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Author Replies: I appreciate the interest from
Zhao and Qiu in our manuscript exploring major
adverse cardiovascular events with new antidi-

abetic agents in patients with chronic kidney disease.1

In their letter,2 they provide insightful subanalyses
revealing stratified effects of glucagon-like peptide-1
receptor agonists (GLP-1RAs) based on structural ho-
mology, with significant benefit found with human-
based but not exendin-4–based GLP-1RA. This is
consistent with data from the original cardiovascular
outcome trials. In a meta-analysis by Kristensen et al.,3

which analyzed clinical outcomes of GLP-1RA in pa-
tients with diabetes, patients randomized to human-
based GLP-1RA were found to have significant protec-
tion from major adverse cardiovascular events (hazard
ratio 0.84; 95% CI 0.79–0.90), but not exendin-based
GLP-1RA (hazard ratio 0.95; 95% CI 0.85–1.06). The
study authors also observed that heterogeneity of the
effect of the 2 GLP-1RA types was nearly significant
(P ¼ 0.06). This trial evidence is in keeping with real-
world observations in a general population setting.4

The mechanisms of cardiovascular protection by
GLP-1RA are only partially known. Members of the
Kidney International Reports (2021) 6, 2934–2935
GLP-1RA class differ for molecular structure, half-life,
and administration schedule.S1 It can be postulated that
GLP-1RA based on the sequence of the endogenous
human GLP-1 may activate the GLP-1 receptor in a
more physiological way than exendin-4–based GLP-
1RA. However, no head-to-head trial has directly
compared human-based versus exendin-based GLP-
1RA in terms of cardiovascular outcomes, and none are
planned. Therefore, aligned with currently available
evidence from the general population and the addi-
tional analysis from Zhao and Qui, it may be reasonable
to advocate stratified selection of human-based GLP-
1RA for patients with chronic kidney disease.
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