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SGLTZ2 inhibitors are indicated for the treatment of HF regardless of LVEF

Fewer data regarding initiation of SGLT2 inhibitors in hospitalized HF patients

@ (c DAPA ACT HF Randomization End of Study
W mimi é8 (Day 0) (Day 60)
|
Dapagliflozin
| 10 mg daily v
Patients o Primary Endpoint:
Hospitalized for 1:1 Randomization »| Time to CV Death or
) (Double-blind) \
Heart Failure Worsening HF

In DAPA ACT HF — TIMI 68, there were
non-significant trends towards J risk of
CV death or worsening HF (HR 0.86)
and all-cause mortality (HR 0.66)
through 2 months

Objective: To examine the effect of dapagliflozin on CV outcomes in patients
with HF across different healthcare settings
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Methods

Collaborative meta-analysis of 3 randomized trials of dapaglifozin in HF

Harmonized endpoint definitions for CV

5 SAPA ACT HE-TIMI 68 death and worsening HF (HFH and UHFV)
Ea (N=2401)
+§ T In each trial, Rx effect estimates derived
& using individual participant-level data
N SAPAHE DELIVER
o2 (N=4744) (N=6263) Random-effects models used to generate
= é pooled Rx effect estimates

<

eeseeeees——)  Meta-analytic protocol registered with

HFrEF HFmMrEF  HFpEF PROSPERO (CRD420251107852)
LVEF
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Study Population Characteristics

. . Overall Placebo Group Event Rates
Patient Characteristics |
(N=13,408) Median ~ BDAPA-HF EDELIVER mDAPA ACT HF-TIMI 68
Follow-up (18 mo) (28 mo) (2 mo)

Age (yrs) 69 2.5
Female sex 35%

2
Diabetes mellitus 43%
LVEF (%) 1.5

<40% 48%
41-49% 17%
250% 35%

1
HF hospitalization 54% 0 Iﬂ

Worsening HF CV Death  All-Cause Death

Events per 100 patient-months
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Pooled Treatment Effect
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Cardiovascular Death or Worsening Heart Failure

P=0.011 L ™ T P<0.001
0 0.50 0.75 1.00

Test for Heterogeneity: 1> = 18.1%; p=0.36 \1/22%
Study HR (95% CI)
: |
DAPA-HF ——— ! 0.72 (0.63-0.83)
DELIVER —— i 0.82 (0.73-0.92)
DAPA ACT HF-TIMI 68 -= i 0.82 (0.65-1.05)
Overall <@ | 0.78(0.71-0.86)
’ — y P<0.001
0.50 0.75 1.00
Cardiovascular Death 4 15% Worsening Heart Failure  22%
Test for Heterogeneity: 12 = 0.0%; p=0.73 Test for Heterogeneity: |12 = 24.6%; p=0.22
Study HR (95% ClI) Study HR (95% ClI)
DAPA-HF —i— 0.83(0.68-1.01)  DAPA-HF —B— : 0.70 (0.59-0.83)
DELIVER —.-.—:- 0.88 (0.74-1.05)  DELIVER —— : 0.79 (0.69-0.91)
DAPA ACT HF-TIMI 68 -—— 0.72 (0.43-1.19)  DAPA ACT HF-TIMI 68 —— 0.91 (0.71-1.18)
Overall ‘: 0.85 (0.75-0.96) Overall P : 0.78 (0.69-0.87)
0

- ] |
0.40 0.50 0.75 1.
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Cardiovascular Death or Hospitalization for Heart Failure

Test for Heterogeneity: 12 = 0.0%; p=0.59
Study HR (95% CI) 4 23%
DAPA-HF —— | 0.73 (0.63-0.84)
DELIVER —— ! 0.80 (0.71-0.91)
DAPA ACT HF-TIMI 68 = ! 0.78 (0.80-1.00)
Overall <@ | 0.77(0.70-0.84)
. r - P<0.001
0.50 0.75 1.00
All-Cause Mortality
Study Test for Heterogeneity: 12 = 34.5%; p=0.19 HR (95% CI) sl/130/
0
DAPA-HF —— 0.83 (0.71-0.97)
DELIVER —i-—- 0.94 (0.83-1.07)
DAPA ACT HF-TIMI 68 _ — 0.66 (0.43-1.00)
Overall . 0.87 (0.76-0.99)

P=0.034

=
O —
O

0.40 0.50 0.75



CV Death or WHF in Subgroups T
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- - ' 0 P-int
Cssaig ) e e e
Ambulatory | 0.77(0.68-0.88) . N 3 —&— o (0'68 0'86) 0.50
Hospitalized — 0.81 (0.64-1.02) 0 —a— | -0 (8080
d I i 2 -
<70 years —a— 0.78 (0.69-0.88) . o, :60 m:/ min/ 1'73m2 . ! g‘;: (g':z g‘:;) 0.76
>70 years —— 0.79 (0.70-0.88) 260 ml/min/1.73m - 79 (0.70-0.30)
S : ARNI Use !
_Fex ! Yes = : 0.67(051-0.89) .
emgd . . . . . .
valel NO heterogeneity in the treatment effect of dapagliflozin in any subgroup
. : KCCO-1SS .
Wi(.:f . 0.78 (0.70.0.86 <55 = : 0.78 (0.70-0.86)
N : 75 (0.70-0.86) 55-<75 —a— 0.83 (0.56-1.23) 0.71
Black - . 0.83 (0.56-1.23) 0.84 :
As = . 0.76 (0.53-1.09) >75 - . 0.76 (0.53-1.09)
Lf,‘;?: : o Last HF Hosp !
<40% = | 0-3 mo = ! 0.66 (0.47-0.94)
P - : 0.7710.64-0.93) 3-12 mo » ! 0.74(0.60-0.93)
:1;1;9/0 i 0.87 (0.72-1.04) 0.53 512 Mo - 089 (0.61.131)
250% | 0.77 -(0.67-0.89) Never . 0.82 (0.72-0.93)

0.50 1.00 1.50 0.50 1.00 1.50
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Conclusions
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Dapagliflozin 4, risk of CV death or worsening HF by ~22% in patients with HF

Treatment effects are highly consistent whether dapagliflozin is initiated in
hospitalized or ambulatory care setting

Treatment effects seen regardless of age, sex, race, eGFR, diabetes status,
baseline LVEF, baseline KCCQ-TSS, timing of most recent HF hospitalization,
or background ARNI use

These data support early use of dapagliflozin across the HF care continuum
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