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Clinical / Scientific note

DYSTONIA, AUTOIMMUNE DISEASE AND
CEREBRAL WHITE MATTER ABNORMALITIES
IN A PATIENT WITH 18p DELETION

Carla Graziadio', Rafael Fabiano Machado Rosa"?, Paulo Ricardo Gazzola Zen'?,

Louise Lapagesse de Camargo Pinto’, Liselotte Menke Barea’, Giorgio Adriano Paskulin'?

Dystonia is a clinically and genetically heterogeneous
disorder of movement characterized by involuntary and
sustained muscle contractions and rigid postures affecting
one or more sites of the body. It can be classified according
to the distribution of affected body parts, age of onset and
etiology’. Up to now, at least 15 different loci (DY TI-DYTT5)
have been described in this condition’. Adult-onset idio-
pathic torsion dystonia affecting specific parts of the body,
such as the eye (blepharospasm), neck (cervical dystonia),
and hand (writer’s cramp) has been associated with the
DYT7 locus, located in the short arm of chromosome 18"
Autoimmune diseases have been considered conditions as-
sociated with reactions of the immune system against self-
antigens or body systems. They are disorders often asso-
ciated with severe and chronic morbidity. In spite of re-
cent advances, much of their etiology is still unknown?®.

We describe a rare case of a patient with 18p deletion
syndrome presenting focal dystonia, Hashimoto thyroidi-
tis, vitiligo and cerebral white matter abnormalities.

CASE

The patient is a 30 year old white woman, the fourth child
of a non-consanguineous couple, without any history of similar
cases in the family. The patient was born full-term, with a Ce-
sarean section, after a pregnancy without intercurrences. During
her first year of life, she had several episodes of infection (oti-
tis and tonsillitis) as well as constipation where laxative use was
needed. At 3 months, she had a convulsive crisis during fever. In
relation to her neuropsychomotor development, the mother re-
calls she supported her own head at 6 months and pronounced
her first words at the age of three. The patient was also unable
to accompany normal school, failing several grades. After a long
period without intercurrences, she began with blepharospasm

together with cervical dystonia. She presented telarche at the
age of 12 and menarche at 13, and at around 20 she began with
menstrual irregularity. The hormonal evaluation conducted later
diagnosed hypothyroidism due to Hashimoto thyroiditis.

During the physical exam at the age of 30, she presented
obesity (weighing 70 kg, between the 90-97 percentiles), short
stature (149 cm, under the 3 percentile), brachycephaly, but with-
out microcephalia (head circumference of 53 cm — between the
2-50 percentiles), rounded face, ocular hypertelorism (interp-
upillary distance higher than the 97 percentile), ptosis, blephar-
ospasm, corneal opacification, hypoplasia of the middle third of
the face, broad nasal bridge, high palate, short and broad neck,
low posterior hairline, broad thorax and accentuated cervical
kyphosis (Figs 1A and B). She also had dextroconvex thoracic sco-
liosis, small hands and feet with hyperconvex nails (Figs 1C and
D) and achromic spots of different sizes, spread about the body
(thorax, dorsum and members), and vitiligo was diagnosed. The
face remained in a fixed position, always turned to the right and
downwards (Figs 1A and B). Nuclear magnetic resonance of the
skull revealed a dilated ventricular system, with the presence of
multiple hypersinal foci at T2 and DP in the semi-oval centers,
without gadolinium impregnation, suggestive of demyeliminat-
ing lesions, and around the lateral ventricles and third ventri-
cle, suggestive of periependimal leukomalacia (Fig 2A). Electro-
encephalograph assessment was normal. The thorax radiograph
revealed hyperkyphosis with a reduction in body height at the
seventh thoracic vertebra and dextroconvex thoracic scoliosis.
Ophthalmological evaluation verified the presence of intense
photophobia, bilateral keratocone with lower conjunctival pan-
nus in the right eye and the entire left eye. Chromosomal analy-
sis through GTG banding karyotype revealed a deletion involv-
ing the short arm of chromosome 18: 46,XX,del(18)(p11.1) (Figs 2B
and 2C). The karyotype of the parents was normal.

DISTONIA, DOENGCA AUTOIMUNE E ANORMALIDADES DA SUBSTANCIA BRANCA CEREBRAL EM PACIENTE COM DELEQAO 18p

Universidade Federal de Ciéncias da Satide de Porto Alegre (UFCSPA) and Complexo Hospitalar Santa Casa de Porto Alegre (CHSCPA), Porto Alegre RS,
Brazil: 'Clinical Genetics, Universidade Federal de Ciéncias da Saude de Porto Alegre (UFCSPA) and Complexo Hospitalar Santa Casa de Porto Alegre
(CHSCPA), Porto Alegre RS, Brazil; ‘Graduate Program in Pathology, UFCSPA; *Neurology, UFCSPA and CHSCPA.

Received 13 January 2009, received in final form 4 May 2009. Accepted 11 May 2009.

Dr. Giorgio Adriano Paskulin — Clinical Genetics UFCSPA - Rua Sarmento Leite 245 / 403 - 90050-170 Porto Alegre RS - Brasil. E-mail: paskulin@ufcspa.edu.br

689



Dystonia, autoimmune disease and cerebral white matter abnormalities: 18p deletion

Graziadio et al.

690

Arq Neuropsiquiatr 2009;67(3-A)

Fig 1. Craniofacial aspect of the patient showing the short and wide neck [A and B], as well as the low
posterior hairline [B]. Observe the face position that is turned to the right and down [A and B]. Photos
of the hands [C] and feet [D] of the patient, presenting small sizes and hyperconvex nails [C and D].
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Fig 2. Magnetic resonance image of the skull revealing a dilated ventricular system, with the
presence of multiple hypersinal foci around the lateral ventricles and third ventricle, sugges-
tive of periependimal leukomalacia, and at T2 and DP in the semi-oval centers, without gad-
olinium impregnation, suggestive of demyeliminating lesions [A]. Partial GTG banding kary-
otype [B] and ideogram [C] showing a normal chromosome 18 (18) and the one with deletion in-
volving the short arm of chromosome 18 [del(18p)]. The arrows indicate where deletion occurred.
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DISCUSSION

In 1963, De Grouchy was the first to report a distinc-
tive condition associated with chromosome 18p dele-
tion. Nowadays, it is known that it consists of a contig-
uous gene deletion syndrome. Although most reported
cases have been sporadic, familial cases have been report-
ed. The clinical phenotype of the 18p deletion syndrome
varies widely among individuals, but usually comprises
mental deficiency, hypotonia, craniofacial dysmorphia
with ptosis, rounded face, micrognathia, large protrud-
ing ears and short neck, besides foot and hand abnormal-
ities. Short stature is considered the most frequent fea-
ture. On the other hand, dystonia is a rare finding among
these patients’. Up to now, only six cases have been re-
ported, three associated with abnormalities of the white
matter as in our patient®®®, Cerebral abnormalities usual-
ly described in these individuals include agenesis of cor-
pus callosum, holoprosencephaly and arhinocephaly®. The
dystonia is probably related to involvement of the DYT7
loci, located in the short arm of chromosome 18 and al-
ready associated with a form of autosomal dominant fo-
cal dystonia, a frequent cause of idiopathic torsion dys-
tonia in central Europe'.

Autoimmune diseases have also been rarely described
in patients with 18p deletion syndrome. Hashimoto thy-
roiditis, for example, was reported only once’and the
present report represents the first description of a pa-
tient presenting vitiligo. However, it is interesting to note
that other immune-mediated disorder, alopecia areata,
has been linked to a loci of susceptibility in chromosome
18p and this disease frequently coexists with autoimmune
vitiligo and thyroiditis®.
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Thus, patients with 18p deletion syndrome should al-
ways be carefully evaluated for symptoms of dystonia and
autoimmune diseases, as vitiligo and thyroidtis. Maybe the
low rate of cases presenting these features could be re-
lated to the fact that most patients described in the lit-
erature are children, and these symptoms usually start to
occur later, especially in the second decade of life. Fur-
thermore, as well pointed out by other authors®, chromo-
somal analysis should also be considered in cases of dy-
stonia, mainly associated with other findings, like mental
deficiency, short stature and dysmorphic features.
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