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INTRODUCTION: Metachromatic leukodystrophy (MLD) is an autosomal recessive lysosomal storage
disorder caused by the deficiency of arylsulfatase A (ARSA) enzyme, which leads to sulfatide
accumulation, resulting in progressive dysfunction of the central and peripheral nervous system. The
three clinical phenotypes based on the age of onset are: late-infantile (LI), juvenile (J) and adult (A), being
the late-infantile the most common form (40 - 50%). OBJECTIVE: Describe symptoms according to the
different phenotypes of MLD and determine the time from clinical onset to disease diagnosis.
MATERIALS AND METHODS: Retrospective and descriptive study. Medical records of patients with
MLD, belonging to the Neurochemical Laboratory “Dr. N. A. Chamoles” Buenos Aires, Argentina, between
1978 and 2021, were analyzed. RESULTS: A total of 39 patients (54% male) from 36 unrelated families
were included in the study. Sixty-nine percent corresponded to the LI phenotype. The first symptoms
were loss of motor abilities (59%), gait disorder (22%) and squint (15%). The mean ages of symptom
onset and diagnosis were 16,7 months and 27,2 months respectively. Twenty-three percent of the
patients belonged to the juvenile phenotype, corresponding 55% to early juvenile (EJ) and 45% to late
juvenile (LJ). Most of the EJ patients experienced a loss of motor abilities and gait disorder. Fifty percent
of the LJ patients showed behavior impairment and the other half, learning disorder. The mean age of
symptom onset was 6.2 years and the mean age of diagnosis was 7.2 years. Only 3 patients
corresponded to the adult phenotype, 2 of which started with psychiatric symptoms and 1 with cognitive
impairment. The mean time to diagnosis was 4.6 years. DISCUSSION: In our study, symptom onset of
the clinical phenotypes was consistent with the international literature. Regarding the time between
symptom onset and diagnosis, LI phenotype was within the range of others studies. The mean time in J
form was shorter and it was usually longer in the adult phenotype compared to the current bibliography.
In conclusion, LDM is a rare illness that presents with a rapid motor decline, thus symptom awareness
allows an early diagnosis, which can provide better therapeutic possibilities.
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