known as sinus histiocytosis
with massive lymphadenopathy. Eventhough it wasatdtarized as a distinct clinicopthological

disorder by Rosai and Dorfman in 1968riginally it was described by Destombes in 1965.

Typically the patients with Rosai-Dorfman diseasespnts with fever which was also present in
the patient mentioned in this case, other presentaypes are leukocytosis and non painful
cervical lymphadenopathy. Eventhough the lymph sadehe neck region are most commonly
involved other extranodal sites which include tkanssoft tissue, central nervous system and

less commonly the gastrointestinal system.

Incidence of extranodal diseas is 25% to 43% ofptd, extranodal in some cases may
be associated with lymphadenopath@ther extra nodal sites reported in the literatare
urogenital tract, breast, gastrointestinal trager] pancreas and lungs. Extranodal sites in head
and neck most commonly includes the nasal cavityparotid glandin this case the extranodal
site is vallecula. The various most common extrah@ites according to ascending order of
incidence are skin, nasal cavity, paranasal sinesedid, orbit, bone, salivary gland and central
nervous systerh.

Rosai- Dorfman disease is most commonly seehildren and young adults, majority of
cases are seen in the second and third decadésoéVenthough it is seen in all age groups it is
less in older age group similar to this cadRisease is more common in male sex and also
patients from African descents, in this case thgepawas a female and she is a non African
descent. In Rosai- Dorfman disease the nonmalignant higtescinfiltrates the lymphnodes and
also the extranodal tissue. The hall mark of theease required for the diagnosis is Rosai-
Dorfman disease (RDD) cells which exhibits empdapis, the non destructive phagocytosis of
lymphocytes or erythrocytéd.

1. Workup of patients with suspected RDD includesaifled history and physical
examination, various investigations such as conmtptaenography scans of neck, chest,

abdomen and pelvis for staging and metastatic worKhere is no clear cut indication
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for bone marrow biopsy in all patients. Screeningr fEpstein Barr virus,
cytomegalovirus, Human Herpes Virus — 6 (HHV 6),n#un Herpes Virus-8 (HHV 8),
and Human Immunodeficiency Virus (HIV) are the was laboratory investigations.
Other various investigations includes rheumatoictdia an antinuclear antibody test
(ANCA), immunoglobulins levels, erythrocyte sedirtegion rate (ESR).Fine needle
aspiration cytology is also a useful and relialtt®kfor diagnosis and it can be used as
alternative to biopsy in a selective patients aitelsswhere biopsy is contraindicated.
Excisional biopsy of the diseased area and immwtathemical analysis are required
for the adequate diagnoSishis investigations are essential for the diagnagishe
Rosai-Dorfmann diseas® Immunohistochemical stains of RDD cells are pusifor S-
100, CD-68 and CD-163,1-antichymotrypsingl-antitrypsin, fascin and HAM-58.

Differential diagnosis of Rosai —Dorfman diseaseludes tuberculosis, wegner
granulomatosis, sarcoidosis, Ig G4 related disgasenile xanthogranuloma, Erdheim- Chester
disease, Gaucher disease,Langerhans cell histgsytblodgkins lymphoma, Non hodgkins

lymphoma, Melanoma, Leukemia and Langerhans celbsaa’

Rosai — Dorfmann disease is having unpredictalahécal course, there will be spisodes
of exacerbations and remissions which may lastrfany years but unfortunately 5 - 11% of
patients may die which is also unfortunately seethis case where the patient responded in well
manner to the treatment initiated but the patiead Iprogressive disease in the form of
dysphagid. Because of the self limiting course and rarityhef disease there are no well defined
protocols in the management of diseds&reatment in Rosai — Dorfman disease is based on
whether it is a localized or systemic/ extensiveedse and also whether the patient is
symptomatic or asymptomatic. In localized disedghe patient is asymptomatic the treatment
options includes watch and wait policy and comptetegical resection whereas in symptomatic
localized disease the initial treatment includesglete surgical resection. In patients with post
operative residual disease further treatment igdasm whether the patient is symptomatic or
not, in symptomatic patients the radiation therepydicated and in asymptomatic patients wait
and watch philosophy is used. If there is progoessf disease after radiation therapy then

various chemotherapy drugs can be used such asidsteRituximab, Interferon, Retinoids,
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Imatinib, Vinca alkaloids, Anthracyclines, Alkylatj agents, Methotrexate, Cladribine and
Clofarabine. In systemic /extensive disease, ifgagent is asymptomatic the treatment options
include watch and wait versus surgical resectinrsyimptomatic extensive/ systemic disease the
initial treatment of choice includes chemotherapfiioh consists of Steroids, Rituximab,
Interferon, Retinoids, Imatinib, Vinca alkaloids, nthracyclines, Alkylating agents,

Methotrexate, Cladribine and Clofarabine.

Radiation therapy is used as a palliative treatmedality, there is no standard radiation
dose but usually dose protocols of lymphoma arel.uBeses in the range of 30Gy and 50Gy
have been applied.Due to the rarity of the disease and no fixedatmi doses, the there is no

clear cut relationship between radiation dose hedesponse relationship.

Komp et al. reviewed 418 cases of RDD, in whiddiotherapy treatment was
documented in 34 patients, but the radiation doas smeported in only 18. Dose in 5 patients
were in the range of 30Gy and 49Gy (complete respavas seen in one patient) whereas in two
patients a dose > 50Gy (one patient had partiglorese) was used and in eleven patients dose
was less than 30Gy (partial response is seenée ihatients)?

Maklad et al. used radiation dose of 30Gy inrHstions using 6MV LINAC photon to
the mass present over the left eyelid but the deseeas reappeared after 3 months of radiation
therapy after the reappearance of disease the npatas treated with Rituximab,
cyclophosphamide, vincristine, and prednisolone (R based chemotherapy 8 cycles with
partial response, and he was reirradiated to ledtice mass with &1eV electron 1@y in 10
fractions with complete respon§e.

Maia et al. used radiotherapy as sole treatmentaifitpdn one patient who had skin
lesions with no response to steroid as first liheatment in his case series of 8 patients, fise o
radiotherapy achieved a good locoregional contnol patient was recurrent free durin year
follow up but there is no details regarding theedasd technique uséd.

Median survival in Rosai- Dorfman disease is 5 geprognosis is good until it involves
the vital organs® Maia et al. presented a series of 8 cases whemess with lymph node and/or
cutaneous lesion involvement. These patients hddvarable prognosis irrespective of the

treatment modality in a follow up period rangingrfr 15 - 80 month¥’
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Based on the results of Jabali et al. where theyg gembination chemotherapy in which
they used regimen containing prednisone, 6-merpapitte, methotrexate, and vinblastine in
which the patient showed no evidence of recurrexft a follow up period of 5.5 yedfsand
also based on the experience of Horneff et al. alteey tried the combination of low dose
methotrxate and 6 - mercaptopurine therapy for thm and maintenance therapy with 6-
mercaptopurine for a total duration of 2 yearsdetd by which the patient remained free of
disease for a duration of 7 yeafsand also based on the results of Maia et al. vamolected a
retrospective study of series of eight patient®Rosai- Dorfmann disease from the period of
January 2000 and October 2012 in Hematology Serinstituto Nacional de Ca’"ncer, Brazil,in
which steroids was first treatment in seven pasiémivhom two patients had complete response,
four patients had partial response and whereaspatients had no response to the steroid
treatment based on this studies we planned taiteithe treatment with 6- mercaptopurine and
steroids. One of the major toxicities of methottexia mucositis and as our patient was having
dysphagia which may further worsen if methotrexatas initiated so based upon the
disadvantage associated with methotrexate, thisergatwas planned with chemotherapy

combination consisting of 6- mercaptopurine andosds.

CONCLUSION:

Rosai — Dorfman disease is a rare benign histioditorder. Biopsy and immunohistochemical
profile helps in the diagnosis and ruling out vasdifferential diagnoses. Various common
differential diagnoses such as tuberculosis, lympd® and leukemias should be kept in mind
while making the diagnosis of Rosai - Dorfman dégedn asymptomatic localized or systemic
disease patients the various treatment modalinetudes wait and watch phenomenon or
surgery. In symptomatic patients the main treatnmeatlality is surgery. Chemotherapy and

radiation therapy are used in the palliative sgttifth variable results.
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