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Nhiéu BN suy tim van chwa dat TST muc tiéu < 70 nhip/phat du d3
dieu tri véi chen beta

Phan tich s6 bd qudc gia tir 2.689 BN suy tim PSTMG (Na Uy)

® 1 trong 3 bénh nhan suy tim
c6 TST 270 nhip/phut?

1. Steg PG et al. Heart rate and use of beat blockers in stable outpatients with coronary artery disease. PLoS ONE. (2012);7(5): e3684; 2. Eriksen-Volnes T et al. Biomed

Hub. (2020):5(1):9-18



Cumulative Survival

Tan so tim hay lieu chen beta trong suy tim:
Muc tiéu nao tot hon?

Viéc st dung thudc chen beta va nhip tim khi nghi ngoi la nhirng yéu to tién lwong
doc 1ap nhwng liéu thude chen beta thi khéng.
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European Journal of Heart Failure, Volume: 14, Issue: 7, Pages: 737-747, First published: 18 February (2014), DOI: (10.1093/eurjhf/hfs060) SERV'ER;
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Pat dwoc 50-99% lieu muc tiéu ciia phoi hop ACEI/ARB/ARNI va BB

hiéu qua hon so vé&i don tri liéu & lieu 100%

Incidence of CV death or HFH according to combination therapies in the SwedeHF registry (N=17,809)"

Number of

Treatment combination patients, n (%) CV death or HFH HR (95% CI)
No use of either class 179 (1) , Reference
Only 1 class (<50% target dose) 799 (4) —4 ,E 0.78 (0.63-0.96)
Both classes (<50% of target dose) 1,367 (8) ._’_. E 0.70 (0.57-0.86)
Only 1 class (250-99% of target dose) 661 (4) o—‘—a: 0.79 (0.64-0.99)
1 class <50% of target dose, 1 class 250-99% of target dose 2,428 (14) R , 0.64 (0.52-0.78)
Both classes (250-99% of target dose) 1,537 (9) ‘—’—‘ i 0.60 (0.49-0.74)
Only 1 class (2100% of target dose) 633 (3) R ' 0.70 (0.56-0.87)
1 class 2100% of target dose, 1 class <50% of target dose 2,344 (13) ’—‘—* E 0.61 (0.49-0.74)
1 class 2100% of target dose, 1 class 250-99% of target dose 3,931 (22) —— E 0.57 (0.47-0.69)
Both classes (2100% of target dose) 3,930 (22) l—’—'l i 0.52 (0.42-0.63)
0.3 0.6 1.2

Lower risk «+— Favors — Higher risk

D'Amario D et al. Eur J Heart Fail (2022); https:doi.org/10.1002/ehf 2477. SERV'ER;t
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Toi wu diéu tri ndi khoa & bénh nhan suy tim

Traditional Serial Strategy

Initial Diagnosis

of HFrEF 2-4 weeks 2-4 more weeks 2-4 more weeks
ACEl starting dose titration titration titration

2-4 more weeks 2-4 more weeks 2-4 more weeks 2-4 more weeks
Beta-blocker starting dose titration titration titration

2-4 more weeks 2-4 more weeks 2-4 more weeks

28-56 weeks before

MRA starting dose titration titration GDMT fully
implemented
2-4 more weeks  2-4 more weeks  2-4 more weeks < At each step, clinical inertia

stands in the way of success
ARNI starting dose titration titration

*» Patients exposed to excess risk
of death and clinical
worsening during prolonged
SGLT2i starting dose initiation & titration process

|

European J of Heart Fail, Volume: 23, Issue: 9, Pages: 1514-1517, First published: 19 July (2021), DOI: (10.1002/ejhf.2311) SERV'EU
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Thi gian cia bénh nhan Suy tim - KHONG CHO PO'l!

JAMA, Jan 23,2013, Vol 309, Nov.4 SERVIER
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Trwée khi xuat vién — Ngay sau xuat vien: Thoi dlem vang dé toi wu hoa
diéu tri noi khoa & kiém soat tin sé tim

Trajectory pno¢y = 77TTTTTTTTTTTTTToTmToTomomooooooes !
Check improved/

(ongoing)  worsening_ #

Focus of Care

Early acute Late acute Optimization
phase phase phase

Admission Transition to Discharge First Follow-up
Oral Therapies_______________________ Visit

B Clinical decompensation
B Discharge coordination
- Ongoing optimization of outpatient care
B Guideline-directed medical therapy
@ Evaluation for long-term trajectory

JACC, Volume 74, Issue 15, 15 October 2019, Pages 1966-2011; https://doi.org/10.1016/j.jacc.2019.08.001 SERV'ERJ
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Phoi hop s&m Ivabradine + chen beta gitup nhiéu BN dé dang dat liéu toi wu chen beta hon so v&i
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Dosage of carvedilol (mg/day)

Carvedilol/ivabradine

chi dung chen beta don déc

Prospective, open-label study, n=69 patients with HFrEF

Mean dose of carvedilol and mean resting HR

Resting heartrate

Carvedilol dosage

Carvedilol
alone (n=36)

Time (weeks)

Bagriy AE et al. Adv Ther. 2015;32:108-119.
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* P< 0.05 versus patients on carvedilol alone
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Th&i gian dat dworc Igi ich cua viéc giam nhip tim véi ivabradine &

bénh nhan HFrEF

A 270bpm B 275bpm
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Time to benefit of heart rate reduction with ivabradine in patients with HFrEF: summary of the key findings

European Journal of Heart Failure (2023) doi:10.1002/ejhf.2870

SER

moved by

Vi
\

LY

VIER_



ONE SIZE DOES NOT FIT ALL!

FOR A FAIR SELECTION
EVERYBODY HAS TO TAKE
THE SAME EXAM: PLEASE

CLIMB THAT TREE

SERVIER S



HFA-ESC consensus
CA THE HOA dwa tr

SGLT2i

ACE ! ARA | ARNI
MRA
Diuretics
L
RS
i\
SELT2i
SGLT2 Z : Beta-blockar
Seta-blocker . ACE] / ARB / ARNI
Dreptcs 7= MRA
P e ) e
ACE: / ARB / ARNI v p_».jret.._,'
L v et
e MRA L e o
l’. ) \ "G oo i X
| ¢ Pelassun tindss % Y
Wy Veneou s ?
R ;{(?-‘

Adapted from European Journal of Heart Failure (2021) 23, 872-881

ACE!I / ARE / ARNI

Tan s6 tim
SGLT2i
Beta-blocker
ACEi/ARB / ARNI
MRA
Diuretics

SGLT2i
Bela-blocker
Duretes

i onil &

SGLT2i
Beta-blocker
JACE/ARE /ARNI
VRA
Diuraties
Venoigual
Hydralazine/
sosorhide dindrate

“ o

SGLT2i
Beta-blockes
ACE I ARB / ARNI
MEA
Diretios

Aficoaguan

SGLT?i

ACE / ARB | AR
MRA

According to some patient characteristics —
(BP), (HR), (AF), (CKD) or hypertension, some
drugs may have to be reduced,
discontinued or added. Black-drugs that
should be given to patients. Red-drugs that
should be reduced or discontinued. Blue-
drugs that should be added. In patients with
predominant chronic coronary syndrome, BP
thresholdis 120/80 mmHg



Clinical variables combined to generate profiles and their representation in a cohort of 47,241 HFrEF patients :

Renal function: 100%

eGFR <30 mL/min/1.73m?
90%
80%

Atrial fibrillation:

AF no 70% 60.5%
60%

Serum potassium:
K <5.5 mmol/L 50%
K >5.5 mmol/L

40%
Svstolic Blood pressure:
sBP <90 mmHg 30%
20% 33.3%
Heart rate:
Hf:l:6'(;abe e
pm
HR 60-70 bpm 0% -
eGFR AF HyperK

0.6%

15.8%

51.2%

s

sBP

HR

In our cohort we identified 93 out of 108 possible profiles; the 9 most frequent accounted for 70.5% of the population.
These had eGFR 30-60 or >60 mL/min/1.73m?, sBP 90-140 mmHg, heart rate 60-70 or >70 bpm and no hyperkalaemia.
Tue highest risk of CV mortality or first HF hospitalization was in profiles with eGFR 30-60 mL/min/1.73m? and AF.

Musella F; Rosano GM; Hage C; Benson L; Guidetti F; Moura B; Sibilio G; Boccalatte M; Dahlstrom U; Coats AJ; Lund LH; Savarese G

Eur J Heart Fail. 2023
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https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19331720157911599029&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19172224157919904069&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19384546157911027289&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19397279157911154519&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19679421157914976039&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19208279157910264519&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19679422157914976049&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19679423157914976059&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19271392157910995749&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19157924157919751069&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19397268157911154409&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19397655157911158379&idlist=11
https://pharmanet-serviergroup.msappproxy.net/Record.htm?Record=19114480280919326620&idlist=11

Can ca thé héa dieu tri & bénh nhan suy tim c6 Tan so tim cao

o™ Bp.
S ©
SGLT2i & SGLT2i . a
GL: g ELL SGLT2i %
. R-blockers
vabradine | B-blocker ACE/ARB/ARNI &
+ R-blocker Ivabradine MRA
! Loi tidu v Loi tiéu Loi tiéu
% | ACEi/ARB /ARNI % | ACEi/ARB /ARNI & it
/O /O oe »S,/O vapradine

% * % 3
v v N ' % w N % 3

Chién lwgc diéu tri & bénh nhan cé Tan sé tim ting

Pen — thudc nén dugc chidinh D6 — thudc nén duoc gam lieu/ Xanh — thuéc cé thé phéi hop
cho bénh nhéan ngirng chi dinh cho BN diéu tri cho bénh nhan

ACE= angiotensin-converting enzyme; AF= atrial fibrillation; ARB= angiotensin Il receptor blocker; ARNI= angiotensin receptor neprilysin inhibitor; BP= blood pressure; CDK= chronic kidney disease; ESC= European Society of Cardiology; HF= heart failure; HFrEF=
heart failure with reduced ejection fraction; HR= heart rate; MRA= mineralocorticoid receptor antagonist; SGLT2i= sodium-glucose cotransporter-2 inhibitors.

Rosano GMC et al. Eur J Heart Fail. (2021);23(6):872-881. SERVIER
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Ivabradine giam tai nhap vién do moi nguyén nhan trong giai doan mong manh

(trong vong 30 ngay sau lan nhap vién do suy tim)

Cumulative incidence of all-cause hospitalization following first
hospitalization for HF (mean number of events/patient)

047 B-blocker

+ ACE inhibitor
+ MRA
+ Placebo

B-blocker

+ ACE inhibitor
+ MRA

+ Ilvabradine®

1-30%

within 30 days

0.2—

017 -, IRR=0.70 IRR=0.75 IRR=0.79
Y P<0.05 P=0.03 P=0.04

0 1 2 3
@HF hospitalization Time after hospital admission for heart
failure (months)

Ivabradine/placebo /g 54/102 115/201 116/278
Number of events

Komajda M et al. Eur J Heart Fail. (2016);18(9):1182-1189
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Toi wu tan so tim va loi ich trén ket cuc tim mach

Primary composite endpoint

Cumulative frequency (%)
40
= |vabradine
= Placebo
-18%
30
39 17%
2 RRR RRR
(P=0.0006) (P=00166)
10

Ivabradine n=793 (14.5%PY) Placebo n=937 (17.7%PY)
HR=0.82 p<0.0001

T vong do T vong do
suy tim tim mach

Months

Swedberg et al, Lancet 376 (2010): 875-885

Nhap vién
do suy tim
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All-cause death (%)

Huyét ap thap + Tan so tim cao lam tang nguy co’ & BN suy tim man
Két qua tr Nghién ciru CHART-2

50.0

50
40
30 ‘
20 |

10

Low-risk
Moo

(n=1,131)

89-115
SBP (mmHg)
Middle-risk

group
(n=1,624)

>115

HR
(beat/min)in)

>76

Y/ 70-76
" <70

High-risk
group
(n=274)

1 Low-risk group (n=1,131)
_ Middle-risk (n=1,624)
501 . High-risk (n=274)

All P<0.001

All-cause death (%)

Number at risk

Ket luan:

(a) Unadjusted

Hazard ratio . P value
Low-risk group (n=1,131)  1.00 ¢
Middle-risk group (n=1,624) 174 g <0.001
High-risk group (n=274) 4.01 - <0.001
0 2 3 4 5 ©
(b) Age- and sex-adjusted :
Low-risk group (n=1,131) 100 ®
Middle-risk group (n=1,624) 1.91 e, o <0.001
High-risk group (n=274) 4.29 —— <0.001
0 1 2 3 4 § 6
{c) Fully adjusted
Low-risk group (n=1,131) 1.00 0
Middle-risk group (n=1,624) 1.59 L 0.009
High-risk group (n=274) 275 :

<0.001

HATT <89 mmHg bat ké TST bao nhiéu hodc HATT ttr 89-115 mmHg va TST > 76 nhip/phut cé

Circ J (2013); 77: 2954 — 2962

tién lwong xau & BN suy tim man tinh
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lvabradine - Levi ich theo mirc huyéet ap

SBP <115 mmHg SBP 2130 mmHg

SBP 2115 & <130 mmHg =

= E Q¥
5 2 o ¥ - 0>19‘“ o
2 8 s §] — o s 5] e
@: X T T e WM = W e Flacebo -

8_ 1= Q il ¥
s 51 £ g1 =5
1 me a | ; F - w -
S ' =
o 9 v 97 T = -
> R - D A - c 9
m 5_ “ !\-' - w c'
hed - — o
£ K - c & - O w -
Q i 0 O L < ]
8 = T 1 g = i n- 3

y cince randormization Yeais sirce randoniEton Years since randomization

Komajda M, et al. Eur J Heart Fail. (2014);In Press. SERV'ER’k

moved by you



lvabradine — Lol ich & bénh nhan c¢6/ khong COPD

Patients (%)
50 7
451
07 114%, P =0.21 COPD (placebo)
357 COPD ( )
301
............. Non-COPD (placebo)
* R ’ Non-COPD ( )
20- ‘I-" "‘-
..... 118%, P <0.001
157 .
107
5 -
O ) ) ’ ' a
0 6 12 18 24 Time (months)

Ivabradine an toan va hiéu qua trong viéc giam nguy co’ twong déi cua té hop tiéu chi chinh &
ca bénh nhan COPD va bénh nhan khéong COPD

TavazziL, etal. Int J Cardiol. (2013);170:182-188. SERVIER



lvabradine — Lgi ich & bénh nhan cé/ khéng suy than

Patients (%)

50 -
40 - HR 0.82, 95% CI 0.68-0.97, P =0.023 Placebo, renal dysfunction
, renal dysfunction
30 - ‘..0'\Placeb0, no renal dysfunction
o ,no renal dysfunction
207 HR 0.81, 95% CI 0.71-0.91, P <0.001
10 T

0 6 12 18 24 30 Time (months)

Ivabradine an toan va hiéu qua trong viéc giam nguy co’ cta té hop tiéu chi chinh & bénh nhan
c6/ khéng suy than

Voors A, et al. Eur J Heart Fail. (2014):16:426-434. SERVIER
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Loi ich ngan han & dai han cua chién lwoc phoi hop sém
Ivabradine vé&i chen beta trén bénh nhan suy tim PSTM giam

Sau vai gio
ChenR Nhip tim | EF T Daonguoctdi  + Tl vong TM 29%
Thé tich nhatbop ¥ Thé tich nhatbop T cAutrac RRR
Huyétap » T vong chung 34%
RRR

+ Dot ter 44% RRR
p<0.001 p=0.03 p=0.002

p<0.0001

Sau vai gi®
Ivabradine Nhip tim | NYHA + Tainhapvién30% EF?T Bao nguoc tai Néu TST > 75 nhip/phut:
phéi hop véi The tich nhat bop T NT-ProBNP { \ cau truc * T vong do suy tim
chen 3 Huyeét ap < 39% RRR
« T vong tim mach
17% RRR
p<0.001 p<0.001 p<0.05 p=0.03 p=0.03 e T vong chung 17%
RRR
p<0.0001
d: gidm T ting +: cdi thién <> : khéng anh huéng

BP= blood pressure; CV= cardiovascular; EF= ejection fraction; HFrEF= heart failure with reduced ejection fraction; HR= heart rate; NT-ProBNP= N-terminal pro-brain natriuretic peptide; NYHA= New York Heart Association; RRR=
relative risk reduction; SV= stroke volume

Modified from Lan WR et al. Am J Cardiol, (2021);150:77-81. SERV'ER’k

moved by you



Khéi tri Ivabradine ngay khi xuat vién gitip giam nguy co
tir vong do tim mach va twr vong chung

Phan tich 876 bénh nhan suy tim EF gidm dwoc diéu tri bang ivabradine khi xuét vién tlr da trung tam & Dai Loan

Tw vong do nguyén nhan tim mach Tw vong do moi nguyén nhan
0.20 — 020 —
HR 0.45, 95% C1,0.26-0.76, p=0.003 HR 0.48, 95% C1,0.30-0.77, p=0.003
5.8 S0 v6i 12.2 trén 100 nguoi-ndm 7.2 so voi 14.0 trén 100 nguoi-nam
0.16 - 0.16 — Nhom chirng

Nhom chirng
012 - 012 -

0.08 - 0.8 — Nhom Ivabradine
Nhom Ivabradine

T vong do nguyén nhan tim mach

0.04 - 0.04 -
. Thdi gian theo doi (ngay) . Thi gian theo doi (ngay)
0 9|0 1;30 1'70 3250 0 9|0 15'30 2|7o 3I60
Nhém ching: diéu tri chuan (RAS, ARNI, BBs, MRA, Digoxin..) Nhém Ivabradine: diéu tri chuén + Ivabradine

Liao CT et al. ESC Heart Fail. 2021;8(5):4199-4210 SERV'ER;‘k
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Ivabradine cai thién chirc ning tim bat ké lieu chen beta

Prospective cohort study in 767 patients with HFrEF treated over 12 months

Proportion of patients in the different NYHA classes after 12 months
of ivabradine treatment according to dose of concomitant B-blocker therapy

<50% Target dose 50%-99% Target dose 2100% Targetdose
(n=132) (n=248) (n=95)

Baseline 12 months Baseline 12 months Baseline 12 months

100

80

60

40

% of patientsin
B-blocker subgroup

20

The mean daily dose of ivabradine: 9.6 £2.0 mg (baseline), - NYHAI - NYHAII NYHAII - NYHAIV P<0.0001 for class changes
11.3 +2.8 mg (at the final visit)

Zugck C et al. Int J Cardiol. 2017:240:258-264 SERVIE U
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Dir liéu d&i thwe cho thay phoi hop s&m Ivabradine + chen beta giup cai thién chirc nang that trai
va dw hau tot hon so vé&i chi dung chen beta don tri

A retrospective analysis in 370 hospitalized HF patients with heart rate = 70 bpm in the Optimize Heart Failure Care
Program in Armenia, Azerbaijan, Belarus, Georgia, Kazakhstan, Russia, Ukraine, and Uzbekistan

LVEF (%) Cumulative survival
35 — 1.8 —
=gl 0001 F—== HR 0.45 (95% Cl, 0.32-0.64) P<0.0001
- 0.001 - 0.001
34 — 1
33 — 1.4 -
32 - B-Blocker and
Ivabradine
31 - 10 S . (n=150)
30 — "'H
29 -— 0.8 - _‘I.L
28 —
29.7% o B-blockers
28.9% (n=220)
27 - 04 — n=
26 :§
| 0
0 B-Blockers(n=220) Ivabradine + B-Blockers (n=150) 0 160 260 360 460
- Admission M12
Lopatin YM et al. /nt J Cardiol. 2018;260:113-117. SERV'ER;
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Toi wu
HIEU QUA

Toi wu
DO DUNG NAP

Toi wu
THO!I GIAN




Théng diép vé nha

Céc guideline clia ESC/HFA déu khuyén nghi viéc phoi hop dong théi >> phoi hop tirng bwéc

Viéc tang liéu tirng bwdc nhu trwde day co thé mat dén vai thang, co thé sé bé I1& giai doan mong
manh khi b&nh nhan cé nguy co xay ra cac bién cb rat cao >>> nén phoi hop s&m va toi wu ngay

tir giai doan BN nam vién

Viéc diéu chinh tang liéu nén dwoc thwe hién dwa trén ca thé hoa tinh trang bénh nhan theo 4

théng s6 nén tang hon la cac muc tiéu liéu t6i da — thwdng it dat dworc trong thwe hanh 1am sang

Phéi hop s&m Ivabradine + chen beta Ia gidi phap giup t6i wu viéc kiém soat tan sb tim vé <70
nhip/phut, dung nap tot hon, cai thién dw hau trong ngan & dai han cho b&nh nhan, dic biét ngay tu

giai doan mong manh
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