
Cardiorenal Outcomes with 
Dapagliflozin vs. Placebo by 

Baseline Glucose Lowering Agents 
Analyses from DECLARE-TIMI 58

Avivit Cahn, Stephen D. Wiviott, Ofri Mosenzon, Sabina A. Murphy, Erica L. Goodrich, Ilan

Yanuv, Aliza Rozenberg, Lawrence A. Leiter, John P.H. Wilding, Deepak L. Bhatt, Darren K. 

McGuire, Leon Litwak, Adriaan Kooy, Ingrid A.M. Gause-Nilsson, Martin Fredriksson, Peter 

A. Johansson, Anna Maria Langkilde, Marc S. Sabatine, Itamar Raz

 

 



 

 

The DECLARE-TIMI 58 trial was funded by AstraZeneca.

AC discloses the following relationships:

Advisory Board: AstraZeneca, Novo Nordisk, Sanofi, Boehringer Ingelheim, Gefen
Medical, Eli Lilly

Research grant support through Hadassah Hebrew University Hospital: AstraZeneca, 
Novo Nordisk 

Speaker's Bureau: AstraZeneca, Novo Nordisk, Eli Lilly, Sanofi, Merck Sharp & Dohme, 
Boehringer Ingelheim, Abbott

Consultant: Glucome, MedialEarlySign

Disclosures 



Background

• Majority of patients included in diabetes cardiovascular outcome trials 

conducted over the last decade were not treatment naïve and had been 

taking at least one glucose lowering agent (GLA) at baseline.

• In the earlier trials, these consisted mostly of metformin, sulfonylureas and 

insulin, whereas in the more recent Dapagliflozin Effect on Cardiovascular 

Events (DECLARE) – TIMI 58 trial, incretin-based therapies (DPP-4 inhibitors 

and GLP-1 receptor agonists) were used as well. 

• In the following pre-specified analyses of the DECLARE-TIMI 58 trial, we 

assessed the association between baseline GLA and cardiorenal outcomes.

 

 



DECLARE-TIMI 58 trial overview

• In the DECLARE - TIMI 58 trial, a total of 17,160 patients, including 6,974 with established 

atherosclerotic cardiovascular disease (ASCVD) and 10,186 with multiple risk factors 

(MRF) but without ASCVD, were randomly assigned to receive dapagliflozin 10 mg daily 

or placebo and followed for a median of 4.2 years. 

• The dual composite efficacy endpoints were cardiovascular death or hospitalization for 

heart failure (CVD/HHF) and major adverse cardiovascular events (MACE). 

• Additional prespecified efficacy outcomes included a renal-specific composite outcome, 

and the individual components of the primary endpoints. 

• At baseline, metformin was used by 14068 (82.0%) patients, sulfonylureas by 7322 

(42.7%), DPP-4 inhibitors by 2888 (16.8%), GLP-1 RA by 750 (4.4%) and insulin by 

7013 (40.9%) patients. 

 

 



Statistical analyses

• Analyses were performed on an intention-to-treat basis. 

• Within each subgroup, we calculated the effect of dapagliflozin on the 

incidence of the efficacy outcomes using Cox regression models. 

• To test for effect modification, hazard ratios (HRs) and 95% 

confidence intervals (CI) were determined from Cox regression 

models with stratification factor (ASCVD or MRF status and baseline 

hematuria) as strata in models comparing treatment in baseline GLA 

groups. 

 

 



CVD/HHF
 

 

With GLP-1 RA
34/750 

patients with event
HR 0.37 (0.18, 0.78)

Without GLP-1 RA
879/16410 

patients with event
HR 0.86 (0.75, 0.98)

Interaction P-value 
0.0257

Consistent 
regardless of 

metformin use

Reduced 
overall with 
dapagliflozin
vs. placebo



MACE
 

 

Interaction P-value 0.0586

With Insulin
HR 0.84 (0.74, 0.97)

Without Insulin
HR 1.02 (0.89, 1.18)

MACE - major adverse cardiovascular events - the composite of cardiovascular death, 
myocardial infarction or ischemic stroke. 

Consistent 
regardless of 

metformin use



Renal specific outcome
 

 

The renal specific outcome was a composite of: sustained decrease of ≥40% in eGFR to < 60 ml/min/1.73m2; 
new end-stage renal disease; or death from renal causes

Consistent 
regardless of 

metformin use

Reduced 
overall with 
dapagliflozin
vs. placebo



New onset albuminuria
 

 

New onset albuminuria (micro or macro) in patients with normoalbuminuria at baseline, 
which was sustained in repeated testing.

Consistent 
regardless of 

metformin use

Reduced 
overall with 
dapagliflozin
vs. placebo



Conclusions

• The effects of dapagliflozin on cardiorenal outcomes were generally consistent 
regardless of baseline GLA. 

• Baseline metformin therapy did not modify the observed benefits of 
dapagliflozin. 

• CVD/HHF was more prominently reduced with dapagliflozin vs. placebo in the 
small subset of patients who used GLP-1 RA at baseline compared with those 
who did not (10/397 vs. 24/353 patients with event) .

• Adverse renal outcomes and new onset sustained albuminuria were less 
frequent with dapagliflozin vs. placebo regardless of baseline GLA.

 

 


