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Recurrent Case of a Rare and
Devastating Entity: Harlequin Ichthyosis

ABSTRACT Harlequin ichthyosis (HI) is a rare and severe form of congenital ichthyosis caused by
truncating mutations in the ABCA12 gene. Although it has many distinctive signs on perinatal
sonography such as short limbs, wide gaping mouth, joint contractures, edema of the hands and
feet and cloudy amniotic fluids, it usually can not be diagnosed until birth. Herein, we report a case
of recurrent HI, which remained undiagnosed until labor at 38 weeks of gestational age. A multi-
parous woman presented to hospital at 38" weeks of gestation. There were no personal or family
history. Vaginal delivery was performed and a 3300 gram baby was delivered. The body of the
neonate was covered with thick, armor like skin, have generalized edema and erythematous fissures,
scanty hair, everted eyelids with exposed swollen conjunctiva, open mouth were noted at the first
examination. Newborn was diagnosed to be having Harlequin ichthyosis and was given to neona-
tal intensive care unit (NICU) for supportive care and additional examination. Genetic counseling
is important and should be recommended to affected families. With the growing technology elec-
tron microscopes, invasive prenatal diagnostic tools and 3D sonography may reveal suggestive fea-
tures of the disease. In addition, new treatment regimens, experienced and competent NICU
facilities may increase survival rates.
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arlequin ichthyosis (HI) is a rare and severe form of congenital

ichthyosis caused by truncating mutations in the ABCA12 gene.!

Mutation of this gene causes defective intracellular lipid deposition
within the stratum corneum layer and extreme hyperkeratosis.”? Although
it has many distinctive signs on perinatal sonography such as short limbs,
wide gaping mouth, joint contractures, edema of the hands and feet and
cloudy amniotic fluids, it usually can not be diagnosed until birth. Herein,
we report a case of recurrent HI, which remained undiagnosed until labor
at 38 weeks of gestational age.

I CASE REPORT

A 26-year-old multiparous woman presented to hospital emergency de-
partment with regular contractions and labor pains at 38" weeks of gesta-
tion according to her last menstrual period. She had previously one
pregnancy with history of harlequin ichthyosis and lost her baby in the
first month after delivery due to dehydration and infection. In this preg-
nancy, patient did not accept prenatal diagnostic tools to early detection
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due to religious concerns. There were no personal
or family history of any chronical illness or ter-
atogenic exposure and the couple was noncon-
sanguineous.

Vaginal delivery was performed and a 3300
gram, 50 cm female baby was delivered. The body
of the neonate was covered with thick, armor like
skin, have generalized edema and erythematous fis-
sures, scanty hair, everted eyelids with exposed
swollen conjunctiva, open mouth were noted at the
first examination (Figure 1). The limbs were in
flexion position and mobility of neonate was re-
stricted. Her hands and feet were edematous with
contracted digits. Newborn was diagnosed to be
having Harlequin ichthyosis and was given to
neonatal intensive care unit for supportive care and
additional examination.

Informed consent was obtained from the pa-
tient before enrollment in the study.

DISCUSSION

Harlequin ichtyhosis (HI) is an extremely rare and
devastating dermatological condition with an esti-
mated incidence of 1 in 300.000 births.? It is the
most severe type of inherited ichtyosis and arises
secondarily to mutations in the ABCA12 gene.*
Lack of ABCA12 function leads to disruption of
lamellar granule lipid transport in keratinizing ker-
atinocytes of the upper epidermis.> Owing to these
gene defect and impairment of the skin barrier, af-
fected newborns have thickened, generalized dry
skin, scaling and hyperkeratosis. Major phenotyp-
ical signs of harlequin ichtyiosis includes facial
dysmorphism, eclabium, fish-like open mouth,

FIGURE 1: 3300 gram, 50 cm female baby with Harlequin baby; 5 minutes
after vaginal delivery.
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ectropion, restricted fetal movement with stiff
limbs in a semiflexed position, limb abnormalities
with hypoplastic fingers, short phalanges, clubfoot,
shriveled hands and armor-like skin.

Prenatal diagnosis with chorionic villus sam-
pling (CVS) and amniotic fluid cells analysis are
advised in women with previous history of
ichthyosis. After defining the causative gene de-
fect, skin biopsy is not currently recommended for
prenatal diagnosis.” Antenatal USG, especially 3D
sonography is another modality of prenatal diag-
nosis but late phenotypic expression of the disease
poses a challenge for timely detection and further
management.® In addition, preimplantation genetic
diagnosis (PGD) is a feasible option especially in re-
current cases to select unaffected embryos accu-
rately.”

Newborns with HI should be followed up in
neonatal intensive care units. Appropriate intra-
venous fluid replacement, frequently moistening
the skin, close monitoring and creating a sterile en-
vironment to avoid infections are the key points in
treatment. Neonates are frequently lost in the first
days of life because of severe fluid loss, disruption
of heat balance and sepsis.® In addition to palliative
treatment, early systemic retinoid treatment has
been shown to decrease mortality rates in patients
with HI due to facilitating desquamation of the
membranes.”'” With adding retinoids to regular sup-
portive therapy, long-term survival rates sharply in-
creased."

In conclusion, genetic counseling is important
and should be recommended to affected families.
With the growing technology electron micro-
scopes, invasive prenatal diagnostic tools and 3D
sonography may reveal suggestive features of the
disease. In addition, new treatment regimens, ex-
perienced and competent NICU facilities may in-
crease survival rates.
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