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LCZ696 Enalapril

Characteristic (N=4187) (N=4212)

Treatments at randomization — no. (%)

Diuretic 3363 (80.3) 3375 (80.1)
Digitalis 1223 (29.2) 1316 (31.2)
Beta-blocker 3899 (93.1) 3912 (92.9)
Mineralocorticoid antagonist 2271 (54.2) 2400 (57.0)
Implantable cardioverter—defibrillator 623 (14.9) 620 (14.7)

: Cardiac resynchronization therapy 292 (7.0) 282 (6.7)
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:-g Enalapril Sacubitril-
29 -304 Valsartan Enalapril
E’onE: _40- (N=440) (N=441)
5 & 50
= 504
v o 61 63
_60- Sacubitril-valsartan
range 51-71 54-72
-70 T T T T | T I 1 1 . (%) 113 (25.7) 133 (30.2)
Baseline 1 2 3 - 5 6 7 8
Weeks since Randomization
158 (35.9) 158 (35.8)
\ White 261 (59.3) 254 (57.6)
Exploratory clinical outcomes — no. (%) Hazard ratio (95% Cl)f
Composite of clinical events 249 (56.6) 264 (59.9) 0.93 (0.78 to 1.10) .0
Death 10 (2.3) 15 (3.4) 0.66 (0.30 to 1.48) _36.3
Rehospitalization for heart failure 35 (8.0) 61 (13.8) 0.56 (0.37 to 0.84) (63.0)
Implantation of left ventricular assist device 1(0.2) 1(0.2) 0.99 (0.06 to 15.97)
Inclusion on list for heart transplantation 0 0 NA 8.5)
Unplanned outpatient visit leading to use of intrave- 2 (0.5) 2 (0.5) 1.00 (0.14 to 7.07) 9.6)
nous diuretics -
Use of additional drug for heart failure 78 (17.7) 84 (19.0) 0.92 (0.67 to 1.25) =
Increase in dose of diuretics of >50% 218 (49.5) 222 (50.3) 0.98 (0.81 to 1.18) 54.4)
307678) 337(7.5)
Nitrate 43 (9.3) 40 (9.1)
Digoxin 41 (9.3) 35(7.9)




Sacubitril- Ratio of Change in NT-proBNP with
/— Valsartan Enalapril Sacubitril-Valsartan vs. Enalapril P Value for
Subgroup (N=440) (N=441) (95% CI) Interaction
no. of patients
(ratio of NT-proBN P at weeks 4 and 8 vs. baseline)
All patients 379 (0.53) 374 (0.75) - 0.71 (0.63-0.81)
Age 0.76
<65 yr 229 (0.50) 202 (0.68) - 0.73 (0.61-0.87)
=65 yr 150 (0.61) 172 (0.82) —— 0.74 (0.63-0.87)
Sex 0.61
Male 289 (0.55) 265 (0.78) —-— 0.70 (0.60-0.80)
Female 90 (0.50) 109 (0.66) —— 0.75 (0.59-0.95)
Race 0.13
White 226 (0.50) 219 (0.74) —-— 0.68 (0.58-0.80)
A n Black 133 (0.56) 129 (0.78) —— 0.72 (0.57-0.89)
Other 20 (0.82) 26 (0.70) = 1.17 (0.72-1.91)
Previous heart failure 0.40
No 130 (0.37) 148 (0.56) —-— 0.65 (0.53-0.81)
Yes 249 (0.65) 225 (0.90) - 0.72 (0.63-0.83)
Previous hypertension 0.62
No 50 (0.42) 64 (0.63) —a— 0.66 (0.49-0.90)
Yes 329 (0.55) 309 (0.77) - 0.72 (0.63-0.82)
Ad 2 Previous atrial fibrillation 0.32
No 251 (0.49) 230 (0.71) —-— 0.70 (0.60-0.81)
Ke| Yes 127 (0.62) 140 (0.79) —0— 0.79 (0.64-0.96)
Previous use of ACE inhibitor or ARB 0.98
No 209 (0.48) 196 (0.66) —-— 0.72 (0.60-0.86)
Yes 170 (0.61) 178 (0.85) —— 0.72 (0.61-0.85) /
\ Systolic blood pressure at randomization 0.93
<118 mm Hg 188 (0.60) 185 (0.84) —-— 0.71 (0.60-0.84)
>118 mm Hg 191 (0.48) 189 (0.67) —— 0.72 (0.60-0.86)
Left ventricular ejection fraction at screening 0.37
<25% 246 (0.51) 243 (0.74) —- 0.69 (0.59-0.80)
>25% 132 (0.59) 131 (0.76) — 0.77 (0.63-0.95)
Estimated GFR at randomization 0.81
<60 ml/min/1.73 m? 194 (0.55) 192 (0.76) —.— 0.73 (0.61-0.87)
=60 ml/min/1.73 m2 181 (0.51) 177 (0.72) —.— 0.70 (0.59-0.84)
NT-proBNP concentration at randomization 0.30
<2701 pg/ml 180 (0.63) 200 (0.93) —a— 0.67 (0.57-0.80)
>2701 pg/ml 199 (0.45) 174 (0.60) —.— 0.76 (0.63-0.90)
NYHA class at randomization 0.48
lorll 90 (0.52) 112 (0.78) —.— 0.67 (0.53-0.84)
lor IV 278 (0.54) 258 (0.73) - 0.73 (0.63-0.85)
Time from presentation to randomization 0.66
<67.7 hr 192 (0.52) 186 (0.71) —o— 0.74 (0.62-0.87)
>67.7 hr 186 (0.54) 188 (0.79) . 0.69 (0.58-0.83)
0!1 0!3 O{S 0!7 019 ll.l 1.|3 115 1{7 119
Sacubitril-Valsartan Better Enalapril Better
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D Hospitalization for Heart Failure
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4 Loop diuretics were introduced in a
Ta significantly lower proportion of patients

ol in the empagliflozin group than the
placebo group [HR: 0.62 (95%CI: 0.53-
| 0.73); P < 0.001]

Heart failure outcomes with empagliflozin in
patients with type 2 diabetes at high

f the EMPA-REG

Empagliflozin (N = 4687)

Heart failure hospitalization or cardiovascular death 198 (8.5) 301

26557 197

il Tisk of the composite outcomes of
All hospitalization for heart failure or

— introduction of loop diuretics [HR: 0.63
(95% CI:0.54-0.73); P < 0.001]

Hospitalization for or death from heart failure 104 (4.5) 15.8 129 (2.8) 9.6
Hospitalization for heart failure 95 (4.1) 145 126 (2.7) 9.4
Iy 204 (4.4) 15.3

192 (4.1) 144
1725 (368) 1619

HR (95% CI)

patient-years

0.66 (0.55-0.79)

0.61 (047-0.79)
0.65 (0.50-0.85)
0.70 (0.56-0.87)
0.69 (0.55-0.86)
0.89 (0.82-0.96)

P-value

<0.001
<0.001
0.002
0.001
0.001
0.003

Eur Heart ]J. 2016; 37: 1526-1534
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| Dapagliflozin Placebo
Characteristic (N=28582) (N=38578)
Age —yr 63.9+6.8 64.0+6.8
Female sex — no. (%) 3171 (36.9) 3251 (37.9)
Daw Estimated glomerular filtration rate — ml/min/1.73 m? 85.4+15.8 85.1+16.0
4 | Established atherosclerotic cardiovascular disease — no. (%) 3474 (40.5) 3500 (40.8)
History of coronary artery disease — no. (%) 2824 (32.9) 2834 (33.0)
History of peripheral artery disease — no. (%) 522 (6.1) 503 (5.9)
S.D.W History of cerebrovascular disease — no. (%) 653 (7.6) 648 (7.6)
T.A History of heart failure — no. (%) 852 (9.9) 872 (10.2)
J.P.H.| = NorthAmerica 2737(31.9) 273T(3T3)
17,160  Europe 3806 (44.3) 3823 (44.6)

. Latin America 946 (11.0) 931 (10.9)
median Asia—Pacific 1093 (12.7) 1093 (12.7)
>=40 Body-mass indexi: 32.1:6.0 32.0+6.1
tYPE 2 ¢ pedian duration of type 2 diabetes (IQR) — yr 11.0 (6.0-16.0) 10.0 (6.0-16.0)
eGFR > Glycated hemoglobin — % 8.3+1.2 8.3+1.2
multiple risk factors for or established
ACVD

N Engl J Med 2019;380:347-57.
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‘ ORIGINAL ARTICLE \

A Cardiovascular Death or Hospitalization for Heart Failure B MACE
100 6- Hazard ratio, 0.83 (95% Cl, 0.73-0.95) 100 10 Hazard ratio, 0.93 (95% Cl, 0.84-1.03)
90 P=0.005 for superiority 90 9- P=0.17 for superiority
= 5 Placebo — 8 Placebo
K 80 I
g 704 ¢ 8 704 o
b5 £ Dapagliflozin
E A Cardiovascular Death or Hospitalization for Heart Failure
£ P Value for
_g Subgroup Dapagliflozin  Placebo Hazard Ratio (95% Cl) Interaction
k] no. of events/no. of patients
g | Total cohort 417/8582  496/8578 - 0.83 (0.73-0.95)
3 Risk group | 0.99 T T T T 1
ASCVD 2723474 325/3500 e 0.83 (0.71-0.98) 20 900 1080 1260 1440
MRF 145/5108  171/5078 e 0.84 (0.67-1.04)
History of heart failure E 0.60 T I T 1
Yes 142/852 172/872 —e—] 0.79 (0.63-0.99) 900 1080 1260 1440
No 275/7730  324/7706 o 0.84 (0.72-0.99) 5
. eGFR | 0.37
No. at Risk| .90 mijmin/1.73 m2 163/4137 1634025 H—e— 0.96 (0.77-1.19)
Placebo | 6oto <00 mi/min/1.73m?  199/3838  252/3894 o 0.79 (0.66-0.95) 7805 7649 7137 5158
Dapagliflozil 6o mijmin/1.73 m? 55/606 81/659 —e—] 0.78 (0.55-1.09) 7873 7708 7237 5225
030 050 10 15 20
-t —_—
Dapagliflozin Placebo
Better Better
NEngl'J Med 2019;380:347-57.
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Dapagliflozin Placebo ARR HR P
KM KM (%)  (95%Cl) interaction @
n Rate (%) n  Rate (%)
Cardiovascular death / Hospitalization for heart failure _
HFreF —a— 59 17.9 95 271 92 062(0.45-0.86) 0.046
Not HFrEF 358 43 401 4.8 0.5 0.88(0.76-1.02)
HFpEF 92 6.8 99 79 11  0.88(0.66-1.17)
No Hx of HF 266 3.4 302 39 0.5 0.88(0.74+1.03)
Hospitalization for heart failure
HFrEF —— 41 135 63 19 55 0.64(0.43-0.95) 0.449
Not HFrEF —— 171 21 223 2.7 06 0.76 (0.62-0.92)
HFpEF 51 45 67 5.2 0.7 0.72(0.50-1.04)
No Hx of HF 120 15 156 2.0 05 0.77 (0.60-0.97)
Cardiovascular death
HFrEF —_—— 25 7.2 47 124 52 0.55(0.34-0.90) 0.012
Not HFrEF 220 25 202 23 02 1.08(0.89-1.31)
HFpEF 54 3.1 38 3.2 0.1 1.41(0.93-2.13)
No Hx of HF 166 2.1 164 2.1 0.0 1.01(0.81-1.25)
All cause mortality
HFrEF — 38 1.3 68 177 64 059(0.40-0.88) 0.016 5.2)
Not HFrEF 491 55 502 54 0.1 0.97(0.86-1.10) 0)
HFpEF 84 6.3 81 62 01 1.02(0.75-1.38)
No Hx of HF 407 50 421 49 01 0.96(0.84-1.10)
0.1 10
Favors dapagliflozin Favors placebo
History of hypertension, % 87.0 95.9 89.5
LVEF, median (IQR), % 38 (30-40) 55 (50-61) 60 (55-65)
eGFR by CKD-EPI equation, median (IQR), mL/min/1.73m? 83 (66-95) 86 (70-96) 89 (76-97)

Circulation. 2019;139:2528—2536.
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Dapagliflc
anc

J.J.V. McMurra
F.A. Martinez, P. P
C.-E. Chiang, V.K. ¢
J. Ge, J.G. Howlett,

E. O'Meara, M.

phase 3, placebo-co
4744 patients ; NYE
ejection fraction <=.

Dapagliflozin Placebo
Characteristic (N=2373) (N=2371)
Dapagliflozin Placebo
Characteristic (N=2373) (N=2371)
Heart failure medication — no. (%)
Diuretic 2216 (93.4) 2217 (93.5)
ACE inhibitor 1332 (56.1) 1329 (56.1)
ARB 95% | 675 (284) 632 (26.7)
Sacubitril-valsartan 250 (10.5) 258 (10.9)
Beta-blocker 2278 (96.0) 2280 (96.2)
Mineralocorticoid receptor antagonist 1696 (71.5) 1674 (70.6)
Digitalis 445 (18.8) 442 (18.6)
Glucose-lowering medication — no./total no. (%)**
Biguanide 504/993 (50.8) 512/990 (51.7)

Sulfonylurea
DPP-4 inhibitor
GLP-1 receptor agonist

Insulin

228/993 (23.0)
161/993 (16.2)
11/993 (1.1)
274/993 (27.6)

210/990 (21.2)
149/990 (15.1)
10/990 (1.0)
266/990 (26.9)

L w

Cardiac resynchronization therapy|

\ 7

190 (8.0)

164 (6.9) [

dapagliflozin 10 mg

Ul1ivv \.&MALJ Vo IJLMVVU\J,

in addition to recommended therapy

18.2 months median

FU

DOI: 10.1056/NEJMoa1911303
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A Primary Outcome

B Hospitalization for Heart Failure

—
1004 399 Hazard ratio, 0.74 (95% Cl, 0.65-0.85) A 1004 399 Hazard ratio, 0.70 (95% Cl, 0.59-0.83)
90 25- P<0.001 90 25
£ 804 20 — X 80 204
g 704 s % 04 154
. 60
260 o 2 10
2 sod £ s
2 s 7 lt £ 40 i
% 30 Y ) S A S W S R— 1—: 30 0 — I S S —
g 0O 3 6 9 12 15 18 21 24 £ 0 3 6 9 12 15 18 21 24
o 204 ~ 3 204
] g ] “//—d—'//_
0+ T T T T T T T l 0 T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months since Randomization NZ Months since Randomization
No. at Risk No. at Risk
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210 1€ Placebo 2371 2264 2168 2082 1924 1483 1101 596 212
C Death from Cardiovascular Causes L D Death from Any Cause
1004 397 Hazard ratio, 0.82 (95% Cl, 0.69-0.98) / 100 397 Hazard ratio, 0.83 (95% Cl, 0.71-0.97)
90- 25 ] 90- 25
£ 804 o0 C £ 80 204
[ _ -
g 707 g5 h g 707 154
§ o0 10 3OO gl
£ sod E 2 so
2 401 5 E 40 5
Eﬁ 304 0 T T T T T T 1 — = 30 0 T T T T T T ]
g 0 3 6 9 12 15 18 21 24 g 0 .;: 6 9 12 15 18 21 24
o 20 13 204
10 e 104 —_—
0 T T T T T T T 1 0 - T T T T T ]
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2371 2330 2279 2230 2091 1636 1219 664 234 Placebo 2371 2330 2279 2231 2092 1638 1221 665 235
Dapagliflozin 2373 2339 2293 2248 2127 1664 1242 671 232 Dapagliﬂozin 2373 2342 2296 2251 2130 1666 1243 672 233
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Primary Endpoint: Prespecified subgroups

HR (95% CI) S—— HR (95% ClI)
Overall effect — | 0.74(0.65, 0.85) < Median —— 0.63 (0.49, 0.80)
Age (years) > Median —_— 0.79 (0.68, 0.92)
<t
>€ [ ]
ARNI/no ARNI post hoc subgroup:
F || u
o Primary endpoint
W
BI
Asg
of
Ge
As Dapagliflozin  Placebo HR
- (n=2373)  (n=2371) (95% Cl)
N-‘;; All patients 386/2373 502/2371 —i— 0.74 (0.65, 0.85)
Il Angiotensin Receptor
LU'l Neprilysin Inhibitor (ARNI)
f Yes 41/250 56/258 = 0.75 (0.50, 1.13)
No 345/2123 446/2113 —— 0.74 (0.65, 0.86)
. | | | 1
IECAISSE 0.5 0.8 1.0 1.25
SR Dapagliflozin Better Placebo Better

J,McMurray. ESC 2019
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Table 1. Characteristics of the Patients at Baseline.*

Empagliflozin Placebo
Characteristic (N=1863) (N=1867)
Heart rate — beats/min 71.0+11.7 71.5£11.8
Systolic blood pressure — mm Hg 122.6+15.9 121.4+15.4
Left ventricular ejection fraction
Cgl Meanvalue 27.7+6.0 27.2:6.1
] Value of <30% — no. (%) 1337 (71.8) 1392 (74.6)
W] Empagliflozin Placebo
Characteristic (N=1863) (N=1867)
Heart failure medication — no. (%)
M. PaCker’ Renin—angiotensin inhibitor(
S.Verma, H Without neprilysin inhibitor 88,8% 1314 (70.5) 1286 (68.9)
D. Cotton, H With neprilysin inhibitor 340 (18.3) 387 (20.7)
S. J anssen Mineralocorticoid receptor antagonist 1306 (70.1) 1355 (72.6)
. Beta-blocker 1765 (94.7) 1768 (94.7)
3730 HF patie| "
evice therapy — no. (%)
EF < =40% , N Implantable cardioverter—defibrillator] 578 (31.0) 593 (31.8)
eGFR EPI > 2( Cardiac resynchronization therapy| 220 (11.8) 222 (11.9)
Empagliﬂozir Estimated glomerular filtration rate
~ Mean value — ml/min/1.73 m? 61.8+21.7 62.2+21.5 -
or placebo + 1 —
Value of <60 ml/min/1.73 m? — no./total no. (%) 893/1862 (48.0) 906/1866 (48.6)

therapy
Median FU: 16 months

DOI: 10.1056/NEJM0a2022190



A Primary Outcome
The NEW ENG 100+ 357 Hazard ratio, 0.75 (95% Cl, 0.65-0.86) Placebo
’ ‘ 304 P<0.001
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2 e
5 50+ 5 P
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5 -
Cardiovasculg 5w T
- - 10 -7
Cumulative Incidence for Time to Cardiovascular Death P
0 I I I T I I I I 1
0 90 180 270 360 450 540 630 720 810
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B First and Recurrent Hospitalizations for Heart Failure
0.6+
40 — Hazard ratio, 0.70 (95% Cl, 0.58-0.85)
P<0.001
0.5+
. HR 0.92 .
o =
= 30 (95% C10.75, 112) 2 Placebo
8 IS
c L 0.4-
o g
% ) _ 1 Empagliflozin
£ 20 s e
o 2 -
2 & 034 .
& Placebo 5 s
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E 10 En E TR <
O 3 02 L
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4
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Days after randomization a7
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DOI: 10.1056/NEJM0a2022190
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Subgroup Empagliflozin Placebo Hazard Ratio (95% Cl)
no. of patients with eventstotal no.
Overall 361/1863 462/1867 e 0.75 (0.65-0.86)
Baseline diabetes status
Diabetes 200/927 265/929 " 0.72 (0.60-0.87)
No diabetes 161/936 197/938 = 0.78 (0.64-0.97)
Baseline eGFR (CKD-EPI)
=60 159/969 224/960  — 0.67 (0.55-0.83)
<60 202/893 237/906 [— 0.83 (0.69—1.00)
Heart failure physiology
LVEF =30% and NT-proBNP <median 80/699 115/724 F—=— 0.70 (0.53-0.93)
LVEF =30% and NT-proBNP =median  169/631 249/661 —— 0.65 (0.53-0.79)
LVEF >30% 108/526 97/475 e | 0.99 (0.76-1.31)
Baseline use of MRA
No 118/557 132/512 ——] 0.76 (0.59-0.97)
Yes 243/1306 330/1355 ] 0.75 (0.63—0.88)
Baseline use of ARNi
No 310/1523 369/1480 [ 0.77 (0.66—0.90) -
Yes 51/340 93/387 —— 0.64 (0.45-0.89)
0.1I25 0.I25 O.IS 1.0 2:0 4.0 810
ACEi/ARB 1314 Empagliflozin Better Placebo Better

no RAASi 209 (11,2%)
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Articles
EMPHASIS-HF® PARADIGM-HF® DAPA-HF®
(n=2737) (n=8399) (n=4744)
Comparison Eplerenone vs Sacubitril-valsartan  Dapagliflozin vs
placebo vs enalapril placebo
Enrolment period 2006-10 2009-12 2017-18 B
. . . f . Median follow-up, months 21(10-33) 27 (19-36) 18 (13-21)
Estimating lifetime be . ... rye v e
disease-modifying phi *
Men 2127 (78%) 6567 (78%) 3635 (77%)
with heart failure with  women 610 (22%) 1832 (22%) 1109 (23%)
ac . I Systolic blood pressure, mm Hg 124 (17) 121(15) 122 (16)
Hazard ratio (95% 1) 72(12)
) : 31(7)
Muthia - Cardiovascular death or hospital admission —— (0.38 (95% CI 0.30—0 47) v
@ for heart failure : /
| 0
Cardiovascular death —e— (.50 (O 37-0 -67) 03 (68%)
Hospital admission for heart failure —e— (.32 (0.24-0 4.3) 98 (32%)
All-cause mortality ———— E 43(1%)
I I I I I ; I
00 02 04 06 08 10 12 18 (38%)
“«— —» 83 (42%)
Favours comprehensive therapy Favours conventional therapy (251 (47%)
Tanmore
Diuretics 2326 (85%) 6738 (80%) 4008 (84%)
ACE inhibitor, ARB, or ARNI* 2557 (93%) 8379 (100%) 4442 (94%)
B blocker 2374 (87%) 7811 (93%) 4558 (96%)
Mineralocorticoid receptor antagonist - 4671 (56%) 3370 (71%)

Lancet 2020; 396:121-28
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with heart failure w
a comparative analy
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Table 3. Adverse Events during Randomized Treatment.*

Anglote ., - s187)
no. (%)
Hypotension
John ).V. McMurrg  Symptomatic 588 (14.0)
Martin P. Lefko Symptomatic with systolic blood pressure <90 mm Hg 112 (2.7)
Scott D] Elevated serum creatinine
=2.5 mg/dI 139 (3.3)
T =3.0mg/dl 63 (1.5)
Elevated serum potassium
>5.5 mmol/liter 674 (16.1)
>6.0 mmol/liter 181 (4.3)
Cough 474 (11.3)
Angioedemay
No treatment or use of antihistamines only 10 (0.2)
Use of catecholamines or glucocorticoids without 6 (0.1)

hospitalization
Hospitalization without airway compromise 3(0.1)

Airway compromise 0

Enalapril
(N=4212)

388 (9.2)
59 (1.4)

188 (4.5)
83 (2.0)

727 (17.3)
236 (5.6)
601 (14.3)

P Value

<0.001
<0.001

0.007
0.10

0.15
0.007
<0.001

0.19
0.52

0.31
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Reduced Risk of Hyperkalemia During Treatment

E Serum potassium level
4.7+

® Enalapril
O Sacubitril/valsartan

4.6

Serum creatinine level
1.254

1.20

Level, mg/dL

4.54

Mean Potassium Level, mEq/L

4.4
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0.15- -
o Log-rank P <.001
g g
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JAMA Cardiol. 2017;2(1):79-85
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Placebo -3.10 (95%CI -3.41 to -2.80)
Dapaglifiozin -2.05 (95%Cl -2.36 to -1.75)
es P <0 001

hange in eGFR per ml/min/1.73m?2 per year

The NEW ENGLAND JOURNAL of MEDICINE \ |I

— Overall
=
M © |
™~ Difference in slop
—l
~
£
£ o
S
—
(]
o
e ¥
T
O
(U]
c Day 0-14
q_,) © Placebo -28.46 (95%CI -36
oo ' 7| Dapagliflozin -109.35 (959
% Difference in slopes P <0.
<
(@]

® _|

T T T
@6 014 60 120

Primary Treatment Effect
Hazard Ratio

ol

Primary composite outcome by continuous eGFR

16

Placebo Better

CV Death/HF hospitalization/Urgent HF visit

Overall

P for interaction = 0.77

T T T T T T T

30 40 50 60 70 80 90 100

DOI: 10.1056/NEJMoa1911303



-~

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

lovascular and Renal OQutcomes

Card
with

M. Packer, S.D.

S.Verma, H. Ts
D. Cotton, E. Bo
S.Janssens, J. |

B. Merkely, S.J.

M.-F. Seron

Adjusted Mean Change from Baseline

in eGFR (ml/min/1.73m?)

0_
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Between-group difference in slope,
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Length of stay (days)

updat]

0,2 - @ Placebo -0.12 (SD 1.52) Kg/40 mg Furosemide at day 4
@l Empaglifiozin - g.::so(g;) 0.44) Kg/40 mg Furosemide at day 4
I Placebo AUC 1650 (SD 1240) mmxh N =36 < 0.1 4 T .
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° I Empaglifiozin 8 (6-10) days 0
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treatment

The Task For:
heart failure

Still symptomatic
and LVEF <35%

Yes l

Patient with symptomatic* HFrEF®

B class |

Class lla

ARNi + Bblog

!

Sinus rhythm,
QRS duration >130 msec

5711 I need for
CR;

Developed wi
Association (}

Vericiguat

If LVEF <35% despite OMT
or a history of symptomatic VT/VF, implant ICD

w22o0cigcou (1

Diuretics to relieve symptoms and signs of congestion

'

Resistant symptoms

deficiency, Diabetes, HT, Thyroid disease...)

]

Consider digoxin or H-ISDN
or LVAD, or heart transplantation

Optimize medical therapy for comorbidities (COPD, iron

These above treatments may be combined if indicated

}

Sinus rhythm,"
HR >70 bpm

}

Ivabradine

lNo
Y

No further action required
Consider reducing diuretic dose




