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Caso Clinico

RESUMO - Ictiose arlequim é uma doenca congénita autossémica recessiva rara, na qual os recém-nascidos apresentam pla-
cas de hiperqueratose generalizadas e fissuras profundas, ectrépio, ecldbio, malformagéo do pavilhé&o auricular e fécies tipicas.
Embora varias complicacées relacionadas & restricdo cutGnea possam ocorrer, o suporte em ferapia intensiva e a introducéo
precoce de retindides sistémicos, como a acitretina, t8m contribuido significativamente para a melhoria da sobrevida e do prog-
néstico dos doentes.

O obijetivo deste relato é apresentar um raro caso de ictiose arlequim e discutir estratégias para o diagndstico precoce e o pri-
meiro tratamento de suporte.

PALAVRAS-CHAVE - Ictiose Lamelar; Recém-Nascido; Transportadores de Cassetes de Ligagdo de ATP

Harlequin Ichthyosis: Case Report

ABSTRACT - Harlequin ichthyosis is a rare autosomal recessive congenital disease in which neonates present generalized hyperke-
ratotic plaques and deep fissures, ectropion, eclabium, malformation of the auricular pavilion and typical facies. Although several
complications related to the skin restriction may occur, support in intensive care and early introduction of systemic retinoids, such
as acitretin, have significantly contributed to patients' survival and improved prognosis.

The purpose of this report is to present a rare case of harlequin ichthyosis and to discuss strategies for early diagnosis and first

supportive care.
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INTRODUCTION

Harlequin ichthyosis is a rare autosomal recessive con-
genital disease associated with the mutation of the ABCA12
gene located at chromosome 2 (2g34) and affects 1 in
300,000 live births,! leading to a change in the lipid depo-
sition of the stratum corneum, resulting in skin barrier dis-
ruption, compensatory hyperkeratinization, and epidermal
desquamation.? Clinically, neonates present generalized
hyperkeratotic plaques and deep fissures, ectropion, ecla-
bium, malformation of the auricular pavilion and typical
facies. There may be several complications such as sepsis
(secondary to the deep fissures), respiratory failure due to
restriction of chest wall expansion, compartment syndrome,
digital ischemia due to vascular compression, hypothermia
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and fluid and electrolytic imbalance. However, support in
intensive care and early introduction of systemic retinoids,
such as acitretin, have significantly contributed to improve
patients' survival and prognosis.® The reported case refers to
a neonate who presented partial improvement with emollient
dressings derived from petrolatum, but due to the unavaila-
bility of the retinoid progressed to death with lung infection
and respiratory failure. The purpose of this report is to pre-
sent a rare case of harlequin ichthyosis and to discuss strate-
gies for early diagnosis and first supportive care.

CASE REPORT
A preterm newborn, male (34 weeks of gestation), 1815
g, 47 c¢cm, born after normal delivery. APGAR was 8 at 1

Recebido/Received
04 Setembro/September 2018

Aceite/Accepted
13 Janeiro/January 2019

55



Revista SPDV 77(1) 2019; Ictiose Arlequim; Patricia A Couto, Marcela C Pastore, Jessica C N Araujo e cols.

Caso Clinico

minute and 9 at 5 minutes so no neonatal resuscitation was
required. His 19-year-old mother performed adequate pre-
natal evaluation with all negative serologies and no reports
of ultrasound changes. There were no known cases of skin
disease in the family.

The neonate was born with ectropion, eclabium, deep
fissures, cyanosis of extremities and lamellar scaling at
birth. The clinical diagnosis of harlequin icthyosis was assu-
med. He received neonatal intensive care and showed par-
tial improvement with the use of petrolatum dressings. The
Dermatology Department recommended oral acitretin and
requested the public health insurance to provide the drug,
since the family could not afford its high cost. However, des-
pite the management in intensive care, death due to respira-
tory infection and sepsis occurred within 15 days of life, even
before the medication was available. Interventions by other
medical specialties were impaired while the neonate needed
clinical stabilization. No genetic study was performed.

DISCUSSION

The term ichthyosis harlequin refers to the costumes of
the popularized italian comic opera servants, arlecchino or
harlequin, which have a diamond shapped pattern and re-
semble the hyperkeratotic plaques in these neonates. It is the
most severe form of congenital ichthyoses.! As an autosomal
recessive disease, the recurrence rate is 25% in subsequent
pregnancies. Clinically, neonates present hyperkeratotic pla-
ques and deep fissures with distorted facial features: severely

*

—— _

yig
A
o Moo g

evertid eyelids (ectropion), pulled and fixed lips (eclabium),
and malformation of the auricular pavilion with a cartilagi-
nous ear and nasal hypoplasia.® Prenatal diagnosis by ul-
trasound can usually be performed in the second trimester,®
as some changes may suggest this diagnosis: polydraminia,
limb changes such as hypoplasia or fixed flexion, closed
hands and crooked feet, eclipse, ectropion, lips changes with
the mouth constantly open or micrognathia, ear hypoplasia,
short umbilical cord, flat nose and flat facies are characte-
ristic of ichthyosis aarlequin.’ In addition, it is worth to men-
tion the "snowflake sign" (floating particles in the amniotic
fluid).” These changes indicate the need for further diagnos-
tic follow-up based on fetal genomic DNA, from the amniotic
fluid or chorionic villi.#¢ Advances in fetal DNA tests and ul-
trasound techniques have replaced more invasive tests such
as fetal skin biopsy.® This information is useful for proper
prenatal counseling. Harlequin ichthyosis was considered to
be a fatal disease because of its typical characteristics and
complications. However, support in intensive care, a multi-
disciplinary approach and the early introduction of retinoids
have improved patients' prognosis and survival.® Treatment
and skin care should include: Cleaning twice daily to moistu-
rize and promote debridement of the stratum corneum. Sur-
gical intervention and fasciotomy to prevent digital necrosis
and improve the amplitude of movements.® Fluid infusion,
protein and electrolyte serum levels, and diet should be well
monitored. Treatment with oral retinoids, mainly acitretin,
should be initiated within the first 7 days at the dose of 1 mg/

Figure 1 - Neonate at birth presenting typical characteristics of harlequin's ichthyosis.
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Figure 2 - Clinical aspect after daily cleansing and use of petrolatum dressings.

kg/day. It reduces the thoracic and digital constriction from
cutaneous hyperkeratinization and prevents further compli-
cations.” However, accessing the medication is still difficult
by some populations.

Newborns who survive progress to a life-long skin di-
sease similar to congenital ichthyosiform erythroderma, that
needs to be managed on a daily basis with the frequent use
of topical emollients and sometimes intermittent use of oral
retinoids. Vitamin D supplements are also necessary to com-
pensate sunshine restriction. Clinical outcomes of older chil-
dren may include poor hair growth, thickened nails, digital
contfractures, autoamputated fingertips and fissured plantar
skin. These features contribute to a delay in motor develo-
pment. Joint pain secondary to inflammatory arthritis was
also described. Ectropion frequently recurs after surgical
correction and periocular topical retinoid treatment can be
an alternative approach. As skin debris may cause recurrent
blockage of the external auditory canal, regular microsuctio-
ning is indicated. Although breastfeeding should be encou-
raged, due to difficulty in sucking some neonates may need
nasogastric tube feeding until they eat a high-calorie diet.
Moreover, those who feel self-conscious about their appea-
rance must receive careful psychological support.”

CONCLUSION

As this is a disease with a high fatality rate, prompt
diagnosis and a multidisciplinary management of the com-
plications inherent to harlequin's ichthyosis are essential to in-
crease the survival of these patients.?® In the presented case,
a restriction in the thoracic cavity expansion, due to the small
elasticity of the skin, and associated deep skin fissures, led to
a respiratory infection and failure, and death before acitretin
was available. It is important to consider genetic counseling

through mutational screening of the ABCA12 gene, since pa-
rents who have had a child with congenital ichthyosis have
a 25% risk of presenting a new case of ichthyosis in each
pregnancy.'? Although the survivors may present some delay
in achieving developmental milestones, adequate multipro-
fessional support can give patients a chance to conquer an
independent adult life.

Conflitos de interesse: Os autores declaram néo possuir con-
flitos de interesse.

Suporte financeiro: O presente trabalho néo foi suportado
por nenhum subsidio ou bolsa.

Confidencialidade dos dados: Os autores declaram ter segui-
do os protocolos do seu centro de trabalho acerca da publica-
¢&o dos dados de doentes.

Direito a privacidade e consentimento escrito: Os autores
declaram que pediram consentimento para usar as imagens
no artigo.

Conflicts of interest: The authors have no conflicts of interest
to declare.

Financing Support: This work has not received any contribution,
grant or scholarship.

Confidentiality of data: The authors declare that they have
followed the protocols of their work center on the publication
of data from patients.

Privacy policy and informed consent: The authors declare that
have the written informed consent for the use of patient's pho-
fos in this article.

Proveniéncia e reviséo por pares: Ndo comissionado; revisGo
externa por pares

Provenance and peer review: Not commissioned; externally
peer reviewed

57



Revista SPDV 77(1) 2019; Ictiose Arlequim; Patricia A Couto, Marcela C Pastore, Jessica C N Araujo e cols.

Caso Clinico

REFERENCES
Ukkali S, Patil V, Rajgoli EA, Kutty JM, Desai MZ. Har-
lequin ichthyosis: a case report. J Evol Med Dental Sci.
2015; 4; 15700-1.
Pet MA, Gupta D, Tse RW. Harlequin ichthyosis: a surgi-
cal perspective. Pediatr Dermatol. 2016; 33:€327-32.
doi: 10.1111/pde.12944.
Ahmed H, O'Toole EA. Recent advances in the genetics
and management of harlequin ichthyosis. Pediatr Der-
matol. 2014; 31:539-46. doi: 10.1111/pde.12383.
Prendiville J. Harlequin ichthyosis [Internet]. [Accessed
2008 Oct 21]. Available from: http://emedicine.meds-
cape.com/article/ 1111503- overview.
Jian W, Du QT, Lai ZF, Li YF, Li SQ, Xiong ZT, et al.

58

Prenatal diagnose of a fetus with Harlequin ichthyosis
in a Chinese family. Taiwan J Obstet Gynecol. 2018;
57:452-5. doi: 10.1016/j.tjog.2018.04.023.

Glick JB, Craiglow BG, Choate KA, Kato H, Fleming
RE, Siegfried E, et al. Improved management of har-
lequin ichthyosis with advances in neonatal intensive
care. Pediatrics. 2017;139:e20161003. doi: 10.1542/
peds.2016-1003.

Rajpopat S, Moss C, Mellerio J, Vahlquist A, Gdnemo
A, Hellstrom-Pigg M, et al. Harlequin ichthyosis: a re-
view of clinical and molecular findings in 45 cases.
Arch Dermatol. 2011; 147:681-6. doi: 10.1001/arch-
dermatol.2011.9.



