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Determinants and clinical outcome of uptltra'f‘on of ACE-inhibitors and beta-blockers in patients
with heart failure: a prospective Europeagbstudy
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Determinants and clinical outcome of uptltra'f‘on of ACE-inhibitors and beta-blockers in patients
with heart failure: a prospective Europeag@study
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Correlation of the New York Heart Association classification and the
cardiopulmonary exercise I;@‘St A systematic review
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Prognostic Value of Cardioeﬁmonary Exercise Testing in Heart
Failure With Reduced, Mng#‘i‘f’ange, and Preserved Ejection Fraction
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Reduced risk of hyperkalemia during treatment @‘i’ heart failure with mineralocorticoid receptor antagonists
by use of sacubitril/valsartan compared W|th\e?1alaprll
A secondary analysis of the PARADIGM- HF@{Z’naI
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Reduced risk of hyperkalemia during treatment @1’ heart failure with mineralocorticoid receptor antagonists

by use of sacubitril/valsartan compared W|th\e“’nalaprll
A secondary analysis of the PARADIGM- HFerlal

6\
00
o
E Severe hyperkalemia (potassium level =6, Dg{@bfL} Hyperkalemia (potassium level =5.5% mEqg/L)
0.15- \e; m 0.307
) L
A s Log-rank P <.001 o~ MRAGENL
. Log rankFﬂE\I@j’" = 0254 _,.__.---J' rﬁ‘,\-’*JLCE
= e ] _;__.H SMRA-/ENL
2 2 0.10- =2 . = 0.20- s MRA-/LCZ
S E &8 ~——- MRA"/ENL = ) Py
= = S L I MRA-/ENL - Iy e
v = o\’% — MRA™/LCZ 5 0.15- . T N
5r | & A s AE o
EZ nns—:)eo "‘_'_..i' ~ £ 0.107 r____f ' Q@
el = Y =t = C}}O
.~ 0054 N
e‘b a— == 3 06
S PO ot E Q«
N o= - @
®0 D‘I T T T T T T 1 = D T T T T T 1
bf‘ 0 0.5 1.0 1.5 2.0 25 3.0 3.5 0 0.5 1.0 l&o" 2.0 25 3.0 3.5
@q’ Years From Randomization Years .E)w'm Randomization
S
SN No. at risk No. at risk ‘@%?}\\
MRA-JENL 1812 1717 1612 1409 1117 B45 524 124 MRA-JENL 1812 1R18 ‘\.@‘8? 1282 989 735 445 110
MRA-/LCZ 1916 1833 1731 1511 1235 885 523 133 MRA-/LCZ 1916 1705 Cl574 1352 1081 754 439 110
MRA*/ENL 2400 2246 2110 1658 1132 733 353 BE MRA*/ENL 2400 204% 1849 1430 941 592 283 70
MRA®/LCZ 2271 2152 2040 1619 1105 696 363 53 MRA*/LCZ 2271 _r$34 1808 1419 945 589 307 B2
e
O
Time to development of severe hyperkalemia and hype(gkalemla according to MRA use at baseline
o°°
qy
©
N

% Desai AS et al. JAMA Cardiol. 2016; doi:10.1001/jamacardio.2016.4733



b\
Systolic blood pressure, cardiovascular outcomes and efficacy and safety of sacubitril/valsartan (LCZ696)
in patients with chronic heart failure and recgaced ejection fraction: results from PARADIGM-HF
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treating physician

as per label and at investigator dlscretlon @

&)
<
&
H )
TRANSITION study design
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Down-titration or te@b‘borary discontinuation of sac/val is allowed in all groups at any time
<
@

Hospital @ PRE-discharge initiation

admission ) . @

for ADHF g@% :  Open-label &

{Gg% Sac/val 50 mg = 100 mg b.i.d. = 200 mg b.i.d. (}\0
N or @

3 strata &0\ E 0 Sac/val > 100 mg 2> 200 mg b.i.d.
® AnyOMTas @ as per label and at investigator discretion
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L :

ARB + OMT o : . T
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. E - Open-label ,@‘
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ol ACEi/ARB - : or &
S naive pts o Any OMT as per Sac/val 2 100 mg > 200 mg b.i.d. Q}A
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o

Patient stabilized

® > ®

OMT continued throughout the stgﬂy (excluding ACEi/ARB)

1-3 days’
screening epoch

ACEi, angiotensin converting enzyme inhibitor; ADHF, acute decompensated heart
failure; ARB, angiotensin receptor blocker; b.i.d, twice daily; HF, heart failure; OMT,
optimal medical treatment for HF; sac/val, sacubitril/valsartan
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O
OQ
Pascual-Figal et al, E%C Heart Failure (Epub ahead of print)
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Table 2. Mos: common adverse events (24% of patients in any
group), during the 10-week treatment epoch regardless of study drug
relationship

{q,"ve’ Pre-discharge Post-discharge
S eferred term N=497 N=496 P-value*
» n (%) n (%)
Hyperkalemia 55 (11.1) 56 (11.3) 0.9201
Hypotension 61 (12.3) 45 (9.1) 0.1229
Cardiac failure 34 (6.8) 42 (8.5) 0.3426
Dizziness 28 (5.6) 21 (4.2) 0.3795 A
. e'
Peripheral edema 17 (3.4) 24 (4.8) 0.26966(*\@
PR
\U
Renal impairment 25 (5.0) 15 (3.0) (1 55
P\
A
Diarrhea 12 (2.4) 23 (4.6) &0\5%0.0604
0‘\
Urinary tract infection 20 (4.0) 15 (3.0) Oéc 0.4918
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*Fisher's Exact Test, Full Analysis Set &2
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Change from basahne in NT pro BNP

+ Rapid 28% reductlgﬁ from baseline at discharge in pre-discharge group

* Once both group% were receiving sacubitril/valsartan,
the d|fferenc&@eMeen the groups minimized

* Further rQGTlctlon were observed at Weeks 4 and 10 compared with baseline'

&0
&5\@ Visit
&O\? At discharge At Week 4 At Week 10
R 0
e
O g =7
& 8 -10-
S) 8
N _
9 -
.6@0 E 15
3 5 20
@q/ o 20
" & -25 -22*
P S 20 -25*
g 301 282 |
& i p=0.388
3 -35 p<0.001
E -40
-45 Qe
6\)
-50— M Pre-discharge (n=493) Post-discharge @?490
(\
O
e\lixed model with repeated measures; *Change from baselineis p< Q@%’
Q,b‘
n, number of patients; NT-proBNP, N-terminal-pro-B-ype Pascual-Figal D, et al. TRAN%T@N biomarker poster [Su2183] presented at

natriuretic peptide AHA Congress 2018, Chicago, USA
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PIONEER HF

Study design K
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Sacubitril/valsartan

97/103 mg twice daily* 10 mg twice daily*
Q{@% - - =g - «06\)
& In-hospital initiation <&
& N\
% <9
Xel I Study Drug for 8 weeks J;’
N
> _ v
« Evaluate biomarker surrogates of efficacy 6\’@@
» Evaluate safety and tolerability &
» Explore clinical outcomes e
Kol
kS
& 881 pts
&®
*Tamget Dos= 0()
HF, Heart Failure. EF, Ejection Fraction b-ef
2

Velazquez E, Momow D, DeVore, A, etal., MEngl JMed. 20138. doi: 1D_1{15-5|"NEJMU:31E1%@31_
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Randomizg;ion Week 1
e“”é
&
@ mmmmd Dose Level 1 —
SBP <110 SBP <100
LEVEL 1 LEVEL 1

Dose Level 1
SBP 2110 SBP 2100
SBP £100 - <120 (WA Dose Level 2 (EERRENY [ose Level 2

§&P 2 120
Dose Level 2 ,\Q,Qo
0 (a—d Dose Level 2 > Dose Level 2

<
5 SBP <110 SBP <400
q3© LEVEL 2 LEVEL 2
S SBP 2 110 P>100
——>| Dose Level 3 ,{@* r—>| DoselLevel 3
Dose Level Regimens L
0%
n Sacubitril/Valsartan 24/26 mg twice daily or Enalapril 2.5 mg twice daily <0
J S LEVEL 3 —>| Dose Level 3
Sacubitril/Valsartan 49/51 mg twice daily or Enalapril 5 mg twice daily O%
2 N\
3 I Sacubitril/Valsartan 97/103 mg twice daily or Enalapril 10 mg twice daily @%6
SBP, systolic blood pressure. C) (\Q
0
q,b‘

Systolic blood w@sure dosing algorithm
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PIONEER HF
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Study design &
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& SAFETY
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Safety Events (%) Sacubitril/ Enalapril RR
Valsartan (n=441) (95% CI)
(n=440)
(%) (%)
e . '@

Wo@%nlng renal function? 13.6 14.7 0.93.@5‘67-1 .28)

.ero ob‘)é
sSHyperkalemia 11.6 9.3 425 (0.84-1.84)

6‘:’@00 <
\q)©q’ Symptomatic hypotension 15.0 12.7 Q\'@%' 1.18 (0.85-1.64)
P {090
Angioedema events® 0.2 1.4&6@ 0.17 (0.02-1.38)
~
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Sacubitril/ Enalapril P-value
Valsartan (n=440) (n=441)
Serious Composite, % 9.3 1 0.001
S
Death, % 2.3 Q{?? 3.4 0.66 0.311
N
(@)
Re-hospitalization for HF, % 8.0 B@eo 13.8 0.56 0.005
™
Requirement of LVAD, % 0.2 ®" 0.2 0.99 0.999

Cardiac Transplant, % 0 P 0 - -
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Therapeutic patient educagﬁh and all-cause mortality in patients with chronic heart
failure: A propensity an@ﬁ/sis
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> &
- Q
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(7] (((Q'
~° 40- Q
) ;QO
Y
Unadjusted HR = 0.48 (0.40 to 0.57) Qob
a0 AdiustedHR=070 (0.58 to 0.84) Q&Q
p<0.001 &o&
&
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0 T T T T T G T 1 {09
0 90 180 270 360 450 540 630 720 6\@
Days %&
Education 2221 2154 1959 1615 1272 &0\)
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O
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. y , @
Patients non éduqueés sont :cpﬂls Vieux,

femmes, poly patho@l)@“ﬁiques
K

(]9 Y. Juilliére et al. / International Journal of Cardiology 168 (2013) 388-395



Le détail du parcours proposé sug@a base du guide HAS

Sronc commun > < Suivi spécifique >

3¢ au 6 mois

programme du programme

Rencon’r@ avecle CAM en Suivide la
Organisation du retour & fo@% a face a I'hdpital réalisation Bilan Bilan finl
domicile @gonlsohon ler RDV MT, des lers RDV a2 mois o
* cardiologue, IDEL (MT + IDEL) S
3
‘l I e é§§
» NYHA@? ?
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6&?
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Insuffisance cardiaque

PRADO IC : pas d’effet ol:\)g‘%rvé sur les ré-hospitalisations
et une baisse significat;w%e des taux de déces a 6 mois

Q
Etablissements PRADO uniquement (+10 adhésions sur I'année) :

pati\gﬁ\is PRADO IC vs éligibles 2013 et 2014

S
)
«06

Taux de ré-
hospitalisation toutes
causes et IC dans les

6 mois
Pour les patients non
décédés a 6 mois

<15j <30j <60j <90j <120j <150j <180j

PRADO DP IC - Réhospits ttes causes ———-PRADO DP IC - Réhospits IC
ELIGIBLE 2013 - Réhospits ttes causes ELIGIBLE 2013 - Réhospits IC OQK
ELIGIBLE 2014 - Réhospits ttes causes — —— - ELIGIBLE 2014 - Réhospits IC \0&
<9

20% Q\‘e?

15%

10%

Taux de deces dans
e 5%
les 6 mois
0% T T T T T C)oQQ T T

<15j <30j <60j <90j <£20j <150] <180j

Délai du décé©‘1/

S
-——=PRADO DP IC ELIGIBLE @13 ——ELIGIBLE 2014

\
=Dans les etablissements

PRADO, les taux de re-
hospitalisation toutes causes
des patients PRADO sont
identiques &&eux des
poﬂen’rs\\éﬁegibles, en 2013 et
2014 Q,,;»\"’

=Pggtie différence
s@iﬁcoﬂve au niveau des

sFé-hospitalisations en
O

urgence et avec passage
par une USIC

Décés en moins des patients PRADO

-4,1% p/r aux patients éligibles en

2013

-2,7% p/r aux patients éligibles en

2014

sl es taux de déces sont
inférieurs pour les patients
PRADO que pour les patients
éligibles
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2423 patients underwent screening visit @Q\
4
A\O& .
— E%gnélinedto participate EtUde A”emande \8\@
N
4 ,Q;%@\ \\0
b f;g;f;f'sgf"mi@%““"t andwere NYHA Il ou Ill avec Hospital |3@ﬁon pour IC
RS
Sl dans les 12 mois 2
S &
v & v | N
796 allocated lo RF@P 775 allocated to usual care FEVG<45% Ou >45% aé?/eC dluréthue
O
& &
b@e’ ¢ 6 withdrew consent before knowledge 2 withdrew consent before knowledge - . . . Ng .
S randomsedgroun || ot rdomeedgrons Télémonitoring &@omicile
© 25 RPM not started o
N> Q}\\
s y Crite d’ 3( |
765 included in the full analysis set 773 included in the full analysis set rl eres e c USIon
&pATIENTS DEPRESSIFS
37 terminated the study prematurely™ 15 terminated the study prematurely™ Q‘z‘
11 medical-relatec_i issues 3 medical-relateq issues C)é
L 5 26 refusal to continue _ 12 refusal to continue - rob\)
57 died before 12-month visit 85 died before 12-month visit (\(%@
4 died within 28 days of last study visit 4 died within 28 days of last study visit | O
/(\0
Y v @‘Lb:
671 completed 12-month visit 673 completed 12-month visit Q\‘b
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¥ & 154 o
o~ = .006\
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& 2 Mortalité Toute
'\%@‘L 3 Cause
q,Q 5 '30%
Hospitalisation et
1 mortalité toute cause
Number at risk T (months()\{q,‘b .
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(professionnel de saate/etabllssement et fournisseur)

P
I

. & . &
* Formalités Clél}t (fournisseur) &

& .
b* Q@
ﬁ

* Conventionnement eny&é les professionnels mettant en oeuvre la télésurveillance ]
N

\)

. Declagatlon du fournisseur de solutions techniques au ministére et a la CPAM

C)
4 C}'\

a@eclaratlon de conformité au cadre réglementaire de I’accompagnem@?“lt thérapeutique ]

(pour structures non établissement de santé ou centre de santé) /\o

\@'5

* Transmission des déclarations d'activité (professionnel de santaé@/etabllssement et
fournisseur) %&"\
/\5°
e Transmission des élements de facturation a la CPAM (p(rofessmnnel de
santé/établissement et fournisseur) S




TELE MEDECINE
- TELE SURVEILLANCE IC

<
&

&

Médecin effectuant la

télésurveillance

Professionnel effectuant
I'accompagnement thérapeutique
(professionnel de santé ou
fournisseur)

Fournisseur de solution de
télésurveillance et des
prestations associées

'ggée Remunération forfaitaire en €selon le CDC &
.{@& montant semestriel montant semestriel montangg‘«@\me striel
CDC insuffisance cardiaque chronigue \Q&U 110€ 60 € m&Q\ 300 €
CDC insuffisance rénale chronique \)\f\ov ',A(QQQ
a/ patients insufﬂsantgy‘%;mux chroniques dialysés 73 € 30€ AQ@U 300€ | primeala
) eb\\’ b/ patients transplantés 37€ 30€ %)c}\v 225 € | performance
CDC insuffisance resp.r'ratofrg\@() 73€ BQQQKk 300€ | verséeen
CDC diabéte & s bl
a/ diabéte de type OE(E avec schémas insuliniques complexes 110€ & 60€ 375€
b/ dfa!té\;e de type 2 avec mono injection d'insuline 110€ ‘@ee}‘ 60 € 300 €
CDC protheses cardiagues implantables a visée thérapeutique 65 € ,63\@ ) tarif LPP
' ‘ e FSE/FSP t:-lc%gfhupa'gn.é de la FSE/FSP .acc.ompa’gn.é dela
Déclenchement du paiement prescription medicale prescription médicale
Fréquence 1fois en fin de période 1f%'g§§e\n fin de période tous les deux mois

o2
QKQ
S




¢ 1/ Repererdkes patients faussement rassurants, notamment les patcpé\nts NYHA I

Oéoz\ o(\@@
o 2/ Pr&?poser des traitements nouveaux : sacubitril/valsartang “introduction
thpltaIlere ! «o&e

‘b Q\‘e
N %)
P {e?

* 3/ Intégrer les patients dans des parcours de SUIVI ﬁbn médicamenteux : ETP,
PRADO , TELEMEDECINE / TELESURVEILLANCE
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Reduced risk of hyperkalemia during treatment @‘i’ heart failure with mineralocorticoid receptor antagonists
by use of sacubitril/valsartan compared W|th\e“’nalaprll

A secondary analysis of the PARADIGM- HFQ,f’rlal
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