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DgC% RE Background @

* Patients with type 2 DM are at high risk for development of atherosclerotic CV
events and heart failure.

* Dapagliflozinis a selective SGLT2 inhibitor
which blocks glucose and sodium
resorption in the kidney, and thereby J
blood sugar, BP & weight.

* Prior CV outcomes trials with other SGLT2i
have shown reductions in CV and renal
events predominantly in secondary
prevention patients, though questions have
been raised related to amputation, stroke
and DKA.
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Dgc%),\ RE Trial Design @

17,160 with Type 2 DM
Established CV Disease (6974) or
Multiple Risk Factors (10186)

RANDOMIZE 1:1
DAPAGLIFLOZIN DOUBLE BLIND PLACEBO
10 mg DAILY All other DM Rx per treating MD

Follow-up visits Evi:?;;?\'/\:s N
In Person Q 6 mo/ telephone Q 3 mo T30 MACE

Primary EPs
Safety: MACE (CVD/MI/Ischemic Stroke)
Dual Efficacy: CVD/HHF, MACE

Median follow up
4.2 years
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P

PECLARE Enrollment Criteria @

Diagnosis of T2DM, HbA1c 6.5-12%, CrCl 260 ml/min

AND

Established ASCVD (Secondary prevention)

Ischemic heart disease
Cerebrovascular disease
Peripheral Artery Disease

Or

Multiple risk factors for ASCVD (Primary prevention)

Men > 55 yrs and women > 60 yrs with at least one additional risk factor:
Dyslipidemia
Hypertension
Current Tobacco use

BRIGHAM HEALTH
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%/gc%)/;RE Ana|ytic Plan @

MACE
Non-inferiority (Upper Bound Cl <1.3): 1-sided o= 0.023

If non-inferior ... l

Superiority for Dual Primary Efficacy Endpoints (MACE & CVD/HHF)
test each simultaneously with 2-sided e = 0.0231
if either significant, may recycle a to test other at 0.0462

If both significant ... l

Renal composite
40%+, eGFR, ESRD, Renal or CV death

a =0.0462
If significant ... ¢
All-cause mortality
a =0.0462

aQ
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P Follow-up

DECLARE
77&!-58' I

Randomized 17,160 patients
Established ASCVD (6,974). MRF (10,186)

Dapagliflozin Placebo

(N=8582) (N=8578)

Follow-up median 4.2 yr (IQR 3.9-4.4)

1559 patients experienced MACE
913 experienced CVD/HHF

Premature perm.

2% .29
drug discontinuation S2%/Yr L
Withdrew consent 0.28%/yr 0.37%/yr
Lost to follow-up 12 patients 18 patients
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P). Baseline Characteristics @

DECLARE

Full Trial Cohort
N=17160

647
Female Sex (%) 37
32 )
116,26
HbA1c (%), Mean (SD) 8.3(1.2)
o5 19
Region (%): North America 32
e a4
1
1
Established CV Disease (%) 41
History of Heart Failure (%) 10

P=NS for all between treatment arm comparisons
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D Baseline Characteristics: @
LARE Medication Use

DE
TIMI-58

Full Trial Cohort
N=17160

Glucose lowering therapies (%)
Metformin 82

a1
3
17
‘

o1
a1
53
75

P=NS for all between treatment arm comparisons

Cardiovascular therapies (%)
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) Cardiovascular Risk Factors

DE CLARE
TIW

HbAlc Weight

LSM Difference 0.42% (95% Cl 0.40-0.45) LSM Difference 1.8 kg (95% CI 1.7-2.0)

| —— Dapagliflozin = Placebo

Ag 4l B
833 8.2 8.2 o
8.2| 8.1
8.1 \ 2=
2 - 2
pre: 2] ‘.'.'89
o £
<7.9 79 e =
g $
7.8 88
7.7
7.6 87
7.5
BL 6 mos 12 mos 24 mos 36 mos 48 mos BL 6 mos 12 mos 24 mos 36 mos 48 mos
All P-values (except BL) <0.001 All P-values (except BL) <0.001
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) Cardiovascular Risk Factors

DE CLARE
Tm“ vt on Ot

SBP DBP

LSM Difference 0.7mmHg (95% Cl 0.6-0.9)

LSM Difference 2.7 mmHg (95% Cl 2.4-3.0)

| — Dapagliflozin — Placebo

Cc Dyl
e b o 135
135 | 135
135 1 . 78|
) )
z T
E £
Ei4 E77,
a o
a )
L o
133 132 132 7g
32 132 e
|
132, l 75|
BL 6 mos 12 mos 24 mos 36 mos 48 mos BL 6 mos 12 mos 24 mos 36 mos 48 mos
All P-values (except BL) <0.001 All P-values (except BL) <0.001
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- ;%RE Primary Endpoints

"-58

CVD/HHF MACE

4.9% vs 5.8% 8.8% vs 9.4%
HR 0.83 (0.73-0.95) HR 0.93 (0.84-1.03)
P(Superiority) 0.005 P(Noninferiority) <0.001
6% 10% - P(Superiority) 0.17
8% -
£ 4% - -
.g g_ 6%
g g
3 -
£ 20+ £
s ! ' ! ! ! ! J ! | 0% - T T T T T T T T T
0 180 360 540 720 900 1080 1260 1440 0 180 360 540 720 900 1080 1260 1440
Analysis time (days) Analysis time (days)
Dapagliflozin
Placebo
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Secondary Endpoints

Renal Composite EP
40% eGFR, ESRD, Renal or CV death

All-Cause Mortality

4.3% vs. 5.6% 6.2% vs 6.6%
HR 0.76 (0.67-0.87) HR 0.93 (0.82-1.04)
6% P<0.001 7% P=0.20
5% s
5%
E 4%
5
s 4% -
& 3%-
g 3%
£ 2%
2% —
1%
196
0%= T T T T T T T T 0% —
0 1% 0 0 720 200 10 120 140 (I) 1;0 3;0 5-'!0 7;0 9;)0 IOISO 12]60 14140
Anyes tiae (doys) Analysis tmne (days)
— Dapagliflozin
— Placebo
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DECLAR

P _ Endpoints and Components

Dapagliflozin Placebo

rate/1000 rate/1000

patient-yr __ patient-yr _Hazard Ratio (95% Cl) P value
CV death/HHF 12.2 14.7 0.83 (0.73-0.95) —e—i 0.005*
MACE 226 242 0.93 (0.84-1.03) o <%(%071 *
40% decrease in eGFR to <60 mi/min/m2, 10.8 141 0.76 (0.67-0.87) —e—
ESRD, or renal or CV death
All-cause death 15.1 16.4 0.93 (0.82-1.04) —e—i
HHF 6.2 8.5 0.73 (0.61-0.88) i
Myocardial infarction 11.7 13.2 0.89 (0.77-1.01) ——
Ischemic Stroke 6.9 6.8 1.01 (0.84-1.21) ——
CV death 7.0 71 0.98 (0.82-1.17) —e—i
Non-CV death 6.0 6.8 0.88 (0.73-1.06) —a—r
40% decrease in eGFR to <60 mi/min/m2, 3.7 7.0 0.53 (0.43-0.66) ——

o.;o o.;‘o 1.0 1Ts

BRIGHAM HEALTH
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Favors Dapaglifiozin «— — Favors Placebo

*P for superiority, **P for non-inferiority






