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Harlequin ichthyosis
Genetic mutation in the 
ABCA12 gene, transmitted in 
an autosomal recessive 
manner, causing very low 
level or absence of the 
ABCA12 protein. 

The ABCA12 protein has an 
important role in 
transporting lipids to the 
epidermis, and is crucial for 
the formation of the 
epidermal barrier.

J Bland Sutton: A Case of General Seborrhœa
or “Harlequin” Fœtus. Med Chir Trans 
1886;69:291–296





1.  Orthohyperkeratosis with a reduced
or absent stratum granulosum

2.  Orthohyperkeratosis and a well-
developed stratum granulosum

3.  Hyperkeratosis with ortho- and
parakeratosis with preserved or
prominent stratum granulosum

4.  Epidermolytic hyperkeratosis

5.  Perinuclear vacuoles and 
binucleated keratinocytes

6.  Psoriasis-like features



M, 1

An area without hairs is 
present on the scalp since 
birth; no other symptoms.

Pediatric surgeons plan to 
excise the area in 2 sessions; 
the first biopsy is taken.



Aplasia cutis congenita
without other anomalies



Histologic features of membranous aplasia cutis 
include an atrophic flattened epidermis, replacement 
of the dermis by loose connective tissue, and an 
absence of adnexal structures. 

Findings in other types of ACC vary but lesions that 
have healed generally show scarring, a lack of adnexa, 
and in some cases fragmented elastic tissue. 

Although histologic examination may occasionally be 
helpful, the diagnosis of ACC is primarily clinical. 



M, 10

According to the 
parents scalp lesion 
for approximately 1 
year. 

No history of 
previous trauma.

A biopsy is taken.



Early linear scleroderma 
(en coupe de sabre)

ANA: 1:320



Aplasia cutis congenita with mucosal metaplasia
(Thanks to Dr. Requena for reviewing the slides)

F, 1
Congenital "wound" on 
the right lower leg.

A biopsy is taken.







M, 2,5-month-old.
Tumor since birth.



CD1a S100 CD68

Solitary congenital Langerhans cell histiocytosis
(Solitary Hashimoto-Pritzker disease)



Female newborn
3th pregnancy of a 27-year-old 
woman (previously 2 healthy 
children). 
Premature delivery (34th week; 48 
cm; 2348 g).
Ascites, hepatomegaly, 
splenomegaly; mild anemia, 
leukopenia, thrombocytopenia 
(41.000).
Two biopsies are taken.



Biopsy #1



Biopsy #2



CD1a

Congenital Langerhans cell histiocytosis
(BM positive; ascites positive)



Chemotherapy (LCH III protocol: prednisolone, vinblastine). Marked reduction of the ascites 
and hepatomegaly, almost complete resolution of all skin lesions with post-inflammatory 
hyperpigmentation already after the 1st cycle. Further management with mercaptopurine, 
prednisolone and vinblastine for a total of 12 months.



11 patients with Hashimoto-Pritzker disease
M:F=4:7; 10 cases at birth; 1 case at 1 month
7 cases with solitary lesions
4 cases with multiple lesions
8 patients with skin involvement in LCH
M:F=3:5; 1 case at birth (age range 0-6y)
7 patients alive w/o disease
1 patient died after liver Tx

21 patients with self-regressing LCH
M:F=10:11; 15 cases at birth
4 cases with solitary lesions
17 cases with multiple lesions
10 patients with non-self-regressing LCH
M:F=5:5; 1 case at birth
No case presenting with a solitary lesion



M, 15
According to the patient 
eroded papules and small 
vesicles on the glans penis 
and preputium for a few 
weeks.

A biopsy is taken.



S-100CD1a

Localized Langerhans cell histiocytosis
(Staging investigations negative; subsequently developed lung involvement; managed with systemic 
steroids, mercaptopurine and methotrexate for 4 years: alive and well 16 years after first diagnosis)



F, 12-month-old
A 4 mm large papule was present at birth on the right cheek. A punch 
biopsy at the age of 7 months was interpreted as juvenile 
xanthogranuloma. Continuous growth over the following months. 
Complete excision at the age of 12 months.

5 months earlier (after a punch biopsy)

(Pictures courtesy of Dr. Dong, Zheng-Zhou)

Time of excision (12-month-old)



S100CD68 CD14

Rapid growing congenital 
juvenile xanthogranuloma

No evidence of extracutaneous disease at follow-up



Female newborn 

Normal pregnancy and 
labor; no remarkable 
familial history.

Three large, red-brownish 
nodules on the trunk and 
neck, present at birth.

Anemia (Hgb 7,7 g/dl), 
severe thrombocytopenia 
(10.000/mm3) and 
leukopenia (110/mm3).

Serum chemistry: increased 
AST (500 U/l), ALT (809 U/l), 
and bilirubin (24.20 mg/dl).

(Courtesy Dr. A. Torrelo, Madrid)



Juvenile Xanthogranuloma

CD1aCD68



Bone marrow biopsy: 
almost absent stromal 
tissue.

Liver biopsy: diffuse 
infiltration by XG.

Rx survey, brain MR, 
cytogenetic studies, studies 
for leukemia translocations, 
and complete serological 
work-up: normal or 
negative.

Therapy: prednisolone + 
vinblastine.

Progressive hepatic failure; 
cytarabine and 
methotrexate added.

No response (skin, liver, 
bone marrow aplasia).



Systemic juvenile xanthogranuloma
with fatal outcome

Lung

KidneyBrain

Liver





36 systemic cases 
(2 deaths)

174 cases of JXG 
(8 systemic, 3 deaths)

129 cases of JXG 
(5 systemic, 1 death)



17 children, all with systemic involvement; 9 with skin lesions
1 patient died
15 patients alive with disease (8 stable, 7 better)
Hemophagocytic lymphohistiocytosis: 5 cases
Juvenile myelomonocytic leukemia: 1 case
Histiocytic sarcoma: 1 case



Spleen involvement



Male newborn.

Courtesy Dr. Boldrini (Napoli) and Dr. Ferrara (Benevento)





Chromosome 2 
in detail

Lesion excised partially; 
patient alive and well 7 
years later



• Congenital myelogenous leukemia
• Metastatic congenital neuroblastoma (stage IV S)
• Congenital Langerhans cell histiocytosis (incl. Hashimoto-Pritzker)
• Blue rubber bleb nevus syndrome
• Diffuse neonatal hemangiomatosis
• Congenital xanthogranuloma
• Giant congenital melanocytic nevus (with or w/o proliferating 

nodule[s])
• Congenital melanoma
• Others

Cutaneous neonatal tumors



Congenital melanoma

Diffuse neonatal hemangiomatosisCongenital neuroblastoma stage IV S

Congenital AML

(courtesy Dr. Padilla, Albuquerque)



Livia, 4-month-old Livia, 25-year-old, Summer Academy of Dermatopathology, July 2025

Metastatic neuroblastoma, stage IV S



M, 1
Erosive lesions on the nose, not responding to local treatment.



Mid-facial toddler 
excoriation syndrome



• Autosomal recessive; Almost all cases have a homozygous 
GCC repeat expansion in the PRDM12 gene, resulting in pain 
insensitivity (the PRDM12 gene plays a crucial role in pain 
perception and the development of pain-sensing nerves)

• Onset between 3 and 10 months of age; subsides by the age 
of 5 – 10

• Restricted to the face; no abnormal pain and itch perception 
on other body sites

Mid-facial toddler excoriation syndrome





M, 27 days
Premature birth (34th week). Omphalocele after caesarean section, reduced surgically at 
age 1d. Subsequent groin hernia operated 1 day before observation. 

Partly bullous skin lesions on the right lower leg, arising soon after the reduction of the 
hernia.

A biopsy is taken.
(Clinical pictures courtesy of Department of Pediatrics)



Mechanic artifact in premature skin
Complete resolution with symptomatic treatment; no further lesions



M, 4-month-old

Onset of a bulla on the 
thigh at the age of 2 
months.

According to the 
mother recurrent 
bullous features; when 
the bulla disappears it 
leaves an erythematous 
plaque; at every 
recurrence short-term 
"redness of the entire 
body".

A biopsy is taken.



CD117

Mastocytoma (bullous)



1st presentation 9 months later (complete resolution 13 more months later)



F, 3-month-old

84 days later 88 days later 95 days later

The dynamic of solitary (bullous) mastocytoma



WHO classification of tumours of haematopoietic and lymphoid tissues, 5th ed., 2024

Essential and desirable diagnostic criteria 
Essential: cutaneous lesions with clinical features typical of mastocytosis; absence of clinical signs of systemic mastocytosis; bone 
marrow evaluation (when indicated) not meeting the criteria for systemic mastocytosis; skin biopsy showing increased numbers 
of mast cells; mast cells immunoreactive for KIT (CD117) and/or tryptase.

Desirable: aberrant dermal mast cell immunophenotype (CD2+, CD25+, and/or CD30+); detection of KIT mutation in lesional skin.

Subtype Clinical features

Maculopapular cutaneous mastocytosis (MPCM)

Polymorphic MPCM
· Usually seen in children
· Brown, yellow, or pale red papules, plaques, and/or nodules
· Heterogeneity in number, shape, size, margination, and degree of confluence of the lesions

Monomorphic MPCM · The most common subtype in adults; may be present from infancy or childhood
· Small, round, pigmented macules and papules, ranging from a few scattered lesions to generalized skin involvement with confluent lesions

Diffuse cutaneous 
mastocytosis

· An extremely rare form of cutaneous mastocytosis occurring in infants
· Generalized erythroderma, thickened skin, exaggerated folds, and episodic blistering often accompanied by severe systemic symptoms
· Absence of individual skin lesions

Mastocytoma

· The most frequent type of mastocytosis in infants
· Mastocytomas are usually solitary lesions, but as many as three lesions are accepted
· Yellow to brown papules, nodules, or plaques, often with a leathery texture; less frequently, small and pigmented macules
· Rubbing may cause wheals, blisters, and occasionally flushing and hypotension





Urticaria pigmentosaSolitary mastocytoma

Range of presentations from solitary lesions to involvement of large part of the skin, sometimes with a "leathery" appearance. Bullous lesions 
may be present and/or develop upon friction. Lesions usually resolve by adolescence, in some patients persist (10-15% of cases).
Systemic involvement rare in children. 

Multiple mastocytomas

Cutaneous mastocytoses - children

Diffuse ("erythrodermic") 
cutaneous mastocytosis

(courtesy Prof. L. Requena, Madrid)



1-week-old female newborn with methylmalonic acidemia and progressive, partly pustular skin eruption since birth, becoming erythrodermic.



Congenital Candidiasis
Intrauterine infection acquired from the 
mother. The purely cutaneous form is a 
limited disease managed with topical 
antifungal creams; the systemic form 
(usually in pre-term newborns) may be life-
threatening.





• Congenital ichtyoses
• Atopic dermatitis
• Seborrheic dermatitis
• Neonatal acute generalized pustular psoriasis
• Diffuse cutaneous mastocytosis
• Staphylococcal scalded skin syndrome
• Congenital cutaneous candidiasis
• Congenital immunodeficiencies
• Malnutrition / Metabolic disorders
• Others

Neonatal erythroderma



Atopic dermatitis Epidermolytic
ichthyosis

Congenital 
immunodeficiency

Pustular psoriasis

Neonatal erythroderma

(Pictures courtesy Dr. A. Torrelo, Madrid)



F, 11-day-old
Normal pregnancy and labor; no remarkable 
familial history.
Generalized, partly bullous lesions following in 
part the Blascko lines.
A biopsy is taken from the gluteal region.





Incontinentia pigmenti
Stage I



At birth 11 months later (Stage III)



F, 6-week-old
Generalized, partly vesicular 
lesions with focal linear 
arrangement.
A biopsy is taken from the inner 
ankle.



Incontinentia pigmenti
Stage II



• Mutation in the IKKBKG (NEMO) gene
• Stage 1 (vesicular); Stage 2 (verrucous); Stage 3 (hyperpigmented); 

usually resolve during infancy/adolescence; Stage 4
(hypopigmented atrophic) onset in adolescence or adulthood

• "Painful subungual tumor": possibly a type of keratoacanthoma
• Differential diagnosis with other vesiculobullous eruptions in 

newborns and young children: 
Toxic erythema of newborn; Transient pustular melanosis; Neonatal 
cephalic pustulosis; Congenital candidiasis; Langerhans cell 
histiocytosis; Infantile acropustulosis; other rare causes of 
vesiculobullous eruptions

Incontinentia pigmenti



F, 4. Since the age of 2 months vegetating, ulcerated lesions 
on the face and upper extremities. Radiologic investigations 
negative; blood investigations within normal limits.



Between 1 and 2 years of age treated 
with steroids, cyclosporin, infliximab 
with only partial response.
At age 2 a biopsy was diagnosed with 
"non-X malignant histiocytosis"; 
treatment with vincristine, 
cyclophosphamide, prednisone 
without effect (short-term 
improvement was noted by the mother 
after every prednisone administration).
At age 3 two more biopsies did not 
provide a clear-cut diagnosis; treated 
with low-dosage radiotherapy without 
effects.
At age 4 two new biopsies.
The family of the patient comes to 
Graz for a second opinion (this picture 
taken during the visit; old biopsies 
reevaluated).



Pyoderma gangrenosum



Severe pyoderma gangrenosum in children
• Head & face lesions more common than in adults; often 

genital lesions in infants and small children (perineum)
• May be associated with systemic diseases (ulcerative colitis, 

rheumatoid arthritis, etc.); the majority of cases however 
idiopathic

• May be part of PAPA (pyogenic arthritis, PG & acne), PAPASH 
(pyogenic arthritis, PG, acne, & suppurative hidradenitis), or 
PASH (PG, acne, suppurative hidradenitis)

• In many cases controlled by systemic steroids
• Severe, recalcitrant cases pose a difficult therapeutic problem





F, 7
Severe sunburn after sun exposure without sunscreen 
in the mountain (1,500 meters elevation above sea 
level). The eruption developed within 7—10 days.

Juvenile colloid milium





F, 8
According to the mother lesions on the tip of the tongue present 
"forever". No other relevant information reported in the chart.

Several lesions are removed surgically under the clinical diagnosis of 
"lymphangiomas, retention cysts, or papillomas".



(Thanks to the Institute of Pathology, Graz, for providing the specimens)

EMA

Multiple mucosal neuromas
(in the original report diagnosed as "neurofibromas")



One year previously (age 7)

Four years previously (age 4) had  
presented at the Pediatric 
department; a diagnosis of 
"multiple retention cysts" had 
been made; a dermatological 
consultant made the diagnosis of 
"multiple oral papillomas and 
retention cysts". No treatment 
was administered. 

Three years later, at the time of 
these pictures (1 year before 
biopsy), still no change in the 
diagnosis.



Constipation and abdominal pain 
described already at birth (and in 
subsequent visits), with diagnosis 
of "congenital megacolon" made at 
birth (no other investigations 
performed). 

First description of oral lesions in a 
Hospital chart at the age of 4. 

At 9, one year after the excision of 
some oral lesions, diagnosis of 
multifocal medullary thyroid 
carcinoma with lung and vertebral 
metastases; only at this time a 
diagnosis of MEN type 2b has been 
made (spontaneous mutation p-
Met 918 THR).

During the years the oral lesions 
were slowly growing in number 
with appearance of neuromas also 
on the hard palate and gingiva.

At 15 new metastases detected, 
than stable disease. 

At present (age 19) serum 
calcitonin 4760 (+++).

Age 15



Multiple mucosal neuromas 
in MEN type 2b







The clinical symptoms of MEN2B include mucosal 
neuroma, Marfan-like habitus, thyroid carcinoma 
(especially medullary thyroid carcinoma), 
pheochromocytoma, gastrointestinal symptoms, and 
specialized facial features. MEN2B combined with GI 
symptoms mainly includes abdominal pain, constipation 
or diarrhea, and often includes megacolon disease.
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