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Cystinosis is a rare autosomal recessive metabolic disorder char-
acterized by high intracellular content of free cystine which appears
to be compartmentalized within lysosomes. Cystine crystal disposi-
tion in the cornea, the kidneys, thyroid gland and other internal or-
gans leads to the clinical features of photophobia, weight loss, rickets
and progressive renal impairment. Three distinct clinical forms have
been recognized: the infantile nephropathic cystinosis, the juvenile
nephropathic form and the adult ocular non-nephropathic form. The
measurement of WBC cystine level is the golden standard for the di-
agnosis of cystinosisl [1]. WBC cystine also is a major indicator to
asses efficacy of oral cysteamine to chelate cystine from lysosomal.
Through molecular genetic studies we can, not only confirm the diag-
nosis of cystinosis but to provide family segregation and to identify
other family members at risk of late onset cystinosis (Juvenile and
adult form).

Despite that infantile nephropathic cystinosis is the most common
form of cystinosis and is usually suspected because of the clinical
presentation in the first year of life with normal anion gap metabolic
acidosis and failure to thrive. However, in juvenile form, renal in-
volvement is heterogenous due to different gene mutations and patient
may not present until they have reached a significant degree of renal
impairment [2] even within same family members. In addition, late
onset nephropathic cystinosis should be assessed in family members
of a patients with seemingly isolated ocular form of cystinosis.

The description of cohort group of patients with late onset nephro-
pathic cystinosis, its presentation, clinical outcome and genotype by
the Aude Servais et al., [2] have demonstrated that all patients had
typical crystal disposition in the cornea and all had high granules cys-
tine content , however, renal impairment was often diagnosed late
despite the presence of significant proteinuria of 1 gram per day or
more in all patients. The genetic screening of those patients showed
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compound heterozygotes gene mutation in four families and homozy-
gotes in to two families. Single heterogenous mutation was identified
in one family and 2 families had no recognized mutations identified.
Those finding has confirmed the phenotypic variability of this con-
ditions as well as that different cystinosin CTNS gene mutations can
be responsible for the insidious presentation in juvenile nephropathic
cystinosis patients [3].

The most recent case report [4] on the pitfall of white blood cell
cystine measurement to diagnose juvenile cystinosis has raised the
degree of concern on how many cases of late onset cystinosis has
been missed over the years? and indirectly addressed the question on
whether a new methodology/ combination of tests is needed for ac-
curate diagnosing of cystinosis? A refining step in this direction and
expert opinion is highly waiting for and deemed necessary to be able
to make the diagnosis of this rare condition as early as possible and to
treat patient before they progress to chronic renal disease.
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