
INTRODUCTION:
Histiocytic disorders are characterised by in�ltration of the tissue 
with cells of monocyte or macrophage lineage (1). Histiocytes are 
divided into 2 subgroups - antigen-presenting and antigen-
processing cells, and all are derived by differentiation of monocytes 
in the tissues, under the in�uence of cytokines and possibly physical 
stimuli. Langherhans cells in the skin and Dendritic and 
interdigitating reticulum cells are localised to lymph nodes are 
antigen presenting cells. Antigen processing cells includes those 
cells which are involved in phagocytosis.

Histiocytic disorders has been recently classi�ed  into �ve groups. 
a) Langerhans-related b) cutaneous and muco-cutaneous c) 
malignant histiocytoses d) Rosai Dorfman Disease and e) 
haemophagocytic lymphohistiocytosis and macrophage activation 
syndrome (2).

Other way of classifying it is 
“L” group: Langherhan cell histiocytosis, Erdheim Chester disease 
and extracutaneous Juvenile xanthogranuloma.
"C" group : Cutaneous and muco-cutaneous histiocytoses
"M" group: Malignant histiocytoses
"R" group : Rosai-Dorfman disease and miscellaneous non-
cutaneous, non       
Langerhans cell histiocytoses
"H" group :  Haemophagocytic Lymphohistiocytosis and 
macrophage activation  syndrome (2).
Storage disorders are also included under histiocytic disorders.
Here, we provide an overview of benign and reactive histiocytic 
disorders with a series of cases representing different spectrum of 
histiocytic diseases.

CASE SERIES:
CASE 1: 
1 year old girl presented with cough and dyspnoea since 6 months. 
CT thorax showed diffuse ground glass opacity in both lungs, 
extensive small cysts in both lungs - suggestive of LCH. Biopsy of the 
lung revealed in�ltration of the interstitial spaces by neoplastic 
Langherhans cells which was con�rmed by immunohistochemistry 
for CD1a. Diagnosis of  Langerhan cell histiocytosis was made on 
histology and con�rmed by immunohistochemistry for CD1a.

Fig 1: Interstitial spaces in�ltrated by neoplastic Langherhans 
cells (10x)

Fig 2: Interstitial spaces by neoplastic Langherhans cells (40x)

Fig 3: Immunohistochemistry for CD1a showing strong 
positivity

CASE 2: 
25 year old obese female presented with mass in the sacral region 
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Pathology

Histiocytic disorders are characterised by in�ltration of the tissue with cells of monocyte or macrophage lineage. 
They range from benign reactive conditions to malignant life threatening diseases like haemophagocytic disorders. 

Some of the histiocytic disorders can be associated with other malignancies. The present case series is a retrospective analysis of six cases 
representing various spectrum of histiocytic disorders. It is important to be aware of these benign entities to distinguish it from similar 
looking malignant lesions to avoid inappropriate management.
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since 4 years. Clinical diagnosis was ? lipoma with fat necrosis/ 
xanthoma. Excision of the mass revealed a skin covered soft tissue 
mass with a �rm grey white to yellow cut surface. 

Fig 4: Skin with the dermis showing circumscribed lesion (4x)

Fig 5: Sheets of foamy macrophages (10x)

Fig 6: Foamy histiocytes with abundant granular eosinophilic 
cytoplasm (40x)
Diagnosis of xanthogranuloma was made based on histology.

CASE 3: 
55 year old male presented with complaints of dyspepsia. 
Endoscopy showed nodule in the stomach. Biopsy revealed sheets 
of foamy histiocytes in the lamina propria.

Fig 7: Gastric mucosa with lamina propria showing sheets of 
foamy macrophages (4x)

Fig 8: Sheets of foamy macrophages in the lamina propria (10x)

Fig 9: Expanded lamina propria with numerous foamy 
macrophages (10x)

CASE 4: 
Seven month old child with history of developmental delay, failure 
to thrive and Hepatosplenomegaly.

Fig 10: Bone marrow aspirate with cellular fragments

Fig 11: Bone marrow aspirate showing reticuloendothelial cell 
with foamy cytoplasm 
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Fig 12: Sea-blue histiocyte containing abundant lipids in the 
Reticuloendothelial cell

Fig 13: Liver biopsy showing pale staining clusters of foam cells 
containing sphingomyelin (40x)

Fig 14: Trephine biopsy showing histiocytes with foamy 
cytoplasm (40x)

CASE 5: 
19 year female who presented with a mass in the back of chest of 
short duration, clinically mimicking soft tissue sarcoma. MRI showed 
heterogeneously enhancing soft tissue lesion in the back of chest. 
The overlying skin and underlying muscle were free of tumour. 
Clinical diagnosis was soft tissue sarcoma.

Incisional Biopsy was done and sent for HPE which showed 
polymorphous in�ammatory in�ltrate with Emperipolesis.

histological  examination of  excis ional  biopsy showed 
polymorphous in�ammatory in�ltrate with plenty of macrophages 
with plasma cells. Most of the macrophages exhibit emperipolesis

A Differential Diagnosis of Rosai Dorfman disease / Plasma cell 

granuloma was considered. IHC showed large histiocytes positive 
for S-100, moderate numbers of lymphocytes positive for Cd3 & 
CD20, CD1, CD30 negative - consistent  with Rosai Dorfman disease

Fig 15: Lymphnode with dilated sinusoids with macrophages 
(4x)

Fig 16: Polymorphous in�ammatory in�ltrate in the lymphnode 
(10x)

Fig 17: Macrophages exhibiting emperipolesis (40x)

Fig 18 : Sheets of foamy histiocytes (40x)
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CASE 6: 
29 year old gentleman presented with history of gradually 
increasing cervical lymphadenopathy. No history of fever, evening 
rise of temperature.

Fig 19: Fragmented lymphnode with karyorrhectic debri (4x)

Fig 20: Lymphnode with distorted architecture and �brinoid 
necrosis (4x)

Fig 21: Areas of necrosis and �brin deposits, apoptosis and 
histiocytes (10x)

Fig 22: Areas of histiocytic proliferation (40x)

DISCUSSION:
“L” group - Langerhans cell histiocytosis (LCH):
LCH is the most common paediatric disorder of mononuclear 

phagocytic system. It is a disorder of antigen presenting cells in 
which there is neoplasic proliferation of pathologic Langerhan cells 
(3). It can either involve single system or multisystem. Single sytem 
involvement can be either unifocal or multifocal. LCH usually 
presents as a lytic bone lesion. The diagnosis is based on histology 
and immunohistochemistry. Histologically, it can present as a 
granulomatous in�ammation along with pathologic Langerhans 
cells and other in�ammatory cells such as eosinophils, T cells, 
macrophages and giant cells. The presence of CD1a positivity is in 
favour of Langherhan cell histiocytosis. On Electron microscopy, 
Birbeck granules can be identi�ed (4). 

The prognosis of LCH con�ned to skin and involving single system 
has a good prognosis compared to those having multisystem 
involvement. 

“C” group - Xanthogranuloma:
Juvenile xanthogranuloma is one of the non-Langerhans histiocytic 
proliferative disorders (5). It usually occurs in the �rst two decades of 
life. The most common manifestation is a solitary cutaneous lesion. 
Juvenile xanthogranuloma can occur in adults. Xanthogranuloma in 
adults is characterized by absence of extracutaneous involvement 
(6). Histologically xanthogranulomas are characterized by  
in�ltration of the dermis by histiocytes with foamy cytoplasm, 
lymphocytes and eosinophils. Giant cells can also be seen (7). 
Xanthogranuloma usually has a benign clinical course except those 
with central nervous system involvement.

Mucosal xanthoma: 
Gastric xanthomas were �rst described by Orth (8).  Xanthomas are 
tumor-like lesions. In the gastrointestinal system, they usually occur 
in the antrum and pyloric region as yellow to white plaques or 
nodules (9). Histologically, xanthomas are characterized by sheets of 
foamy histiocytes in the lamina propria. Xanthomas are thought to 
arise from transformation of macrophages into foamy cells which 
might be due to phagocytosis of Helicobacter pylori (10). 
Xanthomas can be associated with precancerous or malignancy. 

Storage histiocytosis - Niemann Pick's disease:
It is a autosomal recessive lysosomal storage diseases due to 
abnormality in lipid metabolism characterized by accumulation of 
sphingomyelin. It is due de�ciency of enzyme Sphingomyelinase 
(11). There are three types of Niemann Pick disease, Type A&C - 
neuropathic form and type B - non neuronopathic form. Diagnosis is 
made by bone marrow examination, liver biopsy. Histologically 
Niemann pick cells can be seen, which are large cell with foamy 
cytoplasm (12).

"R" group - Rosai-Dorfman disease and Kikuchi's disease
Also called Massive sinus histiocytosis with lymphadenopathy 
(SHML) (13), is a rare, non neoplastic histiocytic disorder (14).  RDD is 
classi�ed as Nodal or systemic with latter classi�ed further as 
cutaneous, respiratory and osseous (15). Lymphnode involvement 
is usually cervical followed by inguinal, axillary and mediastinal (16). 
Patients may have fever, leukocytosis, elevated ESR and polyclonal, 
hypergamma globulinemia (17). Extranodal presentation has been 
described with most common sites including skin and nasal sinuses. 
Extranodal disease with soft tissue involvement with only 3% 
having soft tissue involvement without lymphnode involvement 
(18). 

As these mimic soft tissue sarcomas, histopathological examination 
of wide excision material and IHC is essential to con�rm the 
diagnosis. 

Though our patient had only soft tissue involvement initially, she 
later developed a lymphnode swelling in neck which showed RDD. 
Rarely RDD can be associated with auto immune disorders, with 
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NHL(19), Hodgkin's Lymphoma and solid tumours (20). 

Prognosis is fairly good with spontaneous regression, surgical 
excision if there is no regression  and if symptomatic – steroids (21), 
alkylating agents and IFN α are given. Role of Radiotherapy and 
chemotherapy is poorly understood. Rarely death has been 
reported (22) . Our patient presented with a mass in back of chest 
which was surgically excised and on follow up. 

Kikuchis disease:
Kikuchi's disease/  is a benign  histiocytic necrotising lymphadenitis
self limited lymphohistiocytic disorder characterized by fever with 
tender lymphadenopathy. It usually affects young adults of Asian 
descent (23). . Histology shows   It can be associated with SLE
coagulative necrosis with karyorrhectic debris. There is proliferation 
of histiocytes and immunoblasts. The characteristic feature is 
absence of neutrophils. There are three stages in the development 
of Kikuchi's disease as follows- proliferative, necrotizing and 
xanthomatous stages (24). To diagnose Kikuchi's the minimum 
criteria includes the presence of crescentic histiocytes and 
plasmacytoid monocytes with karyorrhexis. The importance of 
Kikuchi's lies in differentiating them from other infections like 
tuberculosis, lymphocproliferative disorders and Systemic Lupus 
erythematosus. Kikuchi's usually runs a benign course with  
spontaneous resolution of  lymphadenopathy and other symptoms 
occurring in 1 to 4 months. 

CONCLUSION:
Histiocytic disorders can occur in any age group with varied clinical 
presentations. Differentiation from other histiological mimicks is 
challenging. Understanding the classi�cation of histiocytic 
disorders, together with morphology and immunohistochemistry 
can help in arriving the correct diagnosis.  The pathogenesis of most 
of the histiocytic disorders includes increased levels of cytokines. 
This case series provides insight into the various histiocytic 
disorders.

ACKNOWLEDGEMENT:
The authors would like to thank Dr. Subramaniam and Dr. Radha for 
their contribution towards clinical details and pictures.

REFERENCES:
1.  Webb DK. Histiocyte disorders. British medical bulletin. 1996 Oct 1;52(4):818-25.
2.  Emile JF, Abla O, Fraitag S, Horne A, Haroche J, Donadieu J, Requena-Caballero L, 

Jordan MB, Abdel-Wahab O, Allen CE, Charlotte F. Revised classi�cation of 
histiocytoses and neoplasms of the macrophage-dendritic cell lineages. Blood. 2016 
Jun 2;127(22):2672-81

3.  Weitzman S, Egeler RM. Langerhans cell histiocytosis: update for the pediatrician. 
Current opinion in pediatrics. 2008 Feb 1;20(1):23-9.

4.  Grana N. Langerhans cell histiocytosis. Cancer control. 2014 Oct;21(4):328-34.
5.  Cohen BA, Hood A. Xanthogranuloma: report on clinical and histologic �ndings in 64 

patients. Pediatric dermatology. 1989 Dec 1;6(4):262-6.
6.  Nayak S, Acharjya B, Devi B, Patra MK. Juvenile xanthogranuloma in an adult. Indian 

Journal of Dermatology. 2009 Jan 1;54(5):83.
7.  Abduljabbar A, Ahsan MK, Buraik MA, Al Attas K, Gamal A, Kumar S. Juvenile 

xanthogranuloma: Late presentation of giant form ends with atrophic sequelae: Case 
report. Journal of Dermatology & Dermatologic Surgery. 2015 Jan 31;19(1):47-50.

8.  Andrejić BM, Božanić SV, Šolajić NS, Djolai MA, Levakov AM. Xanthomas of the 
stomach: a report of two cases. Bosnian journal of basic medical sciences. 2012 
May;12(2):127.

9.  YÜCESOY M. An uncommon lesion: gastric xanthelasma. Turk J Gastroenterol. 
2005;16(3):167-70.

10.  Yi SY. Dyslipidemia and H pylori in gastric xanthomatosis. World Journal of 
Gastroenterology: WJG. 2007 Sep 14;13(34):4598.

11.  Schuchman EH, Desnick RJ. Niemann-Pick disease types A and B. InEncyclopedia of 
Molecular Mechanisms of Disease 2009 (pp. 1479-1480). Springer Berlin Heidelberg.

12.  Distl R, Treiber‐Held S, Albert F, Meske V, Harzer K, Ohm TG. Cholesterol storage and 
tau pathology in Niemann–Pick type C disease in the brain. The Journal of pathology. 
2003 May 1;200(1):104-11.

13.  Rosai J. Sinus histiocytosis with massive lymphadenopathy. A newly recognized 
benign clinico-pathological entity. Arch pathol. 1969;87:63-70.

14.  Foucar E, Rosai J, Dorfman RF. Sinus histiocytosis with massive lymphadenopathy. An 
analysis of 14 deaths occurring in a patient registry. Cancer. 1984 Nov 1;54(9):1834-
40.

15.  Komaragiri M, Sparber LS, Santos-Zabala ML, Dardik M, Chamberlain RS. Extranodal 
Rosai–Dorfman disease: a rare soft tissue neoplasm masquerading as a sarcoma. 
World journal of surgical oncology. 2013 Mar 9;11(1):63.

16.  Foucar E, Rosai J, Dorfman R. Sinus histiocytosis with massive lymphadenopathy 
(Rosai-Dorfman disease): review of the entity. InSeminars in diagnostic pathology 
1990 Feb (Vol. 7, No. 1, pp. 19-73).

17.  Komaragiri M, Sparber LS, Santos-Zabala ML, Dardik M, Chamberlain RS. Extranodal 
Rosai–Dorfman disease: a rare soft tissue neoplasm masquerading as a sarcoma. 
World journal of surgical oncology. 2013 Mar 9;11(1):63.

18.  AlSalamah SM, Abdullah M, AlSalamah RA, Al Hadlaq AR, Al Mogbel E, Al Yahya GM. 
Cutaneous Rosai-Dorfman Disease presenting as a �ank swelling. International 
journal of health sciences. 2014 Oct;8(4):434.

19.  Shoda H, Oka T, Inoue M, Kusaka S, Tsuneyoshi H, Miyazaki J, Sunaga S. Sinus 
histiocytosis with massive lymphadenopathy associated with malignant lymphoma. 
Internal medicine. 2004;43(8):741-5.

20.  Maia DM, Dorfman RF. Focal changes of sinus histiocytosis with massive 
lymphadenopathy (RosaiDorfman disease) associated with nodular lymphocyte 
predominant hodgkin's disease. Human pathology. 1995 Dec 31;26(12):1378-82.

21.  Oka M, Kamo T, Goto N, Nagano T, Hirayama Y, NISHIGORI C. Successful treatment of 
Rosai–Dorfman disease with low‐dose oral corticosteroid. The Journal of 
dermatology. 2009 Apr 1;36(4):237-40.

22.  Horneff G, Jürgens H, Hort W, Karitzky D, Göbel U. Sinushistiocytosis with massive 
lymphadenopathy (Rosai‐Dorfman disease): Response to methotrexate and 
mercaptopurine. Pediatric Blood & Cancer. 1996 Sep 1;27(3):187-92.

23.  Shivbalan S. Kikuchi's Disease Malathi Sathiyasekaran R. Varadharajan. Indian 
Pediatrics. 2004;41:192-4.

24.  Deaver D, Horna P, Cualing H, Sokol L. Pathogenesis, diagnosis, and management of 
Kikuchi-Fujimoto disease. Cancer Control. 2014 Oct 1;21(4):313-21.

25.  Kleynberg RL, Schiller GJ. Secondary hemophagocytic lymphohistiocytosis in adults: 
an update on diagnosis and therapy. Clin Adv Hematol Oncol. 2012 Nov;10(11):726-
32.

  X 143GJRA - GLOBAL JOURNAL FOR RESEARCH ANALYSIS

IF : 4.547 | IC Value 80.26 Volume : 3 | Issue : 11 | November 2014 • ISSN No 2277 - 8179VOLUME-6, ISSUE-9, SEPTEMBER-2017 • ISSN No 2277 - 8160


	Page 1
	Page 2
	Page 3
	Page 4
	Page 5

