
Letter to the Editor

Schizophreniform Psychosis at
Onset of Adrenoleukodystrophy

To the Editor:

Psychotic symptoms were described at multi-
ple neurological diseases. Their presentation with
neurological signs or findings at image modali-
ties, should conduce to a complex process of dif-
ferential diagnosis. X-linked adrenoleukodystrophy
(ALD) shows a wide range of phenotypic variability.
The following case report presents a patient with
schizophreniform psychosis at adult onset of ALD.

CASE REPORT
A 43-year-old female admitted to the psychiatric

hospitalization ward with severe psychotic symp-
tomatology is presented. Confined to a bed for the
last three months, her physical and nutritional state
were very bad. She had poor academic achieve-
ment. Her sister presented a severe mental defi-
ciency and her mother mild learning difficulties.
Psychiatric treatment onset for behavioral distur-
bances was at 25 years of age, and 4 years later
she was hospitalized, receiving a diagnosis of dis-
sociative disorder. At current admission patient
was conscious, with negative attitude and akinetic
mutism that alternated with agitation episodes,
echolalia and palilalia; auditory hallucinations pre-
sented as an only voice which she identifies like her
boyfriend that control her behavior; erotomaniac
delusions; decrease of the intake; and insomnia.
Anamnesis revealed a poor functional level among
both hospital incomes.

On neurologic examination the absence of reflex
and marked loss of position sense to passive move-
ment in the legs were found. Neuropsychological
examination, performed using subtest of the
Barcelona Programa integrado de exploracion neu-
ropsicologica Test neuropsychological battery, Rey
complex figure and Rey Auditory Verbal Learning
Test, resulted in progressive impairment on a previ-

ous deficiency (memory deficits, abstract thinking,
learning processes and visuoconstructive tasks,
and executive dysfunction with impaired mental
control, thinking flexibility and planning).

She presented borderline low concentration of
vitamin B12 in the serum (217 pg/dL) and erithro-
cyte sedimentation rate was persistent high. A lum-
bar puncture disclosed a cerebrospinal fluid with
a high protein 1.80 g/L, but normal cell count and
glucose. Electrophysiological examination showed
an axon loss motor and sensory polyneuropa-
thy. Electroencephalography and visual and audi-
tory potentials did not present pathological data.
Cortical atrophy mainly frontal was found by brain
computed tomography. Symmetrical hyperintensi-
ties in the parieto-occipital regions were detected
on T2-weighted and flair magnetic resonance imag-
ing (Figure). Sural nerve biopsy revealed mixed

FIGURE.
T2-weighted (left) and FLAIR MRI
(right) show symmetrical hyperinten-
sities in the parieto-occipital regions

FLAIR=fluid attenuated inversion recovery; MRI=magnetic resonce image
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demyelination and remyelination with axonal
degeneration. Finally increased concentrations of
saturated very long chain fatty acids (VLCFAs) in
blood confirmed the diagnosis of ALD. VLCFAs
were elevated as follows: C26:0 was 3 umol/L (nor-
mal range 0.55±0.17), the ratio of C24:0/C22:0 was
0.91 umol/L (0.77±0.12) and the ratio of C26:0/C22:0
was 0.063 umol/L (0.012±0.004).

She was initially treated with haloperidol 30 mg/
day with a partial response (with worst response to
risperidone and aripiprazole). Catatonic symptoms
required ECT (8 sessions) with a moderate improve-
ment of the psychotic features, but persisting cog-
nitive impairment. Subsequently the patient was
admitted to a chronic unit of a psychiatric hospital.

DISCUSSION
ALD is an inherited disease characterized by the

accumulation of VLCFAs in plasma and several tis-
sues: brain, testis, adrenal cortex, or skin. In the
nervous system, VLCFA tended to accumulate in
myelin-producing cells (both peripheral and central).
This abnormality could be produced due to a per-
oxisomal dysfunction with an incomplete degrada-
tion of VLCFA. These are described in three forms:
the classic or childhood-onset form, an adolescent
onset form with a rapid progress, and an adult onset
form with a more variable course. The adult onset
form shows a wide range of phenotypic variability.1

It could present like an adrenocortical insufficiency
with myelopathy and neuropathy (adrenomyelo-
neuropathy) or with predominant central nervous
system affectation and psychiatric symptomatology,
including schizophreniform psychosis and mania,
which progress to dementia.26 Although it is consid-
ered an x-linked disease, as much as 50% of female
heterozygotes were reported to present several
neurological signs and symptoms. These patients
usually have a later onset, better prognosis and no
adrenal dysfunction.7

The presence of a non-responsive psychiatric ill-
ness and an abnormal magnetic resonance image,
typically with T2-weighted symmetrical hyperinten-

sities in the parieto-occipital regions, should make
the clinician suspect this kind of metabolic disease.
The definitive diagnosis of ALD is made by means
of the measurement of VLCFA in serum. There is
no effective treatment, although dietary treatment
(Lorenzo's oil), immunosuppressive therapies, and
bone marrow transplantation have been proposed.
However, there is consensus about the difficulty of
treatmenting the psychiatric complications that fre-
quently appear during the course of the illness.8

X-linked adrenoleukodystrophy (X-ALD) is prob-
ably underdiagnosed as many clinicians are not
aware of the relatively high incidence and the clini-
cal presentations of the different phenotypes of
X-ALD, including psychiatric symptomatology. Not
only men are affected; female carriers are at risk
for developing several symptoms as well. This case
illustrates the importance of performing neuro-
logic and radiological examinations on all psychi-
atric patients who are not responding to standard
treatment. The clinical problem of being "treatment
resistant" should be seen as an indication that
other diagnoses need to be considered.

Sincerely,
Ramon Ramos-Rfos, MD
Jose Berdullas, PsyD
Alberte Arauxo, MD
Diego Santos-Garcia MD, PhD
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