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Qiu et al. conducted a meta-regression analysis on our newly 
published updated meta-analysis [1] to assess the benefit of 
the sodium-glucose cotransporter 2 (SGLT2) inhibitors in 
subgroups of diabetic patients with regard to comorbidities 
such as atherosclerotic cardiovascular disease (ASCVD), 
chronic kidney disease (CKD), or heart failure (HF). Their 
findings are in agreement with our conclusion that confirmed 
the efficacy of SGLT2 inhibitors in reducing the incidence 
of CKD progression and cardiovascular events including HF 
hospitalization, cardiovascular mortality, all-cause mortality, 
and major adverse cardiovascular events. Furthermore, they 
concluded the efficacy of SGLT2 in the diabetic patients 
independent of their status of ASCVD, CKD, or HF.

Meta-regression is an important extension to the meta-
analysis through subgroup analysis that allows further 
investigation of the effect of categorical and continuous 
variables. However, precaution should be taken when 
investigating the effect of multiple variables simultane-
ously with limited number of studies such as 10 trials here 
and only study level data being accessible [2]. While the 
results of SGLT2 by analyzing each one of three variables 
(ASCVD, CKD, and HF) at a time seem to be consistently 
beneficial, a conclusion of overall efficacy in the diabetic 
patients with or without ASCVD, CKD, or HF may be 
misleading.

Our meta-analysis included 10 randomized trials that 
evaluated the benefit of SGLT2 inhibitors in patients with 
established cardiovascular disease, patients with multiple risk 
factors for cardiovascular disease, or patients with nephropa-
thy as illustrated in Table 1 of our study. Qiu et al. provided 
the results that the effect of the SGLT2 inhibitors was con-
sistent in diabetic patients with or without ASCVD, with or 
without CKD, and with or without HF. However, it must be 
emphasized that patients with diabetes who have none of the 
variables (ASCVD, CKD, and HF) were not included in any 
of the published clinical trials [1] and may not have cardio-
vascular and renal benefit from SGLT2 inhibitors.
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