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We thank Dr. Zavos for his constructive comments and for
highlighting 3 important issues that extend beyond the scope
of our guideline.

First, the concept of using hydrogen sulfide (H,S) as a
breath biomarker for various gastro-intestinal disorders,
particularly in patients with diarrhea-predominant symptoms,
is relatively new [1,2]. Therefore, our recommendations
were limited, and included gases measurable by instruments
available in routine Israeli clinical laboratories during the
development of the guideline. To date, validated 3-gas systems
were not available to all centers involved in this initiative, nor
are they broadly available at this time. Additionally, there
was no clear standardization in clinical cutoff values and
interpretive pathways to justify their inclusion in a practical
national guideline. We are currently evaluating the acquisition
and validation of instruments allowing simultaneous H, CH o
and H,S measurement.

Second, we acknowledge the controversy regarding lactulose
versus glucose for small intestinal bacterial overgrowth testing.
Our preference for lactulose was a pragmatic local standard,
rather than a claim of universal superiority. It permits a
uniform protocol across the laboratory service, may detect
more distal fermentation, and avoids a substantial glucose load
in patients for whom this may be undesirable, particularly those
with uncontrolled hyperglycemia. We nevertheless recognize
lactulose-related confounding by rapid orocecal transit [3]
and agree that glucose may be preferable when specificity is
prioritized.

Third, sucrose intolerance and sucrase-isomaltase
deficiency deserve greater attention. However, the 35% figure

© 2026 Hellenic Society of Gastroenterology

Annals of Gastroenterology (2026) 39, 1

cited derives from a selected tertiary-referral cohort and should
not be interpreted as population prevalence [4]. We did not
recommend sucrose breath testing in view of the insufficient
dose, analytical method,
diagnostic thresholds and clinical validation. Our group is
examining whether a validated sucrose-testing protocol can be
incorporated into future laboratory practice.

We appreciate these important observations, which will
help us better prioritize the next update of this guideline.

standardization of substrate
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