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RESPONSE TO COMMENT ON PEPINO ET AL.

Sucralose Affects Glycemic and Hormonal
Responses to an Oral Glucose Load.
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sucralose studies (27% were tested during menses, 27% during the follicular
phase, and 46% during the luteal phase
for both sucralose and water conditions),
and 3) we used a randomized crossover
design, so each subject acted as his or
her own control, which should reduce
the potential inﬂuence of confounding
factors, including variations in dietary
intake.
Grotz and Jokinen also suggest that
our test drink was ﬁve times sweeter
than a typical diet soft drink, which
could have inﬂuenced our outcome
measures. However, it is not known
whether sweetness, itself, has metabolic effects in people. In addition, we
found the sweetness perception score
of our test drink, assessed by using the
general labeled magnitude scale (5 5
weak, 16 5 moderate, and 33 5 strong),
was 25.0 6 4.0, which is below the
“strong sweetness” intensity descriptor
and below the perceived sweetness of
either a diet (4) or a regular (5) cola.
Finally, our study was not designed to
evaluate the safety of sucralose, and we
completely agree with Grotz and Jokinen
(1) that the results from our study should
not be used to imply that sucralose is not
safe. The objective of our study was to
determine whether ingesting sucralose
affects the metabolic response to glucose in insulin-sensitive, obese subjects
who were not regular users of nonnutritive sweeteners. Our data demonstrate
that sucralose is not inert, but affects

the glycemic and insulin responses to
an oral glucose load in this speciﬁc population. Further research is needed to
better understand the potential effects
of nonnutritive sweeteners on metabolic
function and metabolic disease risk in
people.
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eLETTERS – COMMENTS AND RESPONSES

We appreciate the insightful comments
by Grotz and Jokinen (1) regarding our
study (2) that found that ingesting sucralose affects the metabolic response
to subsequent glucose ingestion.
Grotz and Jokinen imply that the
greater increase in peak plasma glucose
concentration during the oral glucose
tolerance test (OGTT) after sucralose
than water ingestion was not clinically
important because the concentrations
were still within the normal range for
an OGTT. However, sucralose ingestion
also caused a 20% increase in total
plasma insulin concentrations, which
demonstrates insulin resistance, which
is a known risk factor for diabetes, metabolic syndrome, and cardiovascular
disease (3). The clinical relevance of
this observation is not clear, as it is not
known whether insulin resistance induced by sucralose increases the risk
of developing metabolic diseases.
Grotz and Jokinen suggest that factors other than the consumption of sucralose, such as exercise, menstrual
status, and varying food intake, could
have been responsible for the differences in glucose and insulin responses
to a glucose load that we observed after
sucralose compared with water ingestion.
This possibility is unlikely because 1) subjects were instructed to avoid physical
exercise for 3 days before all study visits, 2) the number of subjects tested during different phases of the menstrual
cycle was similar during the water and

