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ABSTRACT 

SGLT2i has shown benefit in T2D patients. Several studies have also shown 
its benefit for cardiovascular complication, such as heart failure. Heart 
failure is an often-missed complications in T2D patients. Dapagliflozin has 
shown benefit to reduce the hospitalization rate of heart failure in the T2D 
population, with several guidelines backing up the usage of SGLT2i in 
patients with high risk and heart failure complications. 

 

Narrative 

Diabetes patients are usually accompanied by few other 
comorbidities, such as hypertension, dyslipidemia, and 
obesity. It is therefore important for the management of 
type 2 diabetes to be more holistic and comprehensive, 
paying attention to the comorbidities and possible future 
cardiovascular complication, especially heart failure. 

SGLT2 inhibition blocks the proximal reabsorption of 
sodium and glucose, resulting in urinary glycosuria and 
changes in several risk factors.1-4 

It is found that Dapagliflozin 10 mg has a 0.89% HbA1c 
decrease from baseline at 24 weeks,1 beside the decrease 
of HbA1c, Dapagliflozin also showed ~3kg weight loss2 
and 5.1 mmHg systolic blood pressure decrease,3 both at 
24 weeks. 

T2D, Heart Failure and Chronic Kidney Disease are closely 
connected. T2D is responsible for increasing the risk of 
patients to develop heart failure up to five times5. Heart 
failure develops early and frequently in T2D patients, up 
to 14.1% incidence in a cohort study of ~1.9 million study 
population, beating NFMI (11.5%) and ischaemic stroke 
(5.1%).6 

Heart failure is also the most common cause of 
hospitalization, in comparison to ACS, Ischaemic stroke, 
and cardiac dysrhythmia, in both male and female 
population.7 

DECLARE TIMI 58 Study is the SGLT2i study looking at the 
benefit of Dapagliflozin 10 mg addition on top of standard 
care.8 It has a total population of 17,160 patients, with a 
long duration of follow up time up to 4.2 years. 

The DECLARE TIMI 58 Study enrolled patients early in the 
disease continuum, including those without ASCVD.8 
DECLARE study had 59% patients with multiple risk 
factors patients, CANVAS program with 34% population of 
multiple risk factors.10,11 While both EMPAREG Study9 and 
Vertis.12,13 enrolled a population of >99% ASCVD 
populations. 

DECLARE Study showed a significant primary outcome of 
hHF/CV death at 17% relative risk reduction, with 
statistical significance p-value <0.05. However, DECLARE 
Study didn’t show statistical significance for its other 
primary outcome of MACE, numerical relative risk 
reduction was found at 7% reduction of the event of MACE. 
This insignificance is likely due to the amount of multiple 
risk factors patients in the DECLARE Study, lowering the 
MACE event, thus not showing the statistical significance.8 

A meta-analysis between DECLARE, EMPA REG and 
CANVAS showed that as a class, SGLT2i shows benefit for 
ASCVD patients, both for the outcome of hHF or MACE.14 
However, only comparison between DECLARE and 
CANVAS can be made in the said meta-analysis, due to the 
unavailability of multiple risk factors population in the 
EMPA REG study. 

DECLARE Study had several sub analysis which showed 
benefits in patients with prior myocardial infrarction,15 
and heart failure with reduced ejection fraction.16 Both 
subanalysis showed statistical benefit for MACE and 
composite of hHF/CV death respectively. 

The safety profile of Dapagliglozin were there confirmed 
in the DECLARE TIMI 58 Study.8 It was showed that there 
is no concern regarding the aforementioned adverse 
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events, though the case of genital infection is showing 
0.9% compared to the placebo group 0.1%, the percentage 
of event itself showed that it is actually a rare thing to 
happen to the broad sample of patients.8 

All guidelines, including the local PERKENI 201917 and 
both ESC/EASD 201918 and ADA 202119 showed that 
SGLT2i is a preferred agent for T2D patients, for ASCVD 
patients, and high risk population. The ADA 2021 guideline 
further separate that SGLT2i is a preferred agent for high 
risk population/ASCVD population, as well as HF and CKD 
population.19 
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