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s Background oL

Standardized associations between 10-mmHg lower SBP and HF and renal outcomes among
patients with diabetes stratified according to baseline SBP in M-A of 44 trials of BP lowering

Relative Risk Favors BP Favors P for

Outcome (95% CI) Lowering : Control  Interaction
Heart failure, mm Hg :

>14(016, 18, 29, 30, 35, 39-41, 46, 47, b4, B5 0.75 (0.59-0.94) _._

<1403L 42, 43, 58-60, 80, 81 0.97 (0.79-1.19) —!— P=.09

Overall 0.86 (0.74-1.00) ==
Renal failure, mm Hg 5

=14016, 18, 29, 30, 35, 40, 41, &4, &5 0.75(0.52-1.08) . :

<14031, 58-80 1.00(0.77-1.29) —-— P=.21

Overall 0.91(0.74-1.12) —_—

@ An Academic Research Organization of Emdin et al. JAMA 2015; 313: 603 @
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2. Background Sk

In DECLARE TIMI 58, dapagliflozin reduced hospitalization for heart failure and renal
outcomes in a broad range of patients with type 2 DM (60% w/o CV disease; 90% w/ hyp)

Hospitalization for HF Renal Composite EP
4 "1 0% eGFR, ESRD, Renal death
2.5% vs 3.3% 1.5% vs. 2.8%
| HR 0.73 (0.61-0.88) HR 0.53 (0.43-0.66)
7 P<0.001 ¢ ». P<0.001
,g’ 2% %’
: %
£ & 1%
1%
e Phcebo — ;hce";ﬂm
0% - | | | | | | | | Dapag]iﬂt:lﬁl 0% I I I I I I I I - I
0 180 360 540 720 900 1080 1260 1440 0 180 360 0 70 %00 1080 160 1440
Analysis time (days) Analysis time (days) :
@

Wiviott et al. N Eng J Med 2019; 380: 347 (’
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DECLARE

“'However, changes in BP with dapagliflozin and other SGLT2i have been only modest

SBP DBP

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

TINMI-58 1
Japagiifiozin Ef

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

Ci36 D79
135 135 135 .
135 | | 1 135
135 1 | | | | 78
g P
£ €
E134 E77
o o
m m
7] [a)
133 132 132 7
32 132 132 ‘
| ’ | |
132 | | | 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
LSM = Least Square Mean
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e Methods @ é

* |n this pre-specified analysis from DECLARE — TIMI 58, we sought to
assess: 1) whether dapagliflozin consistently reduced heart failure
and renal events across all levels of baseline systolic blood pressure,
and 2) whether BP-lowering related adverse events (volume
depletion, amputation and acute kidney injury) would be increased at
any level of baseline SBP.

e Patients were categorized based on SBP into: optimal (SBP < 120
mmHg), normal (120-129), high normal (130-139), grade 1
hypertension (140-159), and grade 2-3 or severe hypertension (= 160
mmHg); according to current guidelines?

1- Williams et al. Eur Heart J 2018; 39: 3021
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e Statistical Analysis @ @

e Within the placebo arm, efficacy outcomes were assessed according
to the categories of SBP, with a Multivariable Cox proportional
hazards models used in order to adjust for baseline co-variates;

e Furthermore, adjusted spline models were used in order to assess the
association between continuous SBP and the outcomes of interest;

 Efficacy and safety of dapagliflozin versus placebo were analyzed
stratified according to the aforementioned categories of SBP
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'.H'MI 58 a-

CA-

ARE

ASCVD, (%)

Age, median

(IQR)
Female, (%)
White, (%)
eGFR <60

ml/min/1.73 m?,

(%)
Prior HF, (%)

UACR > 300
mg/g, (%)

Results

Key Baseline characteristics according to SBP

SBP 120 — 129 | SBP 130-139 | SBP 140-159 | > 160
(N = 3686) (N =4385) |(N=5501) (N = 1031)

SBP < 120
(N=2557)

46.4
63 (59, 68)

37.9
71.6
9.5

10.7
3.2

An Academic Research Organization of
Brigham and Women’s Hospital and Harvard Medical School

41.8
63 (59, 68)

37.2
77.8
7.1

9.6
4.4

Sk

39.5 38.6 38.3 < 0.0001

64 (60,68) 64(60,69) 65(61,70) <0.0001
36.7 37.7 38.5 0.72
81.6 82.4 81.9 < 0.0001
7.3 6.6 7.4 0.0002
10.8 9.7 8.4 0.074
5.8 9.2 17.9 < 0.0001

ASCVD = atherosclerotic cardiovascular disease; eGFR = estimated @

glomerular filtration rate; UACR = urinary albumin:creatinin ratio
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D_E..c')i ARE Results: Event probability for Hospitalization for HF @

0/~-
12.5% Placebo =——  Dapagliflozin
!
Adjusted* HR (95 % CI)  Adjusted p-value
In the placebo arm J/
10.0%- SBP < 120 1.42 (0.93-2.19) 0.107
SBP 120 -129 1.00 (reference) NA j
SBP 130 - 139 1.48 (0.99-2.21) 0.053 '
7.5% -
SBP 140 - 159 1.48 (1.01-2.19) 0.047
. SBP2160 2.99 (1.86-4.79)
5.0% -
2.5%- — = _
100 140 160

SBP at baseline in mmHg

* Adjusted fordiastolic blood pressure, prior coronary artery disease, prior stroke, peripheral

FrT : 2 artery disease, dyslipidemia, history of hypertension, prior HF, glomerular filtration rate <60 )
%@‘ An_ Academic Research Orga_nlzatlon of . ml/min/1.73 m2, urinary albumin to creatinin ratio >300 mg/g, age, race, body mass index, DM ‘l
Brigham and Women'’s Hospital and Harvard Medical School ALEERT ENSTEIN

duration and region.



SBP > 160 mmHg

SBP 140 — 159 mmHg

SBP 130 — 139 mmHg
SBP 120 — 129 mmHg

SBP <120 mmHg

0.13
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Hospitalization for HF with dapagliflozin by baseline SBP

SR P P R

BWH

<

HR (95 % CI) P-interaction

0.73 (0.61-0.88)

0.32 (0.18 - 0.60)

0.81 (0.59 — 1.10)

0.25 0.50
Dapagliflozin better

o

0.041
0.73 (0.51 — 1.05)
1.02 (0.67 — 1.56)
0.66 (0.42 — 1.05)
2.00 4.00
)

Dapagliflozin worse
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2) Results: Event probability for the Renal Endpoint! ]aﬂ

RECLARE 1-Decrease in GFR by 40% or more, ESRD, or renal death

12.5%- _ _
Placebo =  Dapagliflozin
Adjusted* HR (95 % CI) Adjusted p-value
10.0% - in the placebo arm

SBP <120 1.42 (0.85-2.40) 0.18

SBP 120 - 129 1.00 (reference) NA ,
75%1  sBp130-139 1.76 (1.12-2.75) 0.014 /!

i

SBP 140 - 159 1.45 (0.93-2.27) 0.105 e
5.0%- SBP= 160 4.24 (2.52-7.14)
25%- e

3 - =777
0.0%+, ————" , : :
100 120 140 160

SBP at baseline in mmHg

* Adjusted fordiastolic blood pressure, prior coronary artery disease, prior stroke, peripheral artery disease,q
dyslipidemia, history of hypertension, prior HF, glomerular filtration rate <60 mI/min/1.73 m2, urinary (/

gcks  An Academic Research Organization of
% Brigham and Women’s Hospital and Harvard Medical School albumin to creatinin ratio >300 mg/g, age, race, body mass index, DM duration and region.
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BWH

DE;QRE Renal Endpoint! with dapagliflozin by baseline SBP o

T'IMI 58 M

1- Decrease in GFR by 40% or more, ESRD, or renal death
HR (95 % CI) P-interaction

0.53 (0.43-0.66)

1
I
I
I
I
I
I
I
______________________________ T T
I
SBP >160 mmHg \ . I 0.33 (0.18-0.59)
I
I
SBP 140 - 159 mmHg _ N 1 0.63 (0.44 - 0.90) 0.15
' C
I
SBP 130 — 139 mmHg — m : 0.46 (0.30-0.71)
I
I
SBP 120 — 129 mmHg ' B : 0.79 (0.46-1.35)
I
SBP < 120 mmHg : . ; 0.39 (0.19-0.78)
I
I
|
0.13 0.25 0.50 1.00 2.00 4.00
Nanaaliflozin better Dapagliflozin worse

)
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) BWH

pecrare  Volume depletion with dapagliflozin by baseline SBP v}
: HR (95 % CI) P-interaction
overall — i — 1.00 (0.83-1.21)
|
Mo
SBP >160 mmHg : = : 0.94 (0.48-1.87)
|
| -
SBP 140 - 159 mmHg : .: 0.90 (0.62-1.32) 093
|
SBP 130 — 139 mmHg - 1.00 (0.69-1.46)
|
SBP 120 — 129 mmHg - 1.17 (0.78-1.75)
|
|
SBP < 120 mmHg ) 0.96 (0.61-1.51)
:
n
0.25 0.50 1.00 2.00 4.00

Dapagliflozin better Dapagliflozin worse



[ ] [ ] [ ] [ ] [ ] BWH
%EC)Z - Amputation with dapagliflozin by baseline SBP S

: HR (95 % CI) P-interaction
|
1

Overall —il— 1.09 (0.84-1.40)

____________________________ b o e e

1

SBP >160 mmHg : = B 2.32(0.90-5.99)
1
|

SBP 140 - 159 mmHg —_— 0.90 (0.57-1.40)
! 0.28

SBP 130 — 139 mmHg — , 1.32 (0.78-2.24)
|
1

SBP 120 — 129 mmHg - 0.78 (0.43-1.42)
1
|

SBP < 120 mmHg L : 1.18 (0.62-2.22)
|
|
|

0.25 0.50 1.00 2.00 4.00
Dapagliflozin better Dapagliflozin worse @
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yD BWH

peccare  Acute kidney injury with dapagliflozin by baseline SBP 0
: HR (95 % CI) P-interaction
|

Overall — 0.69 (0.55-0.87
________________________________ E
SBP >160 mmHg = —es O ; 0.21 (0.09-0.52)
|
|
SBP 140 - 159 mmHg — 0.73 (0.49-1.09)
I 0.0018
|
SBP 130 — 139 mmHg » 1.00 (0.61-1.64)
|
|
SBP 120 — 129 mmHg = 1.06 (0.66-1.71)
|
|
SBP <120 mmHg ; B : 0.29 (0.14-0.61)
|
n
0.13 0.25 0.50 1.00 2.00

@ An Academic Research Organization of Dapagliflozin better Dapagliflozin worse @
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e Conclusion @ @

* In patients with type 2 diabetes, clinical benefit of dapagliflozin for
cardio-renal outcomes was not affected by baseline blood pressure.

e Patients with type 2 diabetes and severe hypertension are at very-
high risk of cardio-renal complications and may derive more benefit
from dapagliflozin.

* Those results may help clinicians in the selection of treatments for
patients with type 2 diabetes mellitus and prior CV disease or
multiple risk factors.
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