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Abstract 

A 5 days old neonate was transferred in from peripheral nursing home with generalized 

hyper pigmentation and vesico-pustulo-bullous lesions sparing palm, sole and orogenital 

areas. Posssibilties of Staphylocopccal derma infection, Varicells, diffuse cutaneous 

mastocytosis etc were thought off and the baby was investigated accordingly. The baby was 

managed with parenteral antibiotics, anti-histaminics and supportive therapy but baby 

expired 2days after stormy course of illness. Skin biopsy revealed histiocytosis.  Neonatal 

Langerhans Cell Histiocytosis (LCH) is rare occurrence with estimated incidence of general 

population in below 15 years population as 1-2/1, 00,000 .[1] Neonatal LCH, JXG and FHL 

types are most common in neonates with varying prognosis and line of management.  

 

Key Words: Neonatal Langerhans Cell Histiocytosis (LCH), Non self regressing LCH (NSR 

LCH), Self regressing LCH (SR LCH), Juvenile Xanthogranuloma (JXG), Familial 

Hemophagocytic Lymphohistiocytosis (FHL).  

 

Key Message : Neonatal histiocytoses are a group of  rare disorders which should be kept 

in mind whenever dermal eruptions are seen in neonates. Pure cutaneous LCH lesions carry 

good prognosis while disseminated LCH disease carry poor prognosis. 

 

 

Introduction 
Histiocytoses is a  poorly understood diverse group of disorders of abnormal histiocytes with 

rare occurrence in neonatal period, resulting from accumulation and proliferation of cells 

derived from the monophagocytic system.[2]  In neonates besides LCH, sometimes other 

rare and non categorized histiocyic disorders can occur specially juvenile xanthogranuloma 

(JXG) and Ommenn disease.  Occasionally malignant histiocytosis is reported in neonates [3] 

where family history may be negative. Microscopy is likely to reveal malignant cells with 

large and prominent nuclei. A high index of suspicion is required to suspect this condition 

among other condition leading to generalized vesicobullous lesions like neonatal Varicella 

infection, Staphylococcal skin infections, eczema, seborrhea, urticarial lesions and 

disseminated cutaneous mastocytosis etc. [4] 
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We are reporting one such case of congenital histiocytosis presenting at birth with 

disseminated cutaneous lesions with extensive brownish hyperpigmentation, and 

vesicobullous eruptions involving whole body. This case of neonatal histiocytosis is 

presented due to rare incidence and need for early diagnosis. Neonatal LCH entity is 

classically characterized by congenital or neonatal cutaneous involvement with or without 

systemic involvement. [5, 6, 7, 8] 

 

Case Report 

A 5 days old full-term male baby was transferred to our hospital, with generalized 

hyperpigmented vesiculopapulopustular and bullous skin lesions which spared orogenital 

areas, palms and soles since birth. Baby was vaginally delivered and there was no history of 

any maternal illness including drug intake/ exanthematous fever. Physical examination 

revealed a well-nourished baby without fever, hepatosplenomegaly or lymphadenopathy. 

Provisional diagnosis of Epidermolysis bullosa, congenital herpes simplex /zoster infection, 

diffuse cutaneous mastocytosis , scalded baby syndrome and drugs  were considered and 

patient was investigated accordingly. Patient was managed with parenteral antibiotics, 

acyclovir, antihistaminics, steroids and supportive therapy. However the condition of 

neonate kept on deteriorating and patient expired within 48 hours of admission. 

Investigations: Hb: 17.8 gm/dl, TLC: N 63L 31 E 04M 02 B0, Platlets: 1.98 L / cmm, CRP: 

5.88B and cells 04 cells/HPF, BUN 10.8, Blood group B +ve, Blood culture: sterile. Pustular 

lesion fluid culture: Staphylococcus aureus growth. VDRL, IgM for herpes zoster & herpes 

simplex were normal.   

Skin biopsy: The epidermis shows mild acanthosis in epidermis with small fluid filled vesicles 

at places. The dermis shows presence of histiocytes like cells with round to mildly irregular 

nuclei, in diffuse sheets. The cytoplasm appears to be finely vacuolated at places. Many of 

these cells appear to contain PAS positive material. Mitosis is rare. Skin biopsy shows 

features suggestive of Histiocytosis. 

Transcranial and abdominal USG were within normal limits. X ray chest showed increased 

reticulo-granular infiltration over bilateral lung fields; Xray skull did not reveal any osteolytic 

lesions. USG abdomen also did not show any abnormal finding. 

Final diagnosis of Histiocytosis was made. Type of histiocytosis could not be done. In our 

case we could not rule out multisystem involvement due to very stormy and rapid fatal 

outcome. 

Discussion  
 

The estimated incidence of neonatal LCH (LCH diagnosed within 28 days after birth) in the 

below 15 year old children population-based registry was reported to be 1-2/1,00,000 out of 

which only 6% of cases present in neonatal period and diagnosis could be established in only 

2% of these cases in neonatal period. Approximately 100 cases have been reported since 

Hashimoto-Pritzker disease was first described in 1973 in a newborn who had multiple red-

brown cutaneous nodules all over his body with histologic and ultrastructural characteristics 

corresponding to LCH.[1] 

 

Histiocytoses are classified into three classes. Class I is related with dendritic cells and 

includes Langerhans Cell Histiocytosis (LCH), Letterer-Siwe disease, Hand Schuller- Christian 

disease, Eosinophilic granulomas and pure cutaneous histiocytosis. Class II disorders, include 

macrophage derived cells eg familial hemophagocytic lymphohistiocytosis (FHL) and 
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infection associated hemophagocytic syndrome (IAHS). Class III disorders are malignant 

disorders of mononuclear phagocytes eg acute monocytic leukemia, malignant histiocytosis 

and histiocytic lymphoma. [9]  

Most common type in neonates is LCH, confined to skin in 50% cases [10, 5]. In neonates 

other rare and non categorized histiocytic disorders are juvenile xanthogranuloma (JXG) and 

Ommenn disease.  LCH, FHL, and JXG, in order of rank, were the main histiocytoses 

occurring in the perinatal period. JXG can also appear in pure cutaneous or disseminated 

form in neonates.  FHL patients are usually well at birth with manifestations occurring at 2 

to 6 months of age. 

 LCH is a clonal proliferative disorder of Langerhans cells. It constitutes a dysregulated 

immune response with unsuccessful transition from “innate” to “adaptive”, which leads to a 

lack of plasma cells at the lesion site. The characteristic picture is Birbeck granules, which 

are present in the cytoplasm and look like tennis rackets. While disseminated LCH can 

appear clinically as cutaneous lesions and carry high risk of mortality. [11] 

In case of neonates and infants younger than 3 months with cutaneous LCH demonstrates 

the various cutaneous lesions in this disease spectrum. Lesions are typically crusty or scaly 

erythemato-purpuric papules. Early “papulopustular” lesions are commonly encountered. 

These findings were present equally in SR-LCH and NSR-LCH. Umbilicated lesions were more 

often papular than pustular and occurred in neonates in good health with no sign of sepsis. 

[5] All neonates with LCH and JXG limited to the skin and/or subcutaneous tissue survived 

with or without treatment. Cutaneous forms JXG and LCH had the highest incidence of 

regression followed by infection associated HLH.  [2] In contrast to the available literature, a 

study showed that neonatal LCH is characterized by a clear predominance of multisystem 

LCH (MS-LCH). Cutaneous changes are the most common initial manifestation in neonates 

with both Single system-LCH and Multi system-LCH. The topography of eruption does not 

discriminate between SR-LCH and NSR-LCH, with the trunk being the most affected site for 

both. [12] Limb involvement, especially the hands and feet in 1 patient, was suggestive of 

SR-LCH. Perineum involvement and intertriginous presentation were significantly less 

frequent in SR-LCH. No difference between SR-LCH and NSR-LCH was observed in a series 

regarding classic histopathologic features.[5] 

The skin involvement of neonates and young infants can be confused with other skin 

ailments like mastocytosis, eczema or seborrhea. Skin lesions were also sometimes mistaken 

for herpes simplex or chickenpox in neonates. 

Disseminated disease may present with fever and involvement of subcutaneous or soft 

tissue, liver,lung, spleen,eye, lymph node and brain. Jaundice, hepatosplenomegaly and 

thrombocytopenia may be seen.  

Treatment is not based on the subtype of LCH. Instead, it depends on the organs and risk 

involved. LCH is divided into high-risk and low risk groups, for which the treatments are 

different. The low-risk group is defined as patients older than 2 years without liver, bone 

marrow or lung involvement. Patients with multi organ involvement and dysfunction of the 

liver, lungs or bone marrow are enrolled in the high-risk group. Chemotherapy for the low-
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risk group starts with prednisolone (40mg/m2/day) and vincristine (1.5mg/m2/dose, 

intravenous, weekly for 4 doses) for 6 weeks followed by continuation therapy of 

prednisolone (40mg/m2/day 5 days tri-weekly), vincristine (1.5mg/m2/dose tri-weekly) and 

6-mercaptopurine (50mg/m2/day) for a total of 52 weeks of treatment. In the high-risk 

group, the initial therapy is composed of MTX (500mg/m2 biweekly for 2 doses), 

prednisolone (40mg/m2/day) and vincristine (1.5mg/ m2/dose weekly for 4 doses) lasting 

for 6 weeks, followed by MTX (20mg/m2 weekly) with the same regimen of continuation 

therapy as in the low-risk group for 52 weeks of therapy. In this protocol, MTX is regarded as 

the effective drug to maintain disease free status. [13]  

The disease course is unpredictable upon diagnosis. Prognosis depends on the organs 

involved, dysfunction of the organs and the response to the chemotherapy. Close 

monitoring for disease progression is mandatory if isolated cutaneous LCH is managed by 

the "wait and see" approach. Neonates with MS-LCH, especially those with RO involvement 

at diagnosis, have less favorable prognosis compared to infants and older children, and need 

systemic therapy.[4] E-cadherin expression may be an indicator of a good prognosis and 

limited disease in skin lesional LCHs. [5] HLH accounted for the highest mortality (74%) 

followed by disseminated LCH (52%) and JXG (11%).  

Currently, there are no definitive clinical or histopathologic findings that reliably predict the 

long- term behavior of skin-only LCH in neonates; therefore, it is recommended that all 

patients be followed at regular intervals throughout childhood with noninvasive monitoring, 

including thorough history and physical, blood counts, liver function panels, and urine 

osmolality, to monitor for recurrence or progression to systemic disease. [14] 
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Fig 1: Showing hyperpigmetation and vesicopaupulopustular lesions covering entire body. 

Sole and palms were spared. 
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Fig 2: Photo-micrograph shows diffuse sheets of histiocyte–like cells in the dermis. 
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Fig 3: Photo-micrograph shows diffuse sheets of histiocyte–like cells in the dermis. Arrow points to 

nuclear grooves seen in some of these cells. 

 
 

 

 

 

 

 

 

 

 

 


