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We thank Sousa et al. for carefully reading
our article entitled “Determination of Uri-
nary Gluten Immunogenic Peptides to
Assess Adherence to the Gluten-Free Diet:
A Randomized, Double-Blind, Controlled
Study” and for giving us the opportunity to
clarify some aspects of this study (1,2).

As for the analytical procedures, we
confirm that urinary gluten immunogenic
peptide (GIP) was quantified in urine sam-
ples with positive qualitative results of the
iVYCHECK GIP Urine using the iVY-
CHECK Reader (Biomedal S.L., Seville,
Spain), strictly following the manufacturer’s
protocol during all steps of sample prepara-
tion and test procedure. All laboratory pro-
cedures were performed in our specialized
Celiac Disease Research Laboratory by 2 of
us (C.M. and A.K.V.).

Since we took several precautions to
avoid confounding factors in a real-life sce-
nario, as described in the Methods section,
we do not see any reason to consider our
results “inconsistent” simply because urinary

GIP was often unexpectedly positive (in
subjects on the gluten-free diet [GFD] or
after the placebo challenge) or negative (after
the gluten challenge). Inconsistency may
indeed be an intrinsic feature of this test. Nor
it is a cause for concern the observation that
our results are at variancewith “over a dozen
studies from multiple groups reporting the
validity, the utility, and reliability of the GIP
test in the monitoring of the GFD,” for the
humble reason that no previous studies in-
vestigated in depth the relationship between
the dose of ingested gluten and the result of
the urinary GIP test.

As suggested by our substudy B, the high
rateofurinaryGIPpositivity insubjectsonthe
GFD (34%) may be interpreted as a back-
ground noise caused by traces of gluten (,10
mg), which are still tolerable and allowed in
the standard GFD. Interestingly, the possibil-
ity that a negligible amount of gluten may
cause urinaryGIP positivity has recently been
reported by Silvester et al. (3). Thisfinding is a
significant limitation of the test that may oc-
casionally become an advantage in the follow-
up of subjects on the gluten contamination
elimination diet, i.e., a zero-gluten diet. The
high rate of false negative urinary GIP in
subjects challenged with gluten (32%), likely
related to interindividual variations in the
metabolism of gluten peptides, is even more
worrisome because it may generate an un-
justified feeling of adherence to the GFD in
celiac patients actually ingesting significant
amounts of gluten. Likewise, poor sensitivity
of the iVYCHECKGIPassay in stoolhasbeen
recently reported in healthy subjects on the
GFD challenged with either 50 mg or 2 g of
gluten (4). In general, lack of a positive cor-
relation between the dose of ingested gluten
andthe resultofurinaryGIP in therangeof10
mg to 1 g of gluten, i.e., the amount of gluten
that is more commonly involved in in-
voluntary transgressions to the GFD (5–6),
suggests that the determination of urinary
GIP is not a reliable method to assess the
compliance to the GFD, at least by the cur-
rently available commercial laboratory kit.

According toKarl Popper’s principles of
scientific research, our study awaits con-
firmation or confutation by other experi-
mental investigations, possibly conducted
by independent researchers with no direct
interest in the commercialization of items/
devices that are the object of the study.
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