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Keratosis pilaris and ulerythema ophryogenes in a woman
with monosomy of the short arm of chromosome 18 *
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Abstract: Partial mono somy of the short arm of chro mo so me 18 (18p- syndro me) is cha rac te ri zed mainly
by speech delay, mild to mode ra te men tal retar da tion and short sta tu re. We des cri be a patient with the 18p-
syndro me and wides pread seve re kera to sis pila ris and ulery the ma ophr yo ge nes. This is the fourth case in
which such an asso cia tion has been repor ted. This asso cia tion is of con si de ra ble inte rest becau se it may
unco ver a can di da te geno mic region and help to iden tify the gene res pon si ble for fol li cu lar kera ti ni za tion.
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Resumo: A monos so mia par cial do braço curto do cro mo so mo 18 (sín dro me do 18p) carac te ri za-se, prin -
ci pal men te, por atra so na aqui si ção da fala, retar do men tal leve a mode ra do e baixa esta tu ra. Relatamos o
caso de uma pacien te com esta sín dro me asso cia da à cera to se pilar exten sa e ulery the ma ophr yo ge nes. Este
é o quar to rela to de caso que des cre ve tal asso cia ção, que des per ta con si de rá vel inte res se por que pode reve -
lar uma região can di da ta a sede de genes res pon sá veis pela que ra ti ni za ção foli cu lar.
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INTRODUCTION 
Monosomy 18p, or 18p- syndrome, is a disor-

der resulting from the deletion of part or all of the
short arm of chromosome 18. The condition has an
estimated incidence of 1 in 50,000 among live-born
infants, placing it among the commonest chromoso-
mal anomalies. Initially described by Grouchy in
19631, it was the first example of a partial chromoso-
mal anomaly compatible with life. Clinical manifesta-
tions vary greatly among patients, and in most cases a
diagnosis may not be apparent at birth. Among the
more common findings, the most notable are varying
degrees of mental retardation, speech delay and short
stature. Less frequently, craniofacial dysmorphisms
may be observed. In approximately two thirds of cases
the deletion is a de novo one. Familial transmission of

the 18p deletion from a parent to an offspring has
already been described in six families. An extensive
review of this syndrome was recently published by
Turleau. 2

The association between this syndrome and
the genodermatoses keratosis pilaris and ulerythema
ophryogenes was first reported in 1994 by Zouboulis
et al3 and was subsequently lent further weight by
two other case studies. 4,5 The finding of this associa-
tion suggested that the genes responsible for follicu-
lar keratinization could be located on the short arm
of chromosome 18. We describe a case of keratosis
pilaris / ulerythema ophryogenes in a patient with
18p- syndrome.
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CASE REPORT
A 19-year-old female patient was referred to the

genetics outpatient clinic for dermatological examina-
tion. She had been diagnosed with 18p- syndrome at
the age of eight years. She is the third daughter of
healthy non-consanguineous parents. Gestation was
normal and both the patient’s sisters are healthy. She
was born at term, when she weighed 3320 g (50th per-
centile) and measured 49 cm (25th percentile), and
had normal motor development during infancy and
childhood. At the end of the first year of life a signifi-
cant speech delay was noted, and as a result an inves-
tigation was started, leading to the diagnosis of 18p-
syndrome. Her medical history showed that she had
had German measles at the age of two years, asthma
(the symptoms of which stopped at around seven
years of age) and hypothyroidism, which is currently
being treated with levothyroxine.

The high-resolution karyotype was 46,XX,
del(18)(p11.1p11.32), indicating that the whole short
arm of chromosome 18 had been deleted. No other
alterations were observed. The parents’ karyotypes
were normal.

At 19 years of age she measured 144.5 cm
(below the 3rd percentile), had a head perimeter of
54.5 (25th to 50th percentile) and weighed 41.5 kg
(below the 3rd percentile). Dysmorphology examina-
tion revealed down-slanting palpebral fissures, a left
pre-auricular pit, a high-arched palate and a short
neck. Cardiology assessment, including echocardio-
gram, and abdominal ultrasound were normal. Pelvic
ultrasound revealed the presence of a uterine septum.
Menarche and the appearance of secondary sex char-
acteristics occurred at the appropriate age, and her
menstrual cycles at the time of the examination were
regular. She had mild mental retardation and was

studying in a regular secondary school.
Dermatologic examination revealed small

hyperkeratotic follicular papules 1 to 2 mm in diame-
ter distributed evenly on the back, anterior thorax,
abdomen, neck and upper and lower limbs (Figure 3).
On her face, she had erythema and small hyperkera-
totic follicular papules distributed symmetrically on
the malar and masseteric regions, as well as on her
forehead and chin (Figure 4). Her skin was rough to
the touch in all these areas. The scalp, palm of her
hands and soles of her feet were not affected. Skin
alterations had been reported since birth and had
worsened significantly during adolescence. A skin
punch biopsy was performed in the lumbar region

FIGURE 1: Down-slanting palpebral fissure

FIGURE 2:
Short neck

FIGURE 3: Very abundant keratotic follicular papules on the back
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and revealed hyperkeratosis in the upper region of
the infundibulum and a discrete inflammatory infil-
trate (Figure 5).

The patient was treated with topical keratolytic
agents and showed a modest improvement. 

DISCUSSION 
When limited to typical areas (the upper outer

side of the arms and thighs), keratosis pilaris is an
extremely common, benign condition. Although its
etiology has not been clearly defined, the condition is
frequently described in association with other condi-
tions that cause xerodermia, such as ichthyosis vul-
garis and atopic dermatitis. Its pathophysiology is
based on genetically determined excessive follicular
keratinization. In the case described here, keratosis
pilaris affected nearly the whole body and was accom-
panied by ulerythema ophryogenes, a rare disorder
affecting mainly children and young adults. The latter
condition is characterized by inflammatory keratotic
facial papules on an erythematous background. Its
pathogenesis remains unknown, and the disease has
been described in association with other conditions,
such as Noonan syndrome.

The clinical and cytogenetic findings suggest
that this case should be grouped with the three previ-
ous reports of an association between 18p- syndrome
and keratosis pilaris / ulerythema ophryogenes, rein-
forcing the hypothesis that follicular keratinization
may be under the control (to an extent yet to be deter-
mined) of gene(s) located on the short arm of chro-
mosome 18. Since most patients with this chromoso-
mal anomaly do not present with either keratosis
pilaris or ulerythema ophryogenes, it is possible that
the dermatological alterations in the patient described
here and in the patients in the three reports referred
to above may be the result of phenotypic expression
of a recessive mutation that is only being expressed
because of the loss of the wild allele in the deleted
portion of the short arm of chromosome 18. ❑

FIGURE 5: A compact keratin plug blocking the upper third of the
follicular infundibulum. A discrete, nonspecific inflammatory 

infiltrate can be seen in the dermis

FIGURE 4:
Ulerythema
ophryogenes.
Distal
madarosis,
erythema and
keratotic
papules can
be observed
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