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CAC TIEN BO TRONG PIEU TRI SUY TIM EF GIAM

Vasodilators and ACEI/ARB Device therapy and sinus node inhibitors SGLT2i
B-blockers and MRA
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. Hydralazine and isosorbide dinitrate D Head-to-head comparison

g ACEI/ARB B ICD/CRT . Soluble guanylate cyclase stimulator D Dose-response study
g B-blocker . Ivabradine . Myosin activator

. Digoxin - ARNI . Ferric carboxymaltose
“ MRA . Exercise training u SGLT1/2i

Heart _ _ , _
2022 @ Sharma A et al. JACC Basic Transl Sci. 2022; Mar 2 [Online ahead of print]



2021 ESC Guidelines for the treatment of patients with of HFrEF

ot

HFrEF
Class lla

e —

LVEF <35% and QRS <130 ms LVEF >35% or device therapy not SR and LVEF <35%
and where appropriate indicated or inappropriate and QRS =130 ms
v
ICD
Non-ischemicIs

CRT-D#/
QRS 130-149
(Classlla) ( ms (Class lla) (

If symptoms persist, consider therapies with Class Il recommendations

\ 4 \ 4

Consider ivabradine if Consider hydralazine and isosorbide
LVEF <35% in SR and dinitrate for Black patients with
HR =70 bpm despite LVEF <35% or with an LVEF <45%
treatment with a BB [if combined with a dilated LV in
tolerated], ACEi/ARNi NYHA Class IlI-IV despite treatment
and MRA with an ACEi/ARNI, BB and MRA

Heart Failure Flowchart adapted from McDonagh TA et al. Eur Heart J. 2021;42:3599-726

2022 ® I ¢




PIEU TRI BENH NHAN HFrEF GIAI POAN C VA D (ACC/AHA/HFSA 2022)

BUOC 1 BUOC 2 BUGC 3

Chéin doan xac dinh suy Chuan d6 liéu theo kha

Foc3 BU'OC 4 BUOCS5 BU'OC6
tim, gidm sung huyét, khoi ning dung nap, xét Xl(:{n ?l(IEtl;)’Anh“’ng B sung cac diéu tri theo Panh gia lai triéu chirng, Chuyén dén co s& chim
P e i A g enh nhan sau hwéng din va dung cu xét nghiém, tinh tran séc suy tim dac biét dé
AR aib i ey A0, ELN e S khican B sic khod, LVEF - didu tri b sung
hwong dan khoé, va LVEF ¢ : g

Chu y: *Tham gia cac
nghién ctru khao sat phu
hop & BN suy tim giai
doan C, NYHA II-III

MCS: ho tror tuan hoan co hoc d

NSB: Nhip xoang binh thwong American

LBBB: Block nhanh trai H“mkm
Association.

2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the American College of Cardiology/American Heart Association Joint Committee on Clinical Practice Guidelines



PIEU TRI HFrEF THEO ESC 2021 /VNHA 2022

Giam tir vong — cho tit ca bénh nhan

Nhip xoang vdi LBBB = 150 ms Nhip xoang vdi LBBB 130 — 149ms
S — hodc non LBBB = 150 ms
CRT-P/D CRT-P !D
Bénh tim thiéu mau cuc bd Bénh tim khong thi€u méu cuc bd
d o ICD J
Rung nhi Rung nhi Bénh mach vanh Thiéu sat
 Khang dong Digoxin J PVI CABG | Ferric carboxymaltose
Hep chu Hd van 2 13 Nhip xoang >70 Da mau Khong dung nap ACEI/ARNI
SAVR/TAI TEE MVR Ivabradine Hydralazine/ISDN ~ ARB
D&i vdi mot s6 bénh nhan suy tim tién trién
_ Ghép tim | MCS nhu cdu ndi | MCS lau dai

AL
!.l,.),:f‘

[1] 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failli"r":é:';-



Piéu tri suy tim EF giam theo ESC 2021

Guideline-directed medical therapy for HF-rEF

Oral anticoagulation

Digitalis

Ferric carboxymaltose

/ro
X s E o Catheter ablation
AC lrsTt‘? ' o = ks
JCD ¢ . (=4
or Dire Wn ap8, Wi CRT
i S8rghenm,, Ivabradine
Beta- inte':vr:ist{ons
Blocker

for HFrEF!

: o dentified m" . Loop diuretic
Hydralazme/ . j..-——‘-;\‘;&';/ :

Isosorbide dinitrate SGLT2i eny . Vericiguat
o 59‘ of 63(‘4 ‘J\ Sar A 0,, deco
feco” 4"4; °‘°n . Digitalis

MV edge-to-edge repair 4
. . Refer for LVAD/HTX

The central ‘fantastic four’ foundational drugs are class | recommended
Heart in all HFrEF patients to reduce mortality and HF hospitalizations®?

2022 |

odhed from Bauersachs 1. Eur Heart ] 2021;42:681. 2 McDona=zh TA & rHeart ) 2021.42:3599. 3 Hesdenreich PA et 31 J Am Coll Cardiol 2022,79:2263



Quan diém mai trong diéu tri HFrEF:

Kho'i tri dong thoi 4 thudc nén tang

ARNi + BB + MRA + SGLT2i . 0.36 (0.29-0.46)

ARNi + BB + MRA + Vericiguat* —— 0.43 (0.34-0.55)

ARNi + BB + MRA + Omecamtiv* —— 0.44 (0.35-0.56) B multi-drug approach

ACEIi + BB + MRA + Ivabradine * - 0.49 (0.39-0.61) reduces the risk of CV death 64%
ACEi + BB + MRA + Vericiguat* 4 0.54 (0.43-0.67) and HFH for patients with o
ACEi + ARB + BB + Digoxin e 0.73 (0.62-0.85) HFrEF. l relative risk
ARNI + BB + MRA L 2 047 (0.38-0.58) Suppor‘ung use of a reduction
ACEi + BB + MRA - 0.58 (0.47-0.71)

comprehensive treatment

:gi' x 22 ” 8?2 fg :;"8 ;Z; over sequencing of single
e ' ' 08 | -0. 78 . :
ACEi + BB O 0.84 (0.73-0 96) agents with progressive
ACEi + BB + Digoxin & 0.84 (0.73-0.96) titration to target doses'<
ACEi + Digoxin 1.00
88 — 0.75 (0.65-0.87)

0.25 05 1.0 2.0

preferable to titrate medications from different classes in parallel rather than fully

' *l CCS/CHFS 2021 guidelines: “On the basis of clinical characteristics, it might be
' titrate one medication class before initiating an additional agent®??

Heart @ 1. Trompl etal. JACC Heart Fail. 2022;10:73-84; 2. Lam CSP, Butler J. Circulation. 2020;142:1129-31;
2022 3. McDonald M et al. Can J Cardiol. 2021;37:531-46
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VIEWPOINT

Simultaneous or Rapid Sequence Initiation
of Quadruple Medical Therapy for Heart Failure—

Optimizing Therapy With the Need for Speed

Early refative risk reduction

Initiation and optimization of medication dosing

| Outcomes | Change, % | COMMT Day 1 Days 7-14 Days 14-28 | Days 21-42 | After day 42

CV death or HF hospitalization -4) ARNI Initiate Continue Titrate, Titrate, Maintenance or additional titration
at low dose as tolerated | astolerated of the 4 foundational theraples

Death 25 B-Blocker | Initiate Titrate, Titrate, Titrate, Consideration of EP device therapies
at low dose a5 tolerated as tolerated a5 tolerated or transcatheter mitral valve repair

CV death or HF hospitalization 37 MRA Initiate Continue Titrate, Continue Consideration of add-on medications
at low dose as tolerated or advanced therapies, if refractory

Death, HF hospitalization,.or emergency/ | -58 SGLT2i Initiate Continue Continue Continue Manage comorbidities

urgent visit for worsening HF

Start all 4 mortality-reducing drugs without delay, or in rapid sequence

Greene SJ, Butler J, Fonarow GC. JAMA Cardiol. 2021;6:743-4



Phoi hop SGLT2i giup tang dung nap cac diéu tri

nén tang khac

FIGURE 1 Teamwork Between Heart Failure Medications

P . Sodium Glucose Angiotensin Receptor/
Medication Co-Transporter 2 (SGLT2) Inhibitors Neprilysin Inhibitor (ARNI)
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\ { ARNI { ARNI -+ ARNI o Study Day
g * MRA * MRA - Rota: Blocker ; Patients at risk
Placebo 1,355 1,249 1,167 989 824 623 428 278 148 66

- Empagliflozin 1,306 1,214 1,148 953 793 604 424 270 131 52

Ferreira JP et al. J Am Coll Cardiol. 202177:1397-407.
https://doi.org/10.1016/}.jacc.2021.02.006



Két cuc cua toi wu hoa 4 thuoc

The “Four Pillars” of GDMT for HFrEF #GDMTworks

4 pills, 5 pathways, numerous benefits Optimizing GDMT is
associated with:

Evidence- Fewer hospitalizations
i MRA ARNI seLT2i | * Less death
Reverse cardiac remodeling

ﬂ Improved quality of life

'y
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N

Rapid benefit!

Why wait?
i



Phan tich gop 6 RCT

The evidence

@ ESC  iopean Heart ournat 022 43,2573-257 CLINICAL RESEARCH
European Society https:/doi.org/10.1093/eurheartj/ehac210 Heart failure and cardiomyopathies
of Cardiology

Accelerated and personalized therapy for
heart failure with reduced ejection fraction

Li Shen™?, Pardeep Singh Jhund?, Kieran Francis Docherty?,
Muthiah Vaduganathan @ 3, Mark Colquhoun Petrie ® %, Akshay Suvas Desai’,
Lars Kaber", Morten Schou @ 5, Milton Packer © 6'7, Scott David Solomon3,

Xingwei Zhang', and John Joseph Valentine McMurray @

Data from 6 trials; Modelling outcomes
SOLVD-T, MERIT-HF, EMPHASIS, PARADIGM-HF, DAPA-HF



Muc tieu nghién ciru

To investigate:

1) more rapid (accelerated) up-titration of therapies used in
the conventional order (ie FASTER titration) and

2) accelerated up-titration and using treatments in different
orders than is conventional (ie FASTER and different
sequence/order of drugs)

European Heart Journal (2022) 43, 2573-2587



Tang toc do tang liéu thuoc theo khuyén cao ESC 2016

Increasing speed of titration (same order)

CONVENTIONAL  Sq! (N 188 24 weeks

ACCELERATED  Sxqta (N 1060 16 weeks

@MrA @ ARNE @ SGLT2i
—_— : For every 1000 patients faster titration
Accelerated titration regimen:

» RASI over 4 weeks then resulted in:
» Beta-blocker over 4 weeks

L)
aEaEAn

_ hen » 23 fewer HF &&  or CV death
» MRA over 2 weeks then i

» ARNI over 5 weeks then )
> SGLI2IT Week 1ater. » 7 fewer deaths

. RASI Beta-blocker

European Heart Journal (2022) 43, 2573-2587



Phoi ho'p thuéc khong theo mo hinh cii

Different sequencing/ordering

Optimised alternative ordering of the drugs used resulted in a further
reduction of:

For every 1000 patients:

......
EEEEE

» 24 fewer HF i or CV death

» 6 fewer deaths

European Heart Journal (2022) 43, 2573-2587



Tang toc do tang liéu thuoc va thir tw phoi hop

Increasing speed of titration plus
different sequencing/ordering

Accelerated up-titration schedule and optimised ordering of drugs
used resulted in a total reduction of:

For every 1000 patients:

IIIII
EEERR

» 47 fewer HF “ or CV death

» 14 fewer deaths

European Heart Journal (2022) 43, 2573-2587



Thir tw tot nhat giam tir vong tim mach va nhap vién vi suy tim

The best sequence to reduce CV death and HF hosps

Sequence 2

0 1 3 8 12
Time scale (weeks)

Reduction of 47 CV death or HF hosp/1000
patients treated.

European Heart Journal (2022) 43, 2573-2587




NGHIEN CU’U STRONG-HF (HFA 2023)
ASSISTANCE Q HOPITAUX Inserm w STR'NG-HF

PUBLIQUE DE PARIS —

Université Paris Cité

STRONG-HF: rapid, intense and safe implementation
of GDMT for Heart Failure

A TR T

JEEL

Aleandre Mebazaa
Université Paris Cité,
Inserm MASCOT, Paris, France




Study design STRONG-HF

& &
U Hospital

discharge Prim a.ry
Week1  Week2  Week3 Week 6 endpoint
Safety Safety Safety Safety P

Up-titration
High to Full Full optimal Full optimal
intensity optimal doses of dosas of
Main inclusion care : doses of HF therapy HF therapy
HF therapy
s e 180-day
+ AHF pt ready to a a " t.
b it A HF readmission
Randomise follow-
+  Noisub-optimal Porcee or all-cause
e 1:1; n = 1800 up
i—— mortality
* Any LVEF
* Pre-discharge

:;I’;:;ow Follow-up and therapy
Pg adjustments per physicians
I usual practice

HF therapy: combining ACEI/ARB/ARNI & BB & MRA
Safety = clinical exam & biology (NT-proBNP, K, Creat, hemoglobin)

Mebazaa A et al, Lancet 2022



Primary endpoint:
180-Day Readmission for HF or All-Cause Death

Probability of event-free survival (%)

100

75

70! | =]

180-day risk difference 8.1%
(95% CI 2.9 to 13.2; p=0.0021)

High intensity care

Usual care

1 | | 1 } | | |

0 15 30 45 60 75 90 105 120 135 150 165 180

Time since randomisation (days)

STRONG-HF

Secondary endpoints:

Change from Baseline to Day 90 in EQ-5D VAS

High Intensity | Usual Care\ Treatment effect | P value

10.7 (0.9) 7.2(0.9) 35(1.71052) < 0.0001
180-Day All-Cause Death
100
&£
B 95 High intensity care
=
& g0~
§ Usual care
E 85 -
@
s 80
=
§ 87 180-day risk difference 1.6%
(95% C1 -2.3 to 5.4; p=0.42)
70+ T ] T T 7 - T | u '
0 15 30 45 60 75 980 105 120 135 150 185 180
Time since randomisation (days)

Mebazaa A et al, Lancet 2022




Safety

Treatment-emergent adverse

High Intensity care

STRYNG-HF

Usual Care

events - day 90, n (%)

Any adverse event

Any serious adverse event

Any fatal serious adverse event

(N=542)

223 (41.1)

88 (16.2)

25 (4.6)

(N=536)

158 (29.5)

92 (17.2)

32 (6.0)

Mebazaa A et al Lancet 2022




STRYNG-HF
Conclusions: Patients will . STRONG-HF

» Rapid up-titration of HF therapies under close follow-up (exam, NT-proBNP):
is safe & reduces HF readmissions or all-cause deaths & improves patients’ QoL.

* Next challenge: Rapid education to implement the STRONG-HF procedure into daily
practice

* Physicians are ready to follow a strict procedure if they find it “safe” and “efficient”

Mebazaa A et al Lancet 2022



Pong thuan cua HFA-ESC

Cad thé hoa trong diéu tri HFrEF theo ddc diém lam sang ciia BN

Ca thé héa dwa vao:

» Tan so tim (<60 bpm or >70bpm)

Huyét ap

e | Beta blocker
ACEi/ARB/ARNI

MRA

@ Diuretics

Abbreviations in slide notes.
Ro<ano GMC et al Fur | Heart Fail 2021 doi10 1002 /eaihf 2204

Co6 rung nhi?

eGFR (<30 or >30 ml/min/1.73m?

Cé tang kali mau?

C6 sung huyét khong?




Pong thuin caa HFA-ESC

Cd thé héa trong diéu tri HFrEF theo ddc diém lam sang ciia BN

SGLT2i
Beta-blockers

ACEi { ARB / ARNI
MRA
Diuretics
SGLT2i
MRA
MRA . “ bt XM
QO
" i B\
SGLT2i
Beta-blocker
JACEI /ARB / ARNI
MRA
5\1 o8 Duwrelics
Venciguat
SGLT2| sosorbide dinitrate
SGLT2i
& ACEI/ARB /ARNI -
‘ : Beta-blocker N
MRA
Duretics ACEi /ARB /ARNI
MRA
Diuretics SGLT2i
p Beta-blocker
ACEI [ ARB / ARN|
MRA
Diurelics
I
SOLT21 Sl ) J

SGLT2i Beta-blocker ACEi / ARB / ARNI d

Bela-biocker ACEi /ARB /ARN/ __MRA ] ! i

Diurelics MIRA SGLT2i P 8

Diuretics Beta-blocker y

3t Diuretics A 3 { .

V;‘ yor ~
* . ﬁ‘

Abbreviations in slide notes.
Ro<ano GMC et al Fur | Heart Fail 2021 doi10 1002 /eihf 2204



KET LUAN

» Diéu tri BN HFrEF vGi cac thudc nén tang: ACEI/ARNI, beta-blockers,
MRAs, va SGLTZi.

« Thu tu phoi hdp thuoc cho thay giam tu vong tim mach va nhap
vién vi suy tim nhiéu nhat: SGL72j, MRAs, ACEi/ARNI, beta-blockers.

» Can khoai tri som va phoi hop tu dau cac thuoc dieu tri nén tang
dé bao vé& BN suy tim, phong nglra s6m cac bién cd.

« Trong thuc hanh can ca thé héa viéc phdi hop thudc diéu tri HFrEF.



CAM ON SU’ CHU Y LANG NGHE CUA QUY THAY CO VA PONG NGHIEP




