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Mme GM 78 ans

* Hospitalisée pour fatigue, essoufflement, faiblesse des jambes

* ATCD:
* ATL IVA en 2020, obésité (BMI a 28 kg/m?), | Rénale avec DFG 38 ml/min/m?
* Dyslipidémie, HTA

e TTT : Sacubitril/Valsartan 24/26 mg, Bisoprolol 2,5 mg, Aspirine 75 Mg,
Simvastatine 40 mg

TA 95/60 mmHg, NYHA 3

ECG rythme sinusal avec FC 65 BPM

NTproBNP 1825 ng/ml

ETT : FEVG 30%, OG dilatée e L
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Est-ce que vous introduisez un iSGLT2 ?

A- Oui

B- Oui apres stabilisation des signes congestifs
C- Non, on attend une nouvelle évaluation FEVG
D- Non, on ajoute des MRA

E- Je ne sais pas
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PARAGON / PARADIGM TOPCAT Beta-Blocker Trialists * CHARM

HF-Hospitalization Sacubitril/Valsartan HF-Hospitalization Spironolactone CV-Death Beta Blockers HF-Hospitalization Candesartan
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Pooled DAPA-HF + DELIVER

Q/O DODAaAPAHF Pre-specified patient-level pooled analysis Q’) DELIVER
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CV Death or hHF
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Early Primary Endpoint: CV Death, hHF or an Urgent HF Visit

30
DAPA Placebo

16.3% 21.2%

HR (95% Cl) p-value
0.74 (0.65-0.85)  <0.001

N
)]
|

_fr Placebo
_/- DAPA 10 mg

5 -

Day 28

HR 0.51 (0.28-0.94)
p=0.03

Cumulative Incidence (%)
N
|

Statistically
significant benefit
seen as early as
Day 28

it 24

Months from Randomization

Number at Risk
DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 612 210
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210

ARR = absolute risk reduction; CV = cardiovascular; DAPA = dapagliflozin; HF = heart failure; hHF = hospitalization for heart failure; HR = hazard ratio; NNT = number needed to tre ,3/%);‘& relative ri%p!ﬁgctio

1. McMurray JJV et al. N Engl J Med. 2019;381:1995-2008; 2. Sabatine MS et al. Presented at: AHA Scientific Sessions; November 16-18, 2019; Philadelphia, PA.

26%

RRR

4.9% ARR
NNT=21
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where éppropriate

|

Non-ischaemic
(Class lla)

or inappropriate

QRS 130-149 m

QRS =130 ms

l

CRT-L

(Class lla)

v

If symptoms persist, consider therapies

@ESC-—

Peut-on initier le traitement rapidement ?

7.7. Preserved EF (HFpEF)
7.7.1. HF With Preserved Ejection Fraction

Recommendations for HF With Preserved Ejection Fraction*
Referenced studies that support the recommendations are

ACC/AHA

summarized In the

|

. Patients with HFpEF and hypertension should
have medication titrated to attain blood pres-
sure targels in accordance with publlshed clini-

. In patients with HFpEF, SGLT2i can be ben-
eficial in decreasing HF hospitalizations and
cardiovascular mortality.*

. In patients with HFpEF, management of AF can
be useful to improve symptoms.

. In selected patients with HFpEF, MRAs may be
considered to decrease hospitalizations, par-
ticularly among patients with LVEF on the lower
end of this spectrum.®”

. In selected patients with HFpEF, the use of
ARB may be considered to decrease hospital-
izations, particularly among patients with LVEF
on the lower end of this spectrum.®®

. In selected patients with HFpEF, ARNi may be
considered to decrease hospitalizations, par-
ticularly among patients with LVEF on the lower
end of this spectrum.'®"

In patients with HFpEF, routine use of nitrates
or phosphodiesterase-5 inhibitors to increase
activity or QOL is ineffective.'>'®

*See Section 7.2, “Diuretics and Decongestion Strategies in Patients with
HF and Section 10.2, “Management of Atrial Fibrillation (AF) in HF” for recom-
mendations for use of diuretics and management of AF in HF.
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Sur quel éléments pouvez-vous argumenter l'intérét
d’instaurer un iSGLT2 ?

A- il diminue la mortalité
B- il diminue le risque d’hospitalisation
C- il améliore la qualité de vie

D- Il y a peu d’effet secondaires
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Primary Endpoint: CV Death or hHF or an Urgent HF Visit

30
DAPA Placebo HR (95% Cl) p-value
16.3% 21.2% 0.74 (0.65-0.85 <0.001
25+ - - ( ) Placebo 26%
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Months from Randomization
Number at Risk
DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 612 210

Placebo 2371 2258 2163 2075 1917 1478 1096 593 210
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Tolérance : de I’'étude DAPA-HF sont consistants avec le
profil de tolerance bien établi de la dapagliflozine

Placebo
Event, n (%) Dapagliflozin10 mg (n=2368) (n=2368)

AE leading to treatment discontinuation? 111 (4.7) 116 (4.9)
AE of interest?!
Volume depletion® 178 (7.5) 162 (6.8) 0.40
Renal AES 153 (6.5) 170 (7.2) 0.36
Fracture 49 (2.1) 50 (2.1) 1.00
Amputation 13 (0.5) 12 (0.5) 1.00
Major hypoglycemia® 4(0.2) 4(0.2) -
Diabetic ketoacidosis® 3(0.1) 0(0) -
Additional AEs
Fournier’s gangrene?! 0 (0) 1(<0.1) -
Genital infection?
Serious 0 1(0.0) -
Leading to treatment discontinuation 7 (0.3) 0 -

Urinary tract infection?

Serious 14 (0.6) 17 (0.7) -
Leading to treatment discontinuation 5(0.2) 5(0.2) -

agafety population included all patients who had undergone randomization and received at least one dose of dapagliflozin or placebo. PVolume depletion serious AEs in 29 dapa llflozm patlents# 2%).and 20 plac
patients (1.7%), p=0.23; ‘Renal serious AEs in 38 dapagliflozin patients (1.6%) and 65 placebo patients (2.7%), p=0.009. Serious adverse events of acute kidney injury were repor; apa Ig Hﬂ 6‘%’)%' ci”

and 46 placebo patients (1.9%). 9Defined as hypoglycemia requiring the assistance of another person to actively administer carbohydrates or glucagon or to take other correctivela on All cases o ' d
with diabetes at baseline. ®All cases of diabetic ketoacidosis occurred in patients with diabetes at baseline and were adjudicated as definite or probable. i dm‘;imze ﬁﬂ Palais des
12 1. McMurray JJV et al. Article and supplementary material. N Engl J Med. 2019; 381:1995-2008; 2. In House Data, AstraZeneca Pharmaceuticals LP. Clinical study report D1699C ﬂi"“?d N ); rouen [PAAE sgggx‘iﬁgg
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2021 ESC/HFA Consensus Recommends Starting SGLT2
Inhibitors as a Component of Foundational Therapy

for All |

SGLT2i
Beta-blocker

ACEi/ARB / ARNI
MRA

Diuretics
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Mme GM 78 ans

 'état de notre patiente s'améliore

* Elle sort et vous la revoyez en consultation quelques semaines plus tard
* Son état est meilleur, et le NTproBNP est a 500 pg/ml

e ETT : FEVG 50%, OG dilatée, PAPs a 50 mmHg, VD non dilaté

* - Modifiez vous son traitement ? Dans quel sens ?
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Primary Composite of CV Death, hHF or Urgent HF Visit

%97 HR: 0.82 (95% CI: 0.73-0.92)
DELIVER Trial
25
- Placebo
= DAPA 10 mg
S
k!
S 15 -
: 18
2
: RRR
S 10
§ '3.1%ARR
- p=0.0008

f NNT=32:

| | | | | | | | | | | | |
0 90 180 270 360 450 540 630 720 810 900 990 1080

Number at Risk Days since Randomization

DAPA 10 mg 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389

Placebo 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383 SAMEDI! w--sn:ucounssntnlcoculnunalcurs
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DELIVER Trial

Primary Composite

Worsening HF Event

Hospitalization for Heart Failure

CV Death

All-cause Death

All Patients
LVEF < 60%
LVEF = 60%

All Patients

LVEF < 60%
LVEF = 60%

All Patients
LVEF < 60%
LVEF = 60%

All Patients
LVEF < 60%
LVEF = 60%

All Patients
LVEF < 60%
LVEF = 60%

Endpoints

5

.75

1.25

0.82 (0.73, 0.92)
0.83 (0.73, 0.95)
0.78 (0.62, 0.98)

0.79 (0.69, 0.91)

0.77 (0.66, 0.91)
0.83 (0.64, 1.07)

0.77 (0.67, 0.89)
0.75 (0.63, 0.89)
0.82 (0.62, 1.07)

0.88 (0.74, 1.05)
0.95 (0.78, 1.16)
0.68 (0.47, 1.00)

0.94 (0.83, 1.07)
0.97 (0.84, 1.13)
0.86 (0.68, 1.09)

15

2.7

T T 1 T
Favors Dapagliflozin Hazarb Ratio Favors Placebo
5 o D

e

All Patients N = 6263
LVEF < 60% N = 4372 (70%)
LVEF 260% N = 1891 (30%)
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Et en fonction de la FE ?

LV Ejection Fraction (%) Hazard Ratio

DELIVER Trial >40-49 N = 2116 = 0.87 (0.72, 1.04)
50-59 N = 2256 = 0.79 (0.65, 0.97)

2 60 N = 1891 = 0.78 (0.62, 0.98)

Enrolled during or within 30 days
of a HF Hospitalization

I
I
I
I
I
I
I
I
[
No N = 5609 —i— | 0.82 (0.72,0.94)
[
I
[
|
[
I
[
I
[
|

Yes N =654 = 0.78 (0.60, 1.03)

Improved EF (Prior EF < 40%)
No N =5112 ——

‘ Yes N = 1151 o

Favors Dapagliflozin
| |

0.84 (0.73, 0.95)

0.74 (0.56, 0.97)

Favors Placebo
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Primary composite
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Figure 2. Effect of dapagliflozin on the occurrence of key outcomes ding to baseline age.

Treatment effect of dapaglifiozin, compared with placebo, on the primary compasite cutcome {first occumrence cardiovascular [CV] death, heart
failure [HF] hospitalization, or urgent HF wisit), CV death, heart failure events, including its compenents HF hospitalization and urgent HF vist,

and all-cause death across a range of baseline age. Estimated rate ratios and 95% Cls were obtained from Poisson regression madels witl
bassline age expressed via restricted cubic spline.
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All-cause death
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Pression artérielle et Kaliémie ?

Sous-analyse de DAPA HF

Shen et al. JACC HF 2021;9:254-64

TAEBLE 3 Changes in Repeated Measurements by Randomized Treatment in Patients Taking and Not Taking MRA
Patients Not on MRA Patients an MRA
Placebo Dapaglifiozin Placebo Dapaglifiazin p Value for
{n — 697) {n — 677} {n — 1,674) {n - 1,69E6) Interaction

Systolic blood pressure, mm Hyg

Change from baseline at 8 months 220 +16.90 346 + 15.78 037 + 1448 1.29 £ 14.51

Difference® ’ 0.88
Creatinine, mg/fdl

Change from baseline at 8 months 0.04 4 0.26 0.08 + 0.24 004 + 0.24 0.06 £ 0.24

Difference* 0.03 (0.01 to D.06); p = 0.0 0.02 {(—0.003 to 0.03); p = 0.103 0.32
Fotassium, mmol/fT

Change from baseline at 8 months 0.08 1 052 0 & Q.49 011 053 0.06 | 054

Difference* 0.03 (—0.03 to 0.08); p = 0349 —0.03 (—0.07 to 0.002); p= 0.064 060
NT-proBMNP, pg/mil

Change from baseline at 8 months 406 + 2,949 —286 + 2,01 —24% + 2934 -159 + 2503

Difference® 690 (1,121 to —259); p — 0.002 140 (662 to 383); p = 0.60 0.55
Weight, kg

Change from baseline at & months 0.26 + 4.09 0.94 + 3.80 0.24 + 4.08 0.86 + 3.89

Ditference* 067( 1.Mto 0.23);p 0.003 098( 1.28t0 0.68); p < 0.001 0.84
Hematocrit, %

Change from baseline at & months 0.26 + 3.83 242 + 355 016 £ 38 227 +4.04

Difference* 261 (2.1 1o 2.00)%; p < 0.0 242 (215 to 268); p = 0.001 053
Glycated hemoglobin, | %

Change from baseline at 8 months 0.0 +1.28 0.17 + 1.22 0.04 4+ 130 0.21 + 1.08

Difference* —0.30 (—0.50 to —0.10); p = 0.003 —024 (—037 to —0); p < 0.0 0.43
*Difference between placebo and dapagliflozin at 8 months with 95% confidence interval. $Glycated hemoglobin values are listed only for the patients with medical history of
diabwste= (n - 1,383)

Abbreviations as in Table 1

mes RENCONTRES MEDICO CHIRURGICALES

mcvo | BN BB

o0
—_—
% = n
Institut des Maladies Cardio-Vasculaires de I'Ouest Kiiaitd VERSAILLES

: Hopital privé - <
5 de Parly 2 m Palais des

(st & Congrés de




Fonction rénale ?

eGFR indicates estimated glomerular filtration rate; HF, heart failure; and HR, hazard ratio.
@ | 0-
-
_ &5 Placebo
£ B,
& -
s e -4
-] £= Dapagliflozin
£ - U.E -5 pag
4 cE -6
g SE 7]
s 74 -8
Pu g
a 52 -10
& e
v s -1l
§ g -12-
P for interaction = 0.77 —- 0 -134
~144
=
-15 T T T T T T T T T 1
T T T T T T T T 0 2 4 8 12 16 20 24 28 32 36
30 40 50 60 70 80 %0 100 Months since Randomization
eGFR i3
No. of Participants
; T - - ' Placebo 2152 2029 1981 1866 1795 1753 1672 1443 935 447 157
Figure 1. Effept of dapaghfln_zm on the primary outcome by eGFR at.hasellne. The blue Iln_e Dapagliflozin 2152 2031 2001 1896 1832 1785 1705 1482 978 496 157
represents continuous hazard ratio, and the gray area represents the 95% Cl with the overall hazard ratio
for the effect of dapaglifiozin on the primary outcome given by the dashed red line. eGFR indicates

estimated glomerular filtration rate.

Change from Baseline in Estimated GFR
DAPA-HF

DAPA CKD : Circulation. 2021;143:438-448
Heerspink et al. NEJM. 2020; 383:1436-1446
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DELIVER Trial
Tolérance

Table 2. PAmary and Secondary Card lovascular Outcomes and Safety Outcomes in the Overall Popu lation.®

Hazard or Rate Ratlo

Dapaglifiozin Placebo or Win Ratio
Variabla (M=3131) N=13132) 5% I P Valua
volues weentsf values eents)
100 patiendyr 100 patient-yr

Efficacy outcomes

Primary com pesite autcome — ro, (34 512 {16.4) ¥ B10 [19.5) 9.4 082 [0.73-092) =0.001
Hesptalization for heart failure or an urgent visit for beart failune 358 (11.8) 56 455 [14.5) 72 0,79 (0.63-091) M A
Hesphalization for hear failure 334 110.5) R 415 (13.3) 6.5 077 (0.67-0.89) A
Urgert vislt for heart failure 80(1.9) 0S8 78 (2.5) 11 0.76 [0.55-1.07) A
Cardiovascular deathi 23174 33 261 (8.3) is 08B {0,74-1.05) MA

Secondary ouicomes
Total no. of worsening heart failure everns and cardiovascular deathey; 813 118 1057 15.3 0.77 (0.67-0.89) <0001
Change in KOO tatal symptam score at ma 8] - - - - 111 (103-121) .08
Mean change in KCCQ total symptom score at mo § amang sunvivers -_ - - - 24 (15=-34) M A,
Ceath from any cause — no. (%) 437 (15.9) 12 526 [16.8) 16 0.94 [0.83-1.07) M A,

Safety outcomes — no, ftotal na, (359

Any sericus adverse event

Any achverse event that led to discontinuation of dapagliflozin ar placebe
Any acverse avent that led 1o interruption of dapagliflozin or placebo
Any amputation

Any aclverse avent that potentially placed a patient at risk for a kawerlimb
A putation

1361/3126 (43.5)
182/3126 (5.8)
436/3126 (139)

13/3126 (0.6)
1883126 (6]

1423/3127 (45.5)

181/3127 (5.8)
494/3127 (15.8)
25/3127 (0.8)
199/3127 (6.4)

Arry definite ar probable diabetic ketoacidos’s
Ay major hypoglycemic event|

2/3126 (0.1
6/3126 (0.2)

0
7/3127 (0.2)

Arry sericus adverse ever or adverse evert that led to ciscentinuation af
dapagliflazin o placebo that was suggestive of valume dapletion

47,1126 [1.7]

32,3127 (1.0]

Amy renal serious adverse evert or adverse event that led to discontinua. 733126 (2.3) - 79/3137 (2.5) - - —
tion of dapagliflazin or place bo
Fournier's gangrene o — il — — —

* Al trestmant effects are shown as hazard ratios, exceps for the total number of hospitalizations for heart failure and cardiovascular deaths, which is repored &s a rate ratio, and the change

in Kansas City Cardiomyopathy Questionnaine (KCCQ) total symptom score at manth 8, which is reporied as a win rtio, The total symptom soores an the KCCQ range from Qo 100, with

higher scores indicating fewer sym ptoms and physical limzations, NA denotes net applicable because P values for efficacy outcomes are reportad only for outcomes that were includad in

the higrarchical-testing strategy,
+Cardievascular death was also a prespec fied secondary owtcome,
T 'Worsening heart failure events were defined as hospialization for heart failure or an urgent visit for hear failune. The total number of worsening heart failure events included first ang

racurrent events,
§ The resuks of the assess ment of the KOOQ total symptom scare in a sensitivity analys’s inwhich data were not censored after March 11, 2020, were similar 1o those shown [win ratia, v

1,11:95% CI, 1.05 to 1,18). )l 21tmes RENCONTRES MEDICO CHIRURGICALES
9 A total of 10 patients (5 in the dapagliflozin group and § in the placebo group) were excluded from the safaty analyses because they did not rece e ary dose of dapaglifleain or placebo.= Y IM(VO &7 o

Safety outcomes were events with an onset date on or after the date of the first dose and up to and including 30 days after the last dose of dapagliflezin or placeba. A “ .
| Major hypoglycem ic events are defined in the Supplementary Mathods saction inthe Supplemertary Appendix, 57 Palais des
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Faut-il adapter la dose de diurétique ?

102 patients were included (73.41£11.7 years, 57.8% men). FEVG was 44.9%+14.7%
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Figure 3 The use of dapagliflozin was not associated with a
significant detenoration of renal function from randomisation
to discharge. eGFR, estimated glomerular filtration rate.
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Figure 4 The use of dapagliflozin was associated with
lower doses of loop diuretics (p=0.001).
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Conclusion

Loptimistion de la prise en charge est dynamique
Et aussi quodifiée
Dapagliflozine en pratique

e Tres efficace sur morbi-mortalité
e Efficace sur la QOL

* Tres bien toléré

* Ne pas attendre pour instaurer le traitement
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