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PERIODIC HYPERSOMNIA, CONGENITAL ECTODERMAL
DISORDERS AND MULTIPLE EXOSTOSIS

RUBENS REIMAQ * — ARON DIAMENT #3%

SUMMARY — A case of periodic hypersomnia in an 11-year-old fenmiale with the unigque
features of mental deficiency, incontinentia pigmenti, acanthosis nigricans and hereditary
multiple exostosis (diaphysial aclasis) iz reported. The clinical, polysomnographic and
Multiple Sleep Latency test features of this case with a follow up of seven years are
consigtent with a diagnosis of periodic (intermittent) exeessive somnolence. The unigue
presentation, however, does differ from Kleine-Leyin syndrome and suggests a relationship
hetween the predominantiy ectodermal, congenital disorders and the sleep-wake pattern
dysfunction,

Ripersonia periédica, malformacdes ectodérmicas e exostose mitltiplu.

RESUMQ — Relata-se um caso de sonoléncia excessiva periédica acompanhada de hiperfagia,
com inicio na segunda década, documentado clinicamente, em tracados polissonograficos de
noite inteira e no teste das Laténcias Multiplas do Sono., Apresenta caracteristicas que o
distinguem da sindrome de Kieine-Levin, a saber, a ocorréncia no sexo feminino, deficiéncia
mental, incontinéneia pigmentar, acantose nigricans e exostose multipla.

There are two well defined syndromes of periodic hypersomnial: menstrual
cycle-related.somnolence and the Kleine-Levin syndrome (KLS). The former is usually
temporally linked with the menses; the latter, a rare condition, is generally limited
to males in which the first episode of excessive sleepiness occurs in the second decade
of life associated with hyperphagia. It supposedly results from hypothalamic er lymbic
dysfunctions.

, This report describes a case of periodic hypersomnia and hyperphagia, beginning
m the second decade but ciearly distinct from KLS, occurring in a female with mental
deficiency, incontinentia pigmenti and multiple exostosis.

CASE REFPORT

MRS, an 1l-year-old female was referred to our clinic seven years ago, presenting
periods of one to two weeks hypersomnolence that started 6 months previcusly. During
these periods, the patient slept most of the day and night, waking only for toilet necegsities
and eating during which time sleepiness was still reported. In some of these periods she
exhibited veracious eating but no inappropriate sexual behavior. She has been followed
up for 7 vears and the periods of hypersomnolence first noted every 3 to 4 months are
now seen only yearly. Outside these periods she has adequate sleep. There is no relation
between hypersomnolence and menstrual cyecle. Her menses are irregular with intervals
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up to 6 months. There is consanguinity in the family and her grandfather had similar
exostosis.  The physical examination revealed incontinentia pigmenti with areas of hyper-
pigmentation on the 4 limbs and hack. Acanthosis nigricans around the nose. Extention of
the lett elhow limited. Neurclogical examination revealed mental deficiency with no focal
gsigns, Fundus was normal. Psychological examination performed twice confirmed IQ — 45;
no symptoms of depression. EEG, CT brain scan, brain nuclear magnetic ressonance and
CSF were normal. Chromossomal study revealed normal 46 XX with normal bands. Derma-
toglyphic study was abrormal with TRC—=33; R=—atd—54"; Rw=329; L_atd_—=49%:
Rw=28.4%. Radiological examinctions showed multiple, bilateral exostosis on the metaphysis
of the distal fomur, proximal tibia, distal left fibula, proximal right humerus. The ulnas
were short. Left elbow was dislocated, Hand X-rays showed displasia of the pisiform
bone. Bone age was 16 years for a chronoclogical age of 14, Skull films were normal . Two
skin biopsies confirmed the diagnosis of incontinentia pigmenti and acanthosis nigricans.
Muscle biopsy was normal. Laboratory tests including serum ealcium and phosphorus, fasting
morning bleod glucose, T3, T4, TSH, FSH, ard cortisol were normal. Alkaline phosphatase
was repeatedly elevated, from 522 to 770 Us/1l (normal values 60-220 U/1). Urinary screening
tests for inborn errors of metabolism were negative. Pelvic ultrasound examination revealed
hypoplastic uterus and normal ovaries.

Twe all-night polysomnographic (PSG) recordings were perfoermed (Table 1) using
standard criteria (16) including EEG, electrooculogram, submental and anterior tibialis eiectro-
myography, nasal and buccal thermistors, pneumogram and electrocardiogram. The monitoring
was performed in periods with and without excesnive daytime somnelence: both failed to
show breathing or heart rate abnormality, or nocturnal myoclonus., The Multiple Sleep
Latency test (MLST) was performed twice according to standard criteria (413). During a
period of basal non-hyperscmnia, mean sleep latency was 162 min with no REM sieep
detected, During a period of hypersomnia, mean sleep latency was 4.1 min; no REM sleep
detected.

Ds NDS
Total time in bed (min} 426 385
Total sleep time (min) 412 326
Sleep efficiency (%) 9.7 84.6
Sleep latency (min) 4 3
REM latency (min) 124 135
Stage 1 (%) 3.1 3.9
Stage 2 (%) 28.9 29.8
Stage 3 (%) 12.3 8.8
Stage 4 (%) 42.6 35.8
Stage REM (%) 13.1 11,3

Table 1 — All-night polyscmnographic data obtained during baseline non-excessive daytime

somnolence period (NDS) and during a period with excesswe daytime somnolence (DS).

COMMENTS

_ Excessive daytime sleepiness for days or weeks interspersed with asymptomatic
perl'ods of several days or weeks, commencing in the second decade of [ife accom-
panied by hyperphagia and usually limited to males are characteristic of KLS3. In
most cases, the severity of such episodes decreases after some years to spontaneous
remittance, This rare syndrome was described by Kleine in 1923 and Levin in 1929,
Critchley in 1962 reviewed 31 cases in the literature and added 11 of his own. Since
then, only a few patients showing symptoms beginning outside adolescence or occurring
in females have been described 3.6.710. Qur patient has a few features resembling this
syndromie, such as periodic hypersomnia and the age onset. However, in the literature
which includes extensive reviews 31214 there are no cases with mental deficiency,
multiple exostosis, incontinentia pigmenti and acanthosis nigricans,
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Incontinentia pigmenti, or Bloch-Sulzberger syndrome, occurs almost exclusively
in females and is accompanied by a wide range of ectodermal and mesodermal defects
in two thirds of the patients. Among these, mental deficiency may be found. Acan-
thosis nigricans, another rare dermatosis, is characterized by hyperpigmentation and
epidermic hypertrophy. Its juvenile form may be associated with several metabolic,
endocrine or developmental abnormalities, [t may occur in association with mental
deficiency and hypothalamic or pituitary endocrinopathies.  In few cases, a familial
occurrence is encountered suggesting hereditary factors of still undetermined pattern.

The bone characteristics of our case are clinically and roentgenographically
typical of multiple exostosis (diaphysial aclasis)269.18,19.20, |n this rare disease, bone
thickening and deformity occur during the most active growing period. The justaepi-
physial regions of long bones, ribs, pelvis and scapulae are the most affected. Short
stature but within normal limits 18, bowing of the radius with ulnar wrist deviation
and humero-radial joint subluxation are characteristic and were present in the patient
here described.  This discase is generally auwtosomal dominant but a few cases may
arise by spontaneous mutation; there are no abnormalities in karyotype or band
studies €. On the other hand, multiple exostosis cases show essentially bone impairment
alone with no skin pathology, mental deficiency or sleep-wake dysfunctions,

P5G and MSLT revealed excessive daytime sleepiness but failed tc show sleep
apnea, narcolepsy, nocturnal myoclonus or any other abnormalitics. No depressive
features were noted in the PSG, as suggested in one KLS case by Reynolds et all?
in 1980. PSG recordings in KLS are few and with mixed results 810.12.15,17; some sre
normal while some show characteristics of much more commom disorders like sleep
apnea or narcolepsy.

The occurence of periodic hypersomnia and mental deficiency suggest a neural
dysfunction in the sleep-wake cycle system. A congenital malformative etiology is
likely as the patient has other ectodermal dysplasias, consanguinity and no other
apparent cause for mental deficiency.
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