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®IJD Symposium:  COVID-19 and its relevance in Dermatology

· Comparison of Effectiveness and 
Safety of Immunotherapy of Warts 
with Intralesional Versus 
Subcutaneous MMR Vaccine

· Mucocutaneous Reactions to 
COVID-19 Vaccination

· Effect of Supplementation with 
Bacillus clausii on therapeutic 
Outcomes in Atopic Eczema

· Clinical and Pathological Features
of Persistent Decorative Tattoo 
Reactions

· Congenital idiopathic generalized 
anhidrosis

· Stevens-Johnson Syndrome/Toxic
Epidermal Necrolysis Overlap 
Induced by a Collagen Supplement

· Dermoscopy to Differentiate 
Reactive Arthritis from Psoriatic 
Arthritis

· Anal Canal Condyloma Acuminatum 
Treated with Anti-HPV Biological 
Dressing

· Safe Zone for Upper Eyelid 
Hyaluronic Acid Injections

· Insulin resistance in moderate to 
severe acne vulgaris

· Apremilast in Paediatric Dermatoses

· Hair Growth Around the Scar. 
Potential Therapeutic Modality to 
Treat Alopecias
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Learning Points
1.	 Skin‑limited Langerhans cell histiocytosis  (LCH) during 

the neonatal period with spontaneous clearing has been 
termed congenital self‑healing reticulohistiocytosis.

2.	 As the course of this disease cannot be predicted 
and extracutaneous organ involvement can manifest 
later on, some authors prefer avoiding the use of this 
designation and instead refer to it as neonatal LCH 
with cutaneous involvement.

3.	 There are no clinical or morphological patterns that 
can distinguish between skin‑limited and multisystem 
LCH (MS‑LCH).

4.	 Classical neonatal LHC with cutaneous involvement 
are multiple, red‑brown papules, nodules, or vesicles 
resembling a varioliform rash that may be crusted or 
ulcerated. However, a variety of cutaneous lesions 
have been described, including solitary nodules.

5.	 To determine the extent of organ involvement, a 
series of laboratory and imaging evaluations must be 
done, and there is a need for continued long‑term 
follow‑up for signs of MS‑LCH.

Case Presentation
A 1‑day‑old female patient presented with a congenital, 
ulcerated nodule on her left palm. She was born by 
vaginal delivery after an unremarkable pregnancy. There 
was no history of trauma.

Physical examination revealed a 1.2  cm  ×  1.0  cm 
violaceous, indurated nodule with central ulceration 

and peripheral yellow desquamation on the hypothenar 
eminence of the left hand  [Figure  1]. Lymph nodes 
were not palpable. The rest of the physical exam was 
unremarkable.

Biopsy showed histiocytes on the hematoxylin‑eosin 
stain  [Figure  2], and immunohistochemistry was 
positive for S‑100 and CD1a  [Figure  3], CD8, and 
langerin cells.

Blood tests, including complete blood cell count, liver 
enzymes, and albumin, were normal. No abnormalities 
were detected on abdominal ultrasound and brain 
magnetic resonance imaging. Radiographs of several 
body parts were taken, including hands, forearms, femur, 
and skull.

What is Your Diagnosis?
Answer: Neonatal Langerhans cell histiocytosis with 
cutaneous involvement.
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Figure 1: Physical examination at birth shows a solitary violaceus nodule on the 
hypothenar eminence of the left hand, measuring 1.2 cm × 1.0 cm. The nodule is firm 
in consistency and presents central ulceration and peripheral yellow desquamation.
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Discussion
The diagnosis was neonatal Langerhans cell histiocytosis 
with cutaneous involvement. The differential 
diagnoses include pyogenic granuloma, hemangioma, 
cyst, and malignancy, including Langerhans cell 
histiocytosis (LCH).

The lesion did not require any specific treatment, and it 
resolved gradually following the biopsy. She was followed 
up by us every 6 months during the first year and then 
once every year. After 3  years of follow‑up, there have 
been no recurrence signs.

LCH is a neoplastic histiocytic disorder driven by 
activating mutations in the mitogen‑activated protein 
kinase (MAPK) pathway. The BRAF V600E mutation, 
which leads to the activation of the MAPK pathway, is 
present in over half of cases.[1]

The dendritic histiocytes accumulate in one or many 
organs. LCH is classified based on the number of organ 
systems involved as single‑system or multisystem (MS‑LCH).

The incidence of LCH in children under one year of age 
is 9.9  cases per million per year,[2] while the estimated 
incidence of neonatal LCH  (LCH diagnosed within 
28 days after birth) is 1–2 cases per million per year.[3]

Reports on LCH in the neonatal period describe a 
skin‑limited disease form with a high tendency to 
spontaneous regression called congenital self‑healing 
reticulohistiocytosis.[3] Although our patient had a 
solitary skin lesion that spontaneously involuted, we 
did not use the terms “self‑healing” or “skin‑limited” 
as upon diagnosis, the course of the disease cannot be 
predicted.[3]

There are no clinical or morphological patterns that can 
distinguish between skin‑limited LCH and MS‑LCH.[3] The 
detection of the BRAF‑V600E mutation is often seen in 
MS‑LCH but rarely in skin‑limited LCH.[1] However, the 

ability of the BRAF‑V600E mutation to predict MS‑LCH 
still requires validation.

The diagnosis of cutaneous LCH is based on clinical 
signs, histological finds, and immunophenotypic stains.

Classical cutaneous neonatal LHC are multiple, red‑brown 
papules, nodules, or vesicles resembling a varioliform rash that 
may be crusted or ulcerated. Other common manifestations 
are scaly, eczematous patches, similar to seborrheic 
dermatitis, more prominent in the intertriginous areas and 
on the scalp. Solitary nodules are also documented as a 
single red‑brown firm nodule that tends to become ulcerated, 
necrotic, or crusted. Blue nodular skin infiltrates resembling 
“blueberry‑muffin baby” have also been reported.[4]

Positivity for Langerhans cells can be confirmed with 
the microscopy  (presence of Birbeck granules) and 
immunohistochemical demonstration of dendritic 
cells (CD1, S100 protein, and CD68 positivity).[5]

Once the diagnosis is made, baseline laboratory and 
radiographic evaluation must be done to determine the 
extent of organ involvement, such as complete blood 
count, liver enzymes, coagulation studies, a skeletal 
survey, and chest radiography.[4]

There are no specific treatments for cutaneous neonatal 
LHC, but if lesions persist, topical corticosteroids, 
tacrolimus, or nitrogen mustard can be used, or localized 
lesions may be excised.[4]

Although skin‑limited LCH generally has a good 
prognosis, the cases of recurrence and complications 
suggest that there is a need for continued long‑term, 
and perhaps indefinite, follow‑up for signs of MS‑LCH.[5]

Ethics committee/Institutional review board’s 
permission
There was no need to be assessed by an ethics committee 
because this is a Quiz.

Figure 2: Sample tissue of a nodule on the hypothenar eminence of the left hand
Figure 3: Sample tissue of a nodule on the hypothenar eminence of the left hand
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