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We read with great interest the editorial detailing the likelihood of 
cardiovascular (CV) benefit from the triple fixed-dose combination 
(FDC) therapy for patients with type 2 diabetes mellitus.1 Sodium-
glucose cotransporter-2 inhibitors (SGLT2i) are preferred in view of 
their documented CV benefits. The FDC pill containing metformin, 
dipeptidyl peptidase-4 (DPP-4) inhibitor and SGLT2i has been ap-
proved by the US FDA. However, the CV protective effects of SGLT2i 
may be less when combined with metformin. For instance, with 
canagliflozin, the risk of CV death and hospitalisation was reduced 
by 36% in metformin non-users versus 12% in metformin users 
(p=0.03).2 Although this may well be a type 1 statistical error, no-
tably, a similar trend was also observed with empagliflozin (53% 
vs 32%, p=0.01).3 A possible explanation may be that the use of 
metformin has its well-documented CV benefits; thus, additional 
benefits were minimised with the added use of SGLT2i.4 Interest-
ingly, the addition of a DPP-4 inhibitor to metformin resulted in 
improved CV outcomes compared with the initiation of DPP-4 
inhibitor in non-metformin users.5 Therefore, the issue deserves fur-
ther investigation, perhaps as an endpoint in a future CV outcome 
trial with an SGLT2i.    
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