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BACKGROUND: Dapagliflozin improved cardiometabolic outcomes following myocardial infarction in patients without prior type-2 
diabetes (T2DM) in the DAPA-MI (dapagliflozin in patients with myocardial infarction) trial. The effect of glycemic status and 
body mass index (BMI) post–myocardial infarction requires elucidation.

METHODS: Participants with T2DM diagnosis, without baseline hemoglobin A1c, or not receiving any study medication, were 
excluded. Eligible participants were categorized, according to baseline hemoglobin A1c, as normoglycemic (<5.7% [39 mmol/
mol]) or prediabetes (5.7 to <6.5% [48 mmol/mol]) and according to baseline BMI (<25, 25 to <30, and ≥30 kg/m2). Hazard 
ratios (HRs) with 95% CIs and 1-year Kaplan–Meier rates were determined for new-onset T2DM (investigator-reported or 
hemoglobin A1c ≥6.5%) and New York Heart Association symptom classification during follow-up.

RESULTS: Of 4017 DAPA-MI participants, 3425 were eligible. In 1926 with baseline normoglycemia, new-onset T2DM occurred 
in 0.6% and 1.6% assigned to dapagliflozin and placebo, respectively (hazard ratio, 0.40 [95% CI, 0.15–1.03]); in 1499 with 
prediabetes at baseline, new-onset T2DM occurred in 10.1% and 13.1%, respectively (hazard ratio, 0.74 [05% CI, 0.55–0.99]; P 
interaction 0.23). One-year absolute risk reduction for new-onset T2DM was 8.1% in those with both prediabetes and BMI ≥30. 
Dapagliflozin reduced the occurrence of New York Heart Association class III–IV symptoms, with greater effect in those with 
prediabetes versus normoglycemia (P interaction 0.009). One-year absolute risk reduction for New York Heart Association 
class III–IV symptoms was 10.0% in those with both prediabetes and BMI ≥30.

CONCLUSIONS: Dapagliflozin reduced the occurrence of new-onset T2DM following myocardial infarction, regardless of base-
line hemoglobin A1c or BMI. Dapagliflozin provided greater reduction in heart failure symptom burden in those with prediabe-
tes compared with normoglycemia.
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Sodium glucose transporter-2 (SGLT2) inhibi-
tors improve glycemic control and help with 
weight reduction in persons with type-2 diabetes 

(T2DM).1–3 Additionally, SGLT2 inhibitors reduce the 
risk of hospitalization for heart failure (HF) or cardio-
vascular death in patients with either T2DM or chronic 
HF associated with reduced or preserved left ventric-
ular ejection fraction,4–8 and also provide kidney pro-
tection in patients with chronic kidney disease.9,10 In 
the DAPA-MI (Dapagliflozin in Patients with Myocardial 
Infarction) double-blind randomized controlled trial 

(https://​www.​clini​caltr​ials.​gov: NCT04564742), the 
SGLT2 inhibitor dapagliflozin was compared with pla-
cebo following acute myocardial infarction (MI) in pa-
tients with impaired left ventricular function but without 
a prior history of T2DM or chronic HF.11,12 Dapagliflozin 
demonstrated significant cardiometabolic benefits, 
including lower risk of new-onset T2DM or poor New 
York Heart Association (NYHA) class of HF symptoms 
and improved chances of achieving 5% or more weight 
loss, but without a significant impact on the compos-
ite of cardiovascular death or hospitalization for HF.12 
New diagnoses of T2DM and identification of individ-
uals with prediabetes (elevated fasting glucose or im-
paired glucose tolerance) are common in patients with 
acute MI without a history of T2DM,13 and these meta-
bolic abnormalities are associated with adverse clinical 
outcomes.14–18 The effects of dapagliflozin in this sub-
group of patients, compared with those with normo-
glycemia, have yet to be fully addressed. Moreover, the 
associations between weight and the cardiometabolic 
responses to dapagliflozin require further evaluation. 
Therefore, the aims of the present subanalyses were to 
investigate the cardiometabolic effects of dapagliflozin 
in the DAPA-MI trial according to baseline normoglyce-
mia and prediabetes status, assessed by hemoglobin 
A1c (HbA1c), as well as body mass index (BMI), focus-
ing on a prespecified analysis of new-onset T2DM.

METHODS
Data underlying the findings described in this article 
may be obtained in accordance with AstraZeneca’s 
data-sharing policy described at https://​astra​zenec​
agrou​ptria​ls.​pharm​acm.​com/​ST/​Submi​ssion/​​Discl​
osure​. Data for studies directly listed on Vivli can be 
requested through Vivli at www.​vivli.​org. Data for stud-
ies not listed on Vivli can be requested through Vivli 
at https://​vivli.​org/​membe​rs/​enqui​ries-​about​studi​es-​
not-​liste​d-​on-​the-​vivli​-​platf​orm/​. The AstraZeneca Vivli 
member page is also available outlining further details: 
https://​vivli.​org/​ourme​mber/​astra​zeneca/​.

Participant Cohort
The trial design and principal results of the DAPA-MI 
trial have been previously published.11,12 All trial ac-
tivities were approved by relevant ethics committees 
and regulatory authorities with participants providing 
written informed consent. In brief, the trial included pa-
tients with acute MI within the last 7 to 10 days who 
had evidence of global or regional impairment of left 
ventricular systolic function, and did not have a his-
tory of diabetes or chronic HF with reduced ejec-
tion fraction requiring hospitalization within the last 
year. Participants in the DAPA-MI trial were included 
in these subanalyses if they had a baseline HbA1c 

CLINICAL PERSPECTIVE

What Is New?
•	 Dapagliflozin improved glycemia and reduced 

the risk of new-onset type-2 diabetes follow-
ing myocardial infarction in individuals without 
diabetes or chronic heart failure, regardless of 
baseline glycemic status or body mass index.

•	 Dapagliflozin reduced the development of heart 
failure symptoms following myocardial infarction 
in individuals without diabetes or chronic heart 
failure, with particular benefit seen in those with 
prediabetes at baseline.

•	 The most marked cardiometabolic benefits of 
dapagliflozin, in terms of absolute risk reduction 
for new-onset type-2 diabetes and progressive 
heart failure symptoms, were seen in those with 
both prediabetes and obesity.

What Are the Clinical Implications?
•	 In the absence of prevalent type-2 diabetes or 

chronic heart failure, a low threshold for com-
mencing sodium glucose transporter-2 inhibi-
tion may be appropriate following myocardial 
infarction in those with evidence of dysglycemia 
and/or excess adiposity.

•	 Dapagliflozin appears to be a reasonable option 
for reducing the risk of progressive heart fail-
ure symptoms following myocardial infarction in 
those without type-2 diabetes or chronic heart 
failure, particularly in those with prediabetes 
and/or obesity.

Nonstandard Abbreviations and Acronyms

ARR	 absolute risk reduction
DAPA-MI	 dapagliflozin in patients with 

myocardial infarction
NYHA	 New York Heart Association
SGLT2	 sodium glucose transporter-2
T2DM	 type-2 diabetes
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measurement recorded and did not have a baseline 
HbA1c ≥6.5% or an in-hospital diagnosis of T2DM. In 
addition, participants who did not receive any dose of 
study medication were excluded from the principal su-
banalyses but included in sensitivity intention-to-treat 
subanalyses. Eligible participants were divided into 
post-hoc subgroups according to baseline HbA1c and/
or BMI: participants were classified as being normo-
glycemic if baseline HbA1c was <5.7% [39 mmol/mol] 
and as having prediabetes if baseline HbA1c was 5.7 to 
<6.5% [48 mmol/mol]19 and 3 categories of BMI were 
assessed: <25 kg/m2; ≥25 to <30 kg/m2; and ≥30 kg/
m2.

Cardiometabolic Outcomes
Clinical events, NYHA classification of symptoms, 
HbA1c and random plasma glucose levels, and body 
weight were assessed at study follow-up visits. The 
key outcome for these subanalyses was new-onset 
T2DM during follow-up, which was prespecified in the 
academic statistical analysis plan as being defined as 
either an investigator-reported T2DM event or occur-
rence of an HbA1c measurement ≥6.5%. Further out-
comes assessed were as follows: occurrence of NYHA 
class II–IV symptoms; occurrence of NYHA class III–IV 
symptoms; attainment of 5% or more weight loss; a 
composite of hospitalization for HF or a major adverse 
cardiovascular event; a composite of cardiovascular 
death or hospitalization for HF; hospitalization for HF 

alone; major adverse cardiovascular event alone; car-
diovascular death alone.

Statistical Methods
Continuous variables are expressed as mean±SD or me-
dian and interquartile range. The percentage of subjects 
with events was assessed and participants were cen-
sored if they had no event, with the time of censoring 
set according to the rules in the main trial (the earliest of 
withdrawn consent date, death date, or last study visit 
date). Hazard ratios (HRs) with 95% CIs were calculated 
using Cox proportional hazards models. All analyses 
included the treatment variable, whereas all subgroup 
analyses included the subgroup variable and the inter-
action between subgroup and treatment. Subgroup ef-
fects were estimated by applying appropriate contrasts 
to the previously mentioned model. The Kaplan–Meier 
cumulative incidence for the survival analyses was calcu-
lated at 360 days (“1-year KM%”). Mixed model analyses 
were performed for continuous measurements over time 
prioritizing an unstructured covariance structure. When 
the algorithm did not converge, alternative covariance 
structures were used in the order Toeplitz, first order auto 
regressive and compound symmetric. The mixed-model 
analyses of HbA1c change were estimated in subgroups 
of baseline HbA1c using a first-order autoregressive co-
variance structure including baseline HbA1c, treatment, 
visit (as factor), and the interaction between treatment 
and visit. The analyses of plasma glucose change were 

Figure 1.  CONSORT diagram of the subanalyses cohort.
CONSORT indicates Consolidated Standards of Reporting Trials; DAPA-MI, dapagliflozin in patients with myocardial infarction; DM, 
diabetes; HbA1c, hemoglobin A1c; and IMP, investigational medicinal product (study medication).

Included in the DAPA-MI trial
n = 4017

Randomised to dapagliflozin
n = 2019

Randomised to placebo
n = 1998

Baseline HbA1c<5.7%
n = 965

Baseline HbA1c 5.7-<6.5%
n = 760

Baseline HbA1c<5.7%
n = 961

Baseline HbA1c 5.7-<6.5%
n = 739

Included in subanalysis
n = 1725

Included in subanalysis
n = 1700

Baseline HbA1c not recorded: 
n = 205

Baseline HbA1c ≥6.5% and/or in-
hospital diagnosis of DM: n = 74

Did not receive any dose of IMP: n = 15

Baseline HbA1c not recorded: 
n = 215

Baseline HbA1c ≥6.5% and/or in-
hospital diagnosis of DM: n = 72

Did not receive any dose of IMP: n = 11



J Am Heart Assoc. 2025;14:e040327. DOI: 10.1161/JAHA.124.040327� 4

Storey et al� Prediabetes, Obesity, and Dapagliflozin Post-MI

performed using a mixed model with an unstructured 
covariance matrix including baseline glucose, treatment, 
visit (as factor), and the interaction between treatment 
and visit, excluding those who had discontinued study 
medication for more than 30 days. The analyses of body 

weight change were performed using a mixed model 
assuming an unstructured covariance structure includ-
ing the variables baseline weight and all main terms and 
interactions between visit (as factor), treatment, and the 
subgroup. In all mixed model analyses, overall estimates 
and estimates by time point were estimated using least-
squared means as implemented in SAS. Sensitivity 
analyses for the HbA1c baseline subgroups and missing 
values were performed in the intention-to-treat popula-
tion. Restricted cubic splines, with 3 knots placed at the 
10th, 50th, and 90th percentile of the HbA1c distribution, 
were generated for HRs according to baseline HbA1c. In 
order to include participants with missing baseline HbA1c, 
imputations were performed using the R-package MICE 
using 10 imputed sets (default imputation methods) with 
a model that included randomized treatment, HbA1c, 
sex, age, systolic and diastolic blood pressure, height, 
weight, smoking history, and creatinine. The interaction 
effect when HbA1c was modeled as a spline was illus-
trated with HR (95% CI) for the contrast of dapagliflozin 
versus placebo for varying values of HbA1c ranging from 
1% to 99% percent of the HbA1c distribution. Since no 
adjustment was made for multiple testing and the suba-
nalyses were performed post-hoc, the results should be 
considered hypothesis-generating.

All analyses were performed with SAS software, 
version 9.4 (SAS Institute, Cary, NC) and R version 
4.2.3 (R Foundation for Statistical Computing, Vienna).

Table   Baseline Characteristics and Duration of Follow-Up 
for the Subanalyses Cohort

Dapagliflozin 
n=1725

Placebo 
n=1700

Age, y, mean (SD) 62.9 (10.9) 62.8 (10.5)

Female sex, n (%) 327 (19%) 348 (20%)

Baseline HbA1c values

HbA1c value, %, mean (SD) 5.6 (0.34) 5.6 (0.34)

HbA1c value, mmol/mol, mean (SD) 38.0 (3.7) 38.0 (3.7)

HbA1c <5.7% at baseline, n (%) 965 (56%) 961 (57%)

HbA1c 5.7 to <6.5% at baseline, 
n (%)

760 (44%) 739 (43%)

Baseline body mass index

kg/m2, n (%) 423 (24%) 440 (26%)

25 to <30 kg/m2, n (%) 763 (44%) 727 (43%)

≥30 kg/m2, n (%) 539 (31%) 533 (31%)

Country, n (%)

United Kingdom 1201 (70%) 1154 (68%)

Sweden 524 (30%) 546 (32%)

Duration of follow-up, mo, median (IQR) 11.6 (6.9–17.0) 11.6 (6.7–17.0)

HbA1c indicates hemoglobin A1c; and IQR, interquartile range.

Figure 2.  New-onset type-2 diabetes occurring during follow-up in dapagliflozin and placebo groups according to baseline 
HbA1c or body mass index.
Bars represent percentage of subjects with events. BMI indicates body mass index; HbA1c, hemoglobin A1c; HR, hazard ratio; and T2DM, 
type-2 diabetes. *P <0.05; **P <0.01.

0 0.5 1 1.5 2

BMI ≥30

BMI 25-<30

BMI <25

HbA1c 5.7-<6.5%

HbA1c <5.7%

All patients

Dapagliflozin 
better vs placebo

0.22 

0.23 

P value for 
interaction

Hazard ratio

All patients

<.             <5.7%
 

                 5.7-   
<6.5%

                 <25

                  25-
                  <30

                  ≥30

New-onset T2DM (%)

HR 0.72 
(95% CI 0.54-0.95)

 P = 0.02

HR 0.40 
(95% CI 0.15-1.03) 

P = 0.057

HR 0.74 
(95% CI 0.55-0.99)

P = 0.045

HR 0.86 
(95% CI 0.41-1.78)

P = 0.68

HR 0.88 
(95% CI 0.58-1.34)

P = 0.54

HR 0.52 
(95% CI 0.32-0.82)

P = 0.006

 enilesaB
 c1Ab

H
 enilesaB

BM
I 



J Am Heart Assoc. 2025;14:e040327. DOI: 10.1161/JAHA.124.040327� 5

Storey et al� Prediabetes, Obesity, and Dapagliflozin Post-MI

RESULTS
Subanalyses Cohort
Out of 4017 participants in the DAPA-MI trial, 3425 
participants were eligible for these subanalyses, 
of whom 1926 were normoglycemic and 1499 had 
prediabetes at baseline (Figure  1). Median follow-up 

was 11.6 months. Details of the treatment groups are 
shown in the Table .

Occurrence of New-Onset T2DM
New-onset T2DM occurred in 83 (4.8%) participants 
in the dapagliflozin group compared with 112 (6.6%) 

Figure 3.  Cumulative probability of new-onset type-2 diabetes occurring during follow-up in dapagliflozin and placebo 
groups according to baseline HbA1c or body mass index.
New-onset type-2 diabetes in (A) the whole subanalysis cohort and (B-F) subgroups of this cohort with the following baseline characteristics: 
(B) HbA1c <5.7%, (C) HbA1c 5.7 to <6.5%, (D) BMI <25, (E) BMI 25 to <30, and (F) BMI ≥30. BMI indicates body mass index; HbA1c, 
hemoglobin A1c; 1-yr KM%, Kaplan–Meier cumulative incidence at 1 year; and Dapa, dapagliflozin.
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participants in the placebo group (HR, 0.72 [95% CI, 
0.54–0.95]) (Figure 2 and 3A), with no significant inter-
action according to baseline glycemic status or BMI 
(Figure 2). The 1-year absolute risk reduction (ARR) for 
new-onset-T2DM was 1.4% in those with normoglyce-
mia and 3.5% in those with prediabetes (Figure 3B and 
3C). The 1-year ARR for new-onset T2DM was 0.8% in 
those with BMI <25, 0.7% in those with BMI ≥25 to <30, 
and 5.3% in those with BMI ≥30 (Figure 3D through 
3F).Similar results were obtained with intention-to-
treat sensitivity analysis (Table S1). Analysis of base-
line HbA1c as a continuous variable did not suggest a 
strong effect of baseline HbA1c on relative risk reduc-
tion with dapagliflozin versus placebo (Figure S1).

In the 576 participants with both prediabetes and 
BMI ≥30 at baseline, dapagliflozin reduced new-onset 
T2DM (HR, 0.50 [95% CI, 0.31–0.81]; P=0.005) with a 
particularly large 1-year ARR of 8.1% reflecting a high 
event rate in this group (1-year KM%: dapagliflozin 
8.6% versus placebo 16.7%) (Table S2, Figure S2A).

In the group with pre-T2DM at baseline, 24.1% in the 
dapagliflozin group compared with 18.5% in the placebo 
group achieved an HbA1c measurement <5.7% during 
follow-up (HR, 1.35 [95% CI, 1.08–1.69]; P=0.008).

Twelve participants (0.6%) in the dapagliflozin group 
and 14 (0.8%) in the placebo group received open-
label SGLT2 inhibitor therapy during follow-up, and 
very few (4 in each group) received other glucose-
lowering therapies.

Change in HbA1c and Glucose Over Time
HbA1c levels increased from baseline to month 2 and 
subsequent time points in the overall subanalyses cohort, 
with similar increases seen in those with either normogly-
cemia or prediabetes at baseline (Figure 4). Dapagliflozin, 
compared with placebo, led to a lesser increase in HbA1c 
that was most notable at month 2 in those with either 
normoglycemia or prediabetes at baseline. A similar ef-
fect was seen when including only HbA1c measurements 
performed within 30 days of last dose of study medication 
(Figure S3).

In those with available plasma glucose levels in the 
subanalyses cohort, mean±SD plasma glucose levels 
were 129.1±32.8 mg/dL (n=1022) and 129.9±31.9 mg/dL 
(n=994) at baseline and fell to 97.5±17.9 mg/dL (n=1106) 
and 99.8±19.2 mg/dL (n=1063) at month 2 in the dapagli-
flozin and placebo groups, respectively (estimated differ-
ence in change from baseline: −2.0 mg/dL; P=0.02).

NYHA Class
Three thousand three hundred and seventy-one out 
of 3425 patients had available NYHA classification 
during follow-up and were included in this analysis. 
During follow-up, fewer participants in the dapagliflo-
zin group reported NYHA class II or above symptoms 
(Figure 5A) or NYHA class III–IV symptoms (Figure 5B 
and 6A) compared with the placebo group. The re-
duction in symptoms was significantly greater in those 

Figure 4.  Mean change in HbA1c values during follow-up according to treatment group in (A) the whole cohort, (B) 
participants with normoglycemia at baseline, and (C) prediabetes at baseline.
Data are least-squares mean and error bars show 95% CIs of estimates. Dapa indicates dapagliflozin; and HbA1c, hemoglobin A1c. 
**P <0.01, ****P <0.0001.

HbA1c <5.7% HbA1c 5.7-<6.5%Whole cohort

Placebo        1609             939              965               408                182

Dapa              1628             993              993               418                183 

914                508                555              224                  98

912                524                559              232                 108

695                431                410              184                  84

716                469                434              186                  75

A B C
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with prediabetes at baseline compared with those 
with normoglycemia, particularly for NYHA class III–
IV symptoms (interaction P=0.009). One-year ARR for 
NYHA class III–IV symptoms was 4.6% in those with 
prediabetes and 0.7% in those with normoglycemia at 
baseline (Figure 6B and 6C).There was no significant 
interaction according to BMI subgroup for either NYHA 

class II–IV or NYHA class III–IV symptoms (Figure 5A 
and 5B). One-year ARR for NYHA class III–IV symp-
toms was 1.6% in those with BMI <25, 0% in those 
with BMI ≥25 to <30, and 6.4% in those with BMI ≥30 
(Figure 6D through 6F).

Similar results were obtained with intention-to-treat 
sensitivity analysis (Table  S3). Analysis of baseline 

Figure 5.  New York Heart Association heart failure symptoms of (A) class II to IV or (B) class III to IV occurring during 
follow-up in the dapagliflozin and placebo groups according to baseline HbA1c or body mass index.
Bars represent percentage of subjects with events. BMI indicates body mass index; CI, confidence intervals; HbA1c, hemoglobin A1c; 
HR, hazard ratio; and NYHA, New York Heart Association. *P <0.05, **P <0.01, ****P <0.0001.
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HbA1c as a continuous variable showed consistent 
findings for relative risk reduction of the occurrence 
of NYHA class II–IV or class III–IV symptoms with da-
pagliflozin versus placebo (Figure S4).

In the 576 participants with both prediabetes and BMI 
≥30 at baseline, dapagliflozin reduced the occurrence of 
NYHA class III–IV symptoms (HR, 0.29 [95% CI, 0.15–
0.58]; P=0.005) with a particularly large 1-year ARR of 

10.0% reflecting a high event rate in the placebo-treated 
participants in this group (1-year KM%: dapagliflozin 3.9% 
versus placebo 13.9%) (Table S4, Figure S2B).

Weight Loss
Dapagliflozin was similarly effective in achieving 5% or 
more weight loss in those with baseline normoglycemia 
or prediabetes and in all the BMI categories (all P ≤0.001; 

Figure 6.  Cumulative probability of New York Heart Association class III to IV symptoms occurring during follow-up in 
dapagliflozin and placebo groups according to baseline HbA1c or body mass index.
NYHA class III-IV symptoms in (A) the whole subanalysis cohort and (B-F) subgroups of this cohort with the following baseline 
characteristics: (B) HbA1c <5.7%, (C) HbA1c 5.7 to <6.5%, (D) BMI <25, (E) BMI 25 to <30, and (F) BMI ≥30. BMI indicates body mass 
index; 1-yr KM% indicates Kaplan–Meier cumulative incidence at 1 year; Dapa, dapagliflozin; HbA1c, hemoglobin A1c; and NYHA, 
New York Heart Association.
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both interaction P >0.7; Figure S5). Mean (±SD) weight 
change at 1 year in the dapagliflozin group was −1.5±6.9 
kg and −1.6±8.2 kg in those with baseline normoglycemia 
and prediabetes, respectively, compared with 0.0±7.5 kg 
and −0.3±7.8 kg in the placebo group, respectively (both 
P <0.001 for dapagliflozin versus placebo).

Cardiovascular Events
There were no significant differences in cardiovascular 
events between the dapagliflozin and placebo groups, 
either in the entire subanalyses cohort or in any of the 
baseline glycemic status or BMI subgroups (Tables S5 
through S7).

DISCUSSION
The results of these subanalyses of the DAPA-MI trial 
provide novel insights into the cardiometabolic benefits 
of dapagliflozin following acute myocardial infarction 
(MI) in those with evidence of impaired left ventricu-
lar function and no history of diabetes or chronic HF. 
The principal cardiometabolic benefits seen in the en-
tire study cohort were reduction in new-onset T2DM 
events, reduced risk of limiting HF symptoms, and 
greater chance of achieving 5% or more weight loss.12 
The results from the present subanalyses show that 
these benefits were achieved regardless of baseline 
glycemic status or BMI, although an enhanced clinical 
gain was evident in some patient subgroups.

The ARR with dapagliflozin for new-onset T2DM 
was particularly marked in those with prediabetes, 
obesity (BMI ≥30) or both at baseline, reflecting high 
event rates in these participants. The highest inci-
dence of new-onset T2DM was seen in participants 
with both prediabetes and obesity at baseline with a 
1-year risk of 16.7% in the placebo group, which was 
halved with the use of dapagliflozin in this subgroup. 
HbA1c tended to increase following the index MI event, 
and this increase was attenuated by dapagliflozin, par-
ticularly after 2 months of treatment, accompanied by 
a marginal yet significant reduction in random plasma 
glucose levels. These HbA1c data suggest that early 
administration of an SGLT2 inhibitor following acute MI 
helps to avoid hyperglycemia within the first 2 months 
of the ischemic event in those with normoglycemia and 
prediabetes, although this glycemic benefit appears to 
be diminished during longer follow-up, possibly related 
to progression of T2DM and/or reduced adherence to 
study medication over time.

Similarly, the highest ARRs with dapagliflozin for 
the incidence of NYHA class II–IV or III–IV symptoms 
were seen in those with either prediabetes or obe-
sity (BMI ≥30) at baseline, including a significant in-
teraction according to baseline glycemic status. The 
reduced risk of worsening HF symptoms was seen 

within 3 months of commencing dapagliflozin, and 
this benefit was sustained during follow-up com-
pared with placebo. This early benefit is consistent 
with previous studies of dapagliflozin in patients with 
HF with reduced or preserved ejection fraction.5,6,20 
The findings of the present subanalyses support hav-
ing a low threshold for commencing SGLT2 inhibition 
following acute MI in those with evidence of dysgly-
cemia and/or obesity.

These subanalyses have the following limitations. 
Firstly, the post-hoc definition of the subgroups may 
have created bias, despite a prespecified plan to as-
sess new-onset T2DM as defined within the present 
work. Secondly, all assessments were made during 
the period of intended study medication administration, 
and it is unknown whether any glycometabolic effects 
would have been sustained after cessation of study 
medication. Thirdly, the study had negligible ability to 
detect any impact of dapagliflozin on cardiovascular 
events and mortality in patients with prediabetes or 
obesity since the follow-up period was relatively short, 
the event rates were low, and confidence intervals for 
the hazard ratios were wide.

CONCLUSIONS
New-onset T2DM occurs commonly after acute MI, 
particularly in those with prediabetes or obesity. This 
emphasizes the importance of assessing glycemic 
status in patients with acute MI. The incidence of 
new-onset T2DM is reduced with dapagliflozin ther-
apy regardless of baseline glycemic status or BMI. 
Dapagliflozin reduced HF symptom burden, particu-
larly in those with prediabetes or obesity, suggesting 
there should be a low threshold for initiation of SGLT2 
inhibition in these individuals. Dapagliflozin was associ-
ated with reduced body weight regardless of baseline 
glycemic status or BMI.
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