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Class Mutation Characteristic Infections
Distinct Cutaneous 
Features Extracutaneous Features

EDV EVER1
EVER2

HPV 5, 8, 10, 14, 20, 21, 25 
and 47 (extensive verruca 
plana, along with thicker 
verrous warts)

Malignant transformation of 
warts to SCC

Monomac GATA2 HPV, atypical mycobacteria, 
and deep fungal infections

Pulmonary alveolar 
proteinosis

↑ risk for hematologic 
malignancies

Immune dysregulation
Immunodeficiency, 

polyendrocrinopathy, and 
X-linked (IPEX)

FOXP3 Eczematous dermatitis Severe diarrhea 
(enteropathy)

Type 1 diabetes mellitus
Hypothyroidism
Autoimmune hemolytic 

anemia

SCID, severe combined immunodeficiency; CVID, common variable immunodeficiency; WHIM, warts, hypogammaglobinemia, infections, myelokathexis; EDV, 
epidermodysplasia verruciformis; IPEX, immunodysregulation, polyendocrinopathy, enteropathy, X-linked

Table 4-23. Primary Immunodeficiencies Most Commonly Associated With Cutaneous Findings—cont’d

Figure 4-34. Silvery hair syndromes. The giant melanosomes are easily seen 
in the hair shaft of individuals with Chediak–Higashi syndrome (A) and Griscelli 
syndrome (B). Note the more regular spacing of the melanosomes in the hair 
from a patient with Chediak-Higashi syndrome. (From Paller S, Mancini AJ. 
Hurwitz Clinical Pediatric Dermatology, 4th Ed. Elsevier. 2011)

A

B

4.14 DISORDERS OF CORNIFICATION

•	 Inherited ichthyoses generally present at birth or in 
infancy/early childhood
■	 Heterogeneous group of genetic disorders linked by a 

common finding of abnormal epidermal 
differentiation or metabolism → hyperkeratosis and/
or epidermal hyperplasia

■	 Dysfunction of cornified cell envelope disrupts skin 
barrier function → ↑transepidermal water loss

■	 Inherited ichthyoses characterized by localized or 
generalized hyperkeratosis, scaling, or both, along 
with variable additional cutaneous and/or systemic 
manifestations; +/− erythema

■	 Collodion membrane at birth seen with some forms of 
congenital ichthyosis (lamellar ichthyosis and non-
bullous congenital erythroderma most commonly; 
also Sjögren-Larsson syndrome, Gaucher disease type 2, 
Hay-Well syndrome, trichothyodystrophy, Netherton 
syndrome, ectodermal dysplasia, and neutral lipid 
storage disease); phenotype reveals itself once the 
collodion resolves, after several weeks (Fig. 4-35)

■	 Routine histology is generally non-diagnostic, but may 
demonstrate epidermal hyperplasia and variable 
orthohyperkeratosis; ichthyosis vulgaris shows a 
diminished or absent granular layer and epidermolytic 
ichthyosis shows epidermolytic hyperkeratosis

Figure 4-35. Collodion baby: collodion membrane in a 1-day-old newborn. (From 
Renata Prado MD, Lixia Z. Ellis MD, PhD, Ryan Gamble MD, Tracy Funk MD, 
Harvey Alan Arbuckle MD and Anna L. Bruckner MD. Journal of the American 
Academy of Dermatology, Volume 67, Issue 6, Pages 1362-1374. Elsevier. 2012.)

■	 Treatments for inherited ichthyosis: emollients and 
keratolytics; topical and systemic retinoids can help 
reduce hyperkeratosis and are useful for some 
disorders; neonatal care includes humidified 
incubators, emollients and close observation for 
infection, dehydration, and electrolyte abnormalities

•	 Palmoplantar keratodermas (PPK) are a heterogeneous 
group of inherited and acquired disorders marked by 
hyperkeratosis of the palms and soles
■	 Three types of PPK: focal (localized areas of 

hyperkeratosis, usually over pressure points), diffuse 
(hyperkeratosis involves entire palmoplantar surface), 
and punctate (1- to 2-mm keratotic papules)

■	 PPK can be an isolated finding or associated with 
other abnormalities

■	 Treatment: topical keratolytics (salicylic acid 2%–5%, 
lactic acid 5%–12%, and urea 10%–40%), topical 
retinoids, and topical corticosteroids when 
inflammation is present; use of oral retinoids may be 
helpful in some disorders; CO2 laser ablation and 
surgical paring or excision helpful for more severe PPK

•	 See Table 4-24, and Table 4-25
Text continued on p. 273
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Figure 4-37. Erythroderma, hypotrichosis, and areas with ichthyosis linearis 
circumflexa. (From Allergology and Immunopathology [Allergologia et Immuno-
pathologia]. Serena Pastore, Gaia Gorlato, Irene Berti, Egidio Barbi, Alessandro 
Ventura Volume 40, Issue 5. Pages 316-317. Elsevier. 2012)

Figure 4-38. CHILD Syndrome. Unilateral erythema and scale with ipsilateral limb 
defects. (Rimoin D, Michael Connor J, Pyeritz R, Korf B. Emery and Rimoin’s 
Principles and Practice of Medical Genetics e-dition, 5th Ed. Elsevier. 2007.)

Figure 4-39 Conradi–Hünermann syndrome. (A) Thick, psoriasiform scaling 
overlying erythema in a 1-month-old girl with the syndrome and chondrodys-
plasia punctata. As the scaling desquamated, the underlying erythema along 
Blaschko’s lines became more apparent. (Eichenfield L.F. et al. Neonatal and 
Infant Dermatology 3rd ed. Elsevier. 2015) (B) The pattern of scale along 
Blaschko’s lines is more evident in this neonate with Conradi-Hünermann syn-
drome. (From Paller AS. Ichthyosis in the neonate. In: Dyall-Smith D, Marks R, 
eds. Dermatology at the millennium: Overview of past achievements, current 
knowledge and future trends. London: Parthenon Publishing Group; 1998, with 
permission.)

A

B

Figure 4-40. Unna–Thost syndrome. (From Gehris, Robin P., Ferris, Laura K. 
General Dermatology. January 1, 2009. Pages 277-296)

Figure 4-36. Lamellar ichthyosis phenotype of ARCI. Large plate-like scaling on 
the forehead and cheeks. This patient shows moderate ectropion. (From Paller 
S, Mancini AJ. Hurwitz Clinical Pediatric Dermatology, 4th Ed. Elsevier. 2011)
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