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Dear Editors,
A recent paper in JIMD (Mignarri et al 2014) provided a
useful summary of the clinical findings in cerebrotendinous
xanthomatosis (CTX) and developed a clinical scoring system
to prioritise suspected patients for further investigation with
plasma cholestanol measurements. As the authors emphasise,
early detection of CTX is important because treatment with
chenodeoxycholic acid can prevent or ameliorate disease pro-
gression, including neurological deterioration. However, the
approach advocated by Mignarri et al still requires the clini-
cian to recognise CTX as a possible diagnosis. Early symp-
toms can be non-specific and the possibility of CTX may not
be recognised by non-specialist clinicians.

Another approach to diagnosing CTX is the wider
application of less targeted, biochemical screening. New-
born screening for CTX has been advocated but is still in
the developmental phase and may have a low benefit:cost
ratio due to the rarity of CTX and the cost of testing. An
alternative is urine metabolite screening to detect CTX
patients. Urine bile alcohols, such as cholestanepentol
glucuronide (CPG), are grossly increased in CTX patients.
CPG testing can be incorporated into a general urine
metabolic screening panel of amino acids, acyl carnitines,
organic acids and other metabolic markers analysed by
electrospray tandem mass spectrometry (Pitt 2007).
Screen positive samples can be further evaluated with a
full bile alcohol glucuronide profile to detect other abnor-
mal bile alcohols excreted in CTX.

This approach has been used to test all urine samples sub-
mitted for metabolic screening in the state of Victoria, Australia

(population 5.8 million) for CPG since 2004. Screening
was easily incorporated into the existing panel of me-
tabolites with minimal laboratory costs. Approximately
23,000 urine samples have been screened with the de-
tection of four CTX patients and no false positive
results. Three patients from two families were detected
as adults with neurological symptoms and CTX testing
was performed as part of their differential diagnosis.
The fourth patient was diagnosed at age 3 years after
urine metabolic screening consequent to chronic diar-
rhoea and developmental delay. Significantly, CTX was
not suspected by the treating physician who requested
screening.

Urine screening for CPG therefore provides a complemen-
tary approach to the standardised clinical evaluation advocat-
ed by Mignarri et al for diagnosing CTX. CTX patients with
non-specific early symptoms such as jaundice, diarrhoea or
epilepsy are likely to have urine metabolic screening per-
formed even when CTX is clinically unsuspected and will
thus be detected by this approach.

Yours faithfully,
James Pitt and Heidi Peters
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