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Potential benefits of GLP-1 receptor agonist

Check for
updates

in dialysis patients with type 2 diabetes: the
need for comprehensive pharmacokinetic
and hemodialysis analyses
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Abstract

The 2022 KDIGO guideline for diabetes management in patients with chronic kidney disease (CKD) had endorsed
the use of GLP-1 receptor agonists (GLP-1RAs) for patients with CKD and type 2 diabetes who did not achieve
optimal glycemic target with maximally tolerated metformin and sodium-glucose co-transporter-2 (SGLT-2)
inhibitor. Our study revealed the potential benefits of GLP-1RAs in patients with dialysis-requiring acute kidney
disease possibly owing to pleiotropic effects of the medicine. Nonetheless, pharmacokinetics and dialysis dose
were omitted in our subgroup analyses. Herein, we would like to raise our concern regarding neglecting these
important confounders in our analyses and the impact to the findings of the study.
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Main text

Our study reported potential effects of GLP-1RAs in
patients with type 2 diabetes mellitus at dialysis initiation
[1]. However, the omission of key confounders such as
pharmacokinetics in dialysis-requiring patients and those
at recovery stages of acute kidney injury, as well as criti-
cal aspects of dialysis management might cause substan-
tial bias to the conclusion.

As rightly noted, the inherent limitations of the Tri-
NetX platform preclude the inclusion of granular data
such as dialysis dose, frequency, timing of drug admin-
istration, and cumulative exposure. We recognize that
these variables could significantly influence mortality and
cardiovascular outcomes, representing an important ave-
nue for future research.

As aresult, specific metrics like Kt/V values, drug clear-
ance during dialysis, or the exact timing of drug adminis-
tration are not comprehensively captured. Although the
TriNetX platform delivers extensive observational data
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encompassing clinical events, diagnoses, medications
used, and procedures, detailed elements of dialysis man-
agement and pharmacokinetic properties of GLP-RAs
fall outside the current purview of its accessible data [2].
Regarding the absence of data on cumulative drug expo-
sure, we stratified the patient cohort into long-term and
short-term users based on their duration of use in our
subgroup analysis. This approach aimed to assess cumu-
lative drug exposure more effectively and help mitigate
the restrictions arising from the lack of pharmacokinetic
data for GLP-1RAs.

We fully acknowledge the limitations of our study and
importance of exploring these key variables of GLP-1RAs
on mortality and cardiovascular outcomes in dialysis
patients with type 2 diabetes. All-inclusive databases are
needed in future studies to incorporate factors such as
precise dose, frequency, and evaluate drug clearance dur-
ing dialysis, we stand by the potential benefits of GLP-
1RAs as demonstrated using the current dataset. We also
recognize that further research incorporating more com-
prehensive dialysis-specific data would enhance the pre-
cision and generalizability of these findings.

Sincerely,

Hsuan-Wen Lai

Jui-Yi Chen, MD

Vin-Cent Wu, M.D., PhD

Chun Yin See, MD., MMedSc.
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