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A male infant was born via uncomplicated 
vaginal delivery at 42 weeks’ gestation after 
a normal pregnancy. Linear, skin-colored 
plaques were noted at birth (Figures 1 and 2). 
The plaques followed the embryologic clonal 
expansion lines (Blaschko lines) and were 
most prominent on the left hand, arm, axilla, 
and trunk. 

The child was large for gestational age, but 
physical examination findings were other-
wise normal. Two days after birth, a vesicular  
component developed more diffusely. Results 
of a Tzanck smear and complete blood count 
with differential were normal. The vesicles 
resolved by one week of age, with the lesions 
returning to their original state. 

Question
Based on the patient’s history and physical 
examination, which one of the following is 
the most likely diagnosis?

	 ❏  A. Epidermal nevi.
	 ❏  B. Incontinentia pigmenti.	
	 ❏  C. Infantile acropustulosis.	
	 ❏  D. �Neonatal herpes simplex virus 

infection.	
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Discussion
The correct answer is A: epidermal nevi. Epidermal nevi 
are hamartomatous proliferations of the epidermis and 
papillary dermis, thought to originate from pluripotent 
cells in the basal layer of the embryonic epidermis. The 
condition includes verrucous, sebaceous, pilosebaceous, 
and eccrine subtypes. Epidermal nevi occur in one out 
of 1,000 live births, and 80 percent of cases appear in 
the first year of life.1,2 The nevi are generally unilateral, 
following Blaschko lines in linear configurations on the 
limbs. The condition can be associated with syndromes 
that manifest with developmental abnormalities of the 
nervous, cardiovascular, urogenital, or skeletal systems. 
Children born with more extensive lesions should be 
monitored closely early in life. Treatment consists of 
full-thickness surgical excision or ablation. Topical treat-
ments, such as steroids, retinoids, tars, and fluorouracil, 
have only limited benefit.

Incontinentia pigmenti is an X-linked dominant dis-
ease and is often fatal in male fetuses. It almost always 
occurs in female infants and is associated with cutane-
ous lesions that appear in four phases: vesicular, ver-
rucous, hyperpigmented, and atrophic.3 Lesions appear 
in the first three weeks of life and follow Blaschko lines. 
During the vesicular phase, the rash is predominantly 
located on the lower extremities, and histology demon-
strates eosinophilic spongiosis. The condition is often 
associated with extracutaneous findings, including den-
tal, central nervous system, and ocular abnormalities. 
Infants with incontinentia pigmenti require baseline 
ophthalmologic examination, and periodic dental and 
neurodevelopmental evaluation.

Infantile acropustulosis typically occurs between 
three and six months of age, and occasionally at birth. 
It is associated with recurrent crops of pruritic vesico-
pustular lesions, primarily on the palms and soles. The 
condition can be misdiagnosed as scabies infection. 
The lesions begin as pinpoint papules, progressing into 
vesicles over the course of a day, and then disappear in 
a variable amount of time. Recurrences usually stop 
around three or four years of age.

Neonatal herpes simplex virus (HSV) is usually trans-
mitted during vaginal birth, presenting as a vesicular 
rash on the face or scalp in the first seven to 10 days 
of life.4 Lesions that appear in the first 24 hours of life 
suggest an in utero infection, which more often causes 
erosions than vesicles. Tzanck smear has 79 percent sen-
sitivity and 100 percent specificity for the diagnosis of 
HSV infection.5 Cultures of skin lesions, nasopharynx, 
eyes, and cerebrospinal fluid should be obtained, as well 
as polymerase chain reaction testing if available. Dis-
seminated neonatal HSV infection may not lead to skin 
lesions and has a 57 percent mortality rate.6
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Selected Differential Diagnosis  
of Rash in a Neonate

Condition Characteristics

Epidermal nevi Lesions are generally unilateral, following 
Blaschko lines in a linear configuration; 
may be related to developmental 
abnormalities

Incontinentia 
pigmenti

X-linked dominant disease almost always 
occurring in female infants, usually in the 
first three weeks of life; lesions follow 
Blaschko lines; associated with dental, 
central nervous system, and ocular 
abnormalities

Infantile 
acropustulosis 

Recurrent crops of pruritic vesicopustular 
lesions that usually resolve by three 
or four years of age; lesions primarily 
appear on the palms and soles and look 
similar to scabies

Lichen striatus Rare, idiopathic linear eruption on the 
extremities that are self-limited and 
sometimes pruritic; lesions appear 
between four months and 15 years of 
age, usually in girls; associated with 
atopic dermatitis

Linear psoriasis Erythematous, scaly papules and plaques; 
linear distribution; typically occur on the 
extremities

Neonatal herpes 
simplex virus 
infection

Vesicular rash often appears on the face 
or scalp in first seven to 10 days of life; 
usually transmitted during vaginal birth; 
risk of disseminated infection


