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We appreciate the relevant comments
raised byWu et al. (1) regarding the chal-
lenges faced by clinicians in safely achiev-
ing postprandial, and overall, glycemic
control for patients with diabetes in the
face of individual needs and physiological
variation (including varying rates of gas-
tric emptying/gastroparesis). Increasing
awareness and understanding of factors
affecting the complex physiology of post-
prandial glucose regulation, together
with an understanding of the clinical
pharmacological profile, are key in guid-
ing appropriate dosing and timing of
any mealtime insulin therapy. In the
onset 1 and 2 trials, both mealtime
(0–2 min before the meal) and postmeal
dosing (20 min after the start of a meal
investigated in onset 1) of fast-acting in-
sulin aspart (faster aspart) demonstrated
noninferior overall glycemic control com-
pared with mealtime conventional insulin
aspart. Importantly, no statistically signifi-
cant differences in the overall rates of hy-
poglycemia were found in these trials
comparing faster aspartwith insulin aspart
in type 1 or type 2 diabetes, with low and
similar rates of severe hypoglycemia in
both trials (2,3). In linewith the consistent
left shift of the clinical pharmacological
profile of faster aspart previously demon-
strated (4), as well as the greater early
suppression of endogenous glucose pro-
duction by faster aspart (5), occurrence of

hypoglycemic episodes may occur in
closer relation to themeal. This translates
to statistically significantly higher rate ra-
tios of those few episodes occurring
within 1–2 h of the meal, whereas no dif-
ferences were found for the overall rates
of hypoglycemia. The considerations
highlighted here and the clinical find-
ings are also recognized by regulatory
authorities and reflected, e.g., in the EU
label, which states, “The timing of hypo-
glycaemia usually reflects the time-action
profile of the administered insulin formu-
lation. Hypoglycaemiamay occur earlier af-
ter an injection/infusion when compared
to other mealtime insulins due to the ear-
lier onset of action” and “the time toonset
of action must be taken into account
when prescribing to patients with con-
comitant diseases or treatment where
a delayed absorption of food might be
expected” (6).

In all patients, both with and without
formal diagnosis of gastroparesis, the
clinical utility of faster aspart in relation
to both meals and potential correction of
hyperglycemia must always respect the
need for individualization of treatment.
In summary, the left shift of the pharma-
cological profile and the suppression of
endogenous glucose production by faster
aspart allows one to bolus premeal with
better postprandial control in both type 1
and type 2 diabetes, or bolus up to 20min

postmeal with no compromise in overall
glycemic control in type 1 diabetes. As
with any mealtime insulin, timing of the
insulin injection must be individualized
to minimize hypoglycemia and improve
postprandial glucose control. Fortunately,
the increased use and availability of
continuous or flash glucose monitoring
will allow health care providers and pa-
tients to improve both postprandial and
overall glycemic control by choosing the
appropriate insulins for that individual.
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