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Kim et al. [1] examined the efficacy of the combination of so-
dium-glucose cotransporter 2 inhibitor (SGLT2i) and gluca-
gon-like peptide-1 receptor agonist (GLP-1RA) in patients
with type 2 diabetes mellitus (T2DM). Glycosylated hemoglo-
bin (HbA1c) decreased 1.5% (95% confidence interval [CI],
1.27 to 1.74) and 1.4% (95% CI, 1.19 to 1.70) after 6 months
and 1 year, respectively. In addition, the bodyweight change
was -2.8 kg (95% CI, —-4.21 to —-1.47). I present some queries
regarding their study, and then discuss the advantage/efficacy
of SGLT2i and GLP-1RA for lowering the risk of cardiovascu-
lar diseases.

First, the authors analyzed data from 104 patients with
T2DM. A total of 67.3% and 97.1% patients had comorbidities
of hypertension and dyslipidemia. In addition, a total of 98.1%,
81.7%, and 10.6% patients received metformin, sulfonylurea
and insulin, respectively. I understand that the authors de-
scribed the possibility of combination effect on clinical out-
comes such as HbAlc and bodyweight in “Discussion” as the
study limitation. Especially, bodyweight may also interact with
metabolic components such as T2DM, dyslipidemia, and hy-
pertension [2]. As lifestyle factors such as exercise, nutritional
intake, would also contribute to clinical outcomes, appropriate
adjustments are needed for the analysis.

Second, the mean age was 51.1 years old, and 41.3% were fe-

males. Namely, the estrogen synthesis may change in the peri-
od of menopause, and prevalence of dyslipidemia would in-
crease in combination with obesity. I think that stratified anal-
ysis by sex may be needed for conducting multiple regression
analysis.

Regarding the multiple regression analysis, the authors did
not present the square value of multiple regression coefficients
(R?) or adjusted R*, which would be a useful indicator for pre-
senting predictive ability. Although baseline HbAlc could pre-
dict HbAlc reduction after 1 year, R?, or adjusted R* should be
calculated.

Next, I discuss the efficacy and safety of GLP-1RA and
SGLT?2i on cardiovascular disease. By setting other antidiabetic
drugs as a control, Baviera et al. [3] reported that the adjusted
hazard ratios (HRs) of GLP-1RA for death, cerebrovascular
disease and ischemic stroke, and lower limb complications sig-
nificantly decreased. In addition, the adjusted HRs of SGLT2i
inhibitors for death, cerebrovascular disease and heart failure
(HF) significantly decreased. The frequencies of serious ad-
verse events were quite low, and the authors recommended the
use of GLP-1RA and SGLT?2i in patients with T2DM for lower-
ing the risk of cardiovascular/cerebrovascular disease and
death.

Regarding the combination effect, Wright et al. [4] examined
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the association of SGLT2i, GLP-1RA, and their combination
with the risk for major adverse cardiac and cerebrovascular
events (MACCE) and HF in patients with T2DM. The adjusted
odds ratios (ORs) of patients with SGLT2i, GLP-1RA, and the
SGLT2i/GLP-1RA combination for MACCE and HF were 0.82
(95% CI, 0.73 to 0.92), 0.93 (95% CI, 0.81 to 1.06), and 0.70
(95% CI, 0.50 to 0.98), respectively. In addition, the adjusted
ORs of patients with SGLT2i, GLP-1RA, and the SGLT2i/GLP-
1RA combination for HF were 0.49 (95% CI, 0.42 to 0.58), 0.82
(95% CI, 0.71 to 0.95), and 0.43 (95% CI, 0.28 to 0.64), respec-
tively. There were larger beneficial effects of SGLT2i than those
of GLP-1RA for reducing vascular events, especially for HE
and there was no synergic effect with the combination of
SGLT2i and GLP-1RA on MACCE and HE. Not only fatal
events, but also mild-to-moderate events could be prevented
by these new antidiabetic medications.

There is a different mechanism in each antidiabetic drug for
improving glucose metabolism, which may have mechanisms
for contributing risk reduction in vascular events. SGLT2i and
GLP-1RA have effects on cardiovascular and renal protection
[5], and the efficacy and safety of these drugs should be com-
prehensively evaluated in combination with glucose metabo-
lism and cardiovascular diseases.

CONEFLICTS OF INTEREST

No potential conflict of interest relevant to this article was re-
ported.

664

REFERENCES

1. Kim HS, Yoon T, Jung CH, Park JY, Lee WJ. Clinical efficacy of
sodium-glucose cotransporter 2 inhibitor and glucagon-like
peptide-1 receptor agonist combination therapy in type 2 dia-
betes mellitus: real-world study. Diabetes Metab ] 2022;46:658-
62.

2. Premji R, Nylen ES, Naser N, Gandhi S, Burman KD, Sen S. Lip-
id profile changes associated with SGLT-2 inhibitors and GLP-1
agonists in diabetes and metabolic syndrome. Metab Syndr
Relat Disord 2022 Apr 22 [Epub]. https://doi.org/10.1089/
met.2022.0004.

3. Baviera M, Genovese S, Lepore V, Colacioppo P, Robusto F,
Tettamanti M, et al. Lower risk of death and cardiovascular
events in patients with diabetes initiating glucagon-like pep-
tide-1 receptor agonists or sodium-glucose cotransporter-2 in-
hibitors: a real-world study in two Italian cohorts. Diabetes
Obes Metab 2021;23:1484-95.

4. Wright AK, Carr MJ, Kontopantelis E, Leelarathna L, Thabit H,
Emsley R, et al. Primary prevention of cardiovascular and heart
failure events with SGLT? inhibitors, GLP-1 receptor agonists,
and their combination in type 2 diabetes. Diabetes Care 2022;
45:909-18.

5. Gomez-Huelgas R, Sanz-Canovas ], Cobos-Palacios L, Lopez-
Sampalo A, Perez-Belmonte LM. Glucagon-like peptide-1 re-
ceptor agonists and sodium-glucose cotransporter 2 inhibitors
for cardiovascular and renal protection: a treatment approach
far beyond their glucose-lowering effect. Eur J Intern Med
2022;96:26-33.

Diabetes Metab ] 2022;46:663-664  https://e-dmj.org



