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& Les définitions de I'ESC en 2021 @
Table 3 'Pgi’"lnitinn of heart failure with reduced ejection fraction, mildly reduced E{Ectiun fraction and preserved ejection
fraction & .;cf
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Tyﬁf HF HFrEF HFmrEF HFpEF

_£ 1 Syrmptoms 4 Signs Symptoms 4+ Signs” Symptoms + 5
SR LVEF <40% LWEF 41 45" LVEF =5
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Lesreco de I'ESC en 2021 concernant le traitement pharn‘}ﬁnluglqu e de I'HFpEF
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evidence of cardiac structural and/o.- functional
armalities consistent with the presencs of LV diastolic
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,‘:'5? Age = 40 years
t?f-f = NYHA class Il-IV

prior LVEF = 409%)

* LVEF > 40% (including

Eligibility Criteri
« Structural Heart Disease (LVH or

LA Enlargemeitt)
Elevated Nairiuretic Peptides

(= 300 pgdml or 600 pgiml in AFF) e

Either Ambulatory or Hospitalj
for Heart Failure &
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Double-blind 3

Treatment peried
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Primary Endpoint
Time to first Composite of

« CV death or

+ Worseninyg Heart Failure
(HF Hospitalization or
Urgent HF Visit)

Secondary Endpoints

« Total HF Events + CV Death
(both populations)

» Change in KCCQ TSS at 8
months (fuil)

« CV Death (full)

= All-Czuse Death (full)




Caraderlshﬁﬁs des patients a l'inclusion

Réduction 5|g;gjﬁatwe du critere majeur:

Dapaglifiozin Placebo
@gf’ N=3131 N=3132 deces Cvﬁpﬂaggravanun de I'lC
-,b Age (ysars) 715286 TiS205
,.,,.d* Female Sex  43.8% 4a2% 5-9
.n.__ Bascline LVEF (%) s40282 543163 ¥
D LVEF < B0%  70.3% 60.3% &
(_‘:hF with Improved EF (Prior LVEF < 40%)  “2.3% 18 5% 0 ,‘ﬁ i
“32 NYHA Class at ine 653* 610 events
I Taen 16.6% 4 9.6 (8.9-10.4) per 100py
W 264% 23.4% .
KCCG Talal Symplam Scure Th 2% T+ 22
NT-proBNP when no AFF (ECG) (pgiml] 728 [472, 1299] 704 [457, 1258
NT-proBNP in AFF (ECG) (pgiml) 1408 [958, 7756) 1357 [358, 21480 bf’ § .
Priar HF Fospitalization 40.8% 40.5%, . - 1 Dapagliflozin
Atrial Fibritlstion/Flutier st Enollmant  42.4% 42.1% P E ?'EE ;"'EE_?;’ o Sl
Type 2 Diabetes FYRT 44.0% N z e
eGFR mUiminil 73m?)  £1.1 180 60.8 = 18.3 -PW g7 Gk
o P s P E HR 0.82, 5% C1 0.73-0.92
[+ P =0.0008
u =
Medicationg NNT = 32
Loop dicrsties T T6.9%
Angiutwesin conventing erayme Inhikuars (ACEN 3.8% 38.7% o
Angictensin receptar bocker (ARE) 36.2% 36.4% T ‘35? T T T
Sacubltril-valsartan 5.3% 437 a .\.,;QS' "J’nam snca Har:.::-rni?ﬂljuﬁ )
p-blocker E2E% B1.5% é;\q"
Minaralocorticold receptor antagornist (MR} a3 B d2.4% (b
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All Patients W = g8 61«4;\"
LVEF = B0 b 4372 (70, o
LVEF E“'i. E B = 180T [30%] dtp
aF
. . $
cb Primary Composite A1 Petianls —B— L2 0T 02 ‘ﬁ = =y —rerom
C'é | VEF < 0% - DA {073, 0E8) e AR S
LYEF= BI% ——— [ 7B [0 EF [EE) "‘F'& n=%12¢ n=3127
i i Any SAE (including death] 1361 (43.5%] 1423 {45.5%|
Worsening HF Event Al et —— 07 (0ED DS
JEF < Bl —_—— CATI0ES D5 @& Any AF leading to freatment discontinuation 182 (5.48%} 181 (5.8%)
LVEF = -B0% —_—— DB OEd, 1 W
' b ARy AE leading to treatment interrupition 438 [13.9%) 494 [16.8%)
|
Hospitalization for Heart Failure A Padianila —— | E-??Jsg;’c-m :
LVEF « RS —— | o payTEs 0 Es) Any arputation 18 (D.B%) 23 (D.8%]
LVEF = 0% —_— ,ﬁuu 1670
I {}?‘ Any definlte or probable diabetic ketoaclidosis 2 [0.1%]) 0 [00%)
|
CV Death RA ) 1 —.—l—{? CUBE Fd 1.05) Any major hypoglycemic event 8 [0.2%) T )
LWEF « BlS —_— — S (078 1 16
I%EF = B% = -—: CoBE [Oud?, 1.000 Fuanis re'sied to volume depletion 42 (4.3%] 32 1.0%)
|
Renal Events 73 [2.3%] 7O [2.5%]
Allcause Deait PREESELE —— 54 [0ES 1 07) ‘&&
LVEF « EI% —l:— DT 0E, 193 _‘st
LWEF = B% S P Wi 0RE [0EE 1 %) %E.-H
Favers Dapaglifozn | Favors Placcho (b‘
T T T T B
7 1 125 15 9
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Stalization for HF g (95% CI)

X ) " Cardiovascular Death or First H
Analyse pggfée des patients des etudes : 3

DELIVER q

[}Euv%@ﬁ’t EMPEROR Preserved T 61&*
l.,,
& Overall &“ﬁ

R 0.80 (0.71-0.91)
—i— 0.79 (0.63-0.90)

HR 0.84; 95% CI10.73-0.87

* P, 2001

0.75 1.00 1.Z6

HR (93% CI)

— - 0.77 {0.67-0.89)

—illly — 071 (0.60-0.84)
* HR 0.74; 85% CI 0.67-0.82

P=3.0001

.75 1.00  1.25

Cardiovascular Deatn (excluding Unknown Death)  yg a5y, i
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hriproved LVEE tn =84 ircluted Exduded iy
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o
o e o g A Overall
Satting of Enroliment Aonoulabory or hespilalized cuded 52 Ails demompensated ithin
long a5 off iInbavenous HE horepics WECE ol SITEN (T
Diurstics A lags! inteemitler naed Tor dhuretcs Stabla 'r?'-“@‘“f-*?- 2l e
Body mass index LLUkgimeE <4Bkpim®
Estumsatedd gicemierula o g e iR
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—i— 0.88 {0.74-1.05

el 0.88 (0.73-1.07)
HR 0.BE; 95% CI1 0.77-1.00
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HFrEF 45"""~ HFmrEF HFpEF

Serpioms & Gymptoms + Signs’ Symprams 4 Signs’

LVEF = LVEF 41 -47%" LVEF =50%
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trolled Trials:

W :
Mﬁﬂ:-Analysis of 5 Large Placebo-Controlled Trials: L1 :
of All Cause Death

@PZE% (18-28%) Relative Risk Reduction of Primary Endpoint
(CV Death or HF Hospitalisation)

s Study HE |25% C1|

Sty HR (5% C1) q’c\" :

; - o DaPra-HF - .53 (0,71, 047}
ODARL.HF - 0.76 (0.55-0.86) ‘1{‘ DELIVER —— . (0.8, 1,07
DELIVER _._I 0.00 (0.71-0.51} b(I:F' E MEERDEPrspe fydd —E—I— 1.00 |0.87. 1.15}
EMPEROR Breserved i 0.79 (0.65.0.50} R e L - Gl s s
EMPEROR -Rauc sl .' {:\E- TORHIATNE — 0 (ST, 1,14}

7 ki bt {:‘:Ir' Drarall * HR 2.592; =5%. Cl 0.86-0.99
SOLOIST-WHE . 0.7 {0.85-0.50) ¥ P=6.025

i . ] Prastmoageraty ™ 048
Darerall ‘ﬁ‘ MR 0,77 855% C10. T2 0.50 0.7s .00 125

; P 0001
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