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Cbé gang chan doan va diéu tri that toi wu

ngay trong lan nhap vién dau tién.




Muc tiéu diéu tri Suy Tim

Giam ty lé Giam tai nhap Cai thién Cai thién chat
tr vong vién do suy tim triéu chirng lwong cudc
mat bu sodng va kha

nang gang src



Thay ddi 16i song

A Sy

Exercise according Reduce sedentary Maintain a healthy diet
to physical ability habits, cigarettes and body weight
and alcohol

f
Plan travel and Seek help if Monitor, recognise
leisure activities experiencing and react to changes
according to depression, anxiety in signs/symptoms
physical ability or low mood

ESC Heart Failure patient guidelines 2022
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Cac phuwong thire diéu tri Suy Tim
theo thoi gian

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

ﬁ ACEi/ARB ﬁ ICD/CRT . Soluble guanylate cyclase stimulator D Dose-response study

ﬁ R-blocker . Ivabradine . Myosin activator

. Digoxin . ARNI . Ferric carboxymaltose
& ra B exercise training L seiriyai

SHARMA, Abhinavy, et al. Optimizing foundational therapies in patients with HFrEF: how do we translate 6
these findings into clinical care?. Basic to Translational Science, 2022, 7.5: 504-517.



Piéu tri Suy Tim theo cac giai doan

At Risk for Heart Failure

STAGE A
At high risk for HF but
without structural heart
disease or symptoms of HF

e.g., Patients with:

* HTN

* Atherosclerotic disease

« DM

* Obesity

« Metabolic syndrome

or

Patients

* Using cardiotoxins

« With family history of
cardiomyopathy

<>

THERAPY
Goals
e Heart healthy lifestyle
« Prevent vascular,
coronary disease
« Prevent LV structural
abnormalities

Drugs
« ACEl or ARB in

appropriate patients for
vascular disease or DM
 Statins as appropriate

Structural heart
disease

STAGE B
Structural heart disease
but without signs or
symptoms of HF

e.g., Patients with:

» Previous Ml

LV remodeling including
LVH and low EF

* Asymptomatic valvular
disease

< _

THERAPY
Goals
* Prevent HF symptoms
* Prevent further cardiac
remodeling

Drugs

* ACEl or ARB as
appropriate

 Beta blockers as
appropriate

In selected patients

* ICD

* Revascularization or
valvular surgery as
appropriate

Heart Failure 2017 AHA/ACC

Heart Failure

STAGE C
Structural heart disease
with prior or current
symptoms of HF

e.g., Patients with:

Refractory

SD‘-‘n‘:em?“r';eor}‘S:: « Known structural heart disease and :f:“eztfﬂ;mﬂz':
ympto « HF signs and symptoms GDMT ?
-| HF pEF .
THERAPY THERAPY
- Goals
Goals « Control symptoms

e Control symptoms

« Improve HRQOL

* Prevent hospitalization
« Prevent mortality

Strategies
« |dentification of

comorbidities

Treatment

» Diuresis to relieve
symptoms of congestion

« Follow guideline driven
indications for
comorbidities, e.g., HTN,
AF, CAD, DM

« Patient education
« Prevent hospitalization
» Prevent mortality

Drugs for routine use
 Diuretics for fluid retention

« ACEl or ARB
* Beta blockers
 Aldosterone antagonists

Drugs for use in selected patients
 Hydralazine fisosorbide dinitrate

* ACEland ARB
« Digitalis

In selected patients
« CRT

« |ICD
» Revascularization or valvular
surgery as appropriate

STAGE D
Refractory HF

e.g., Patients with:

o Marked HF symptoms at
rest

o Recurrent hospitalizations
despite GDMT

< _

THERAPY

Goals

» Control symptoms

¢ Improve HRQOL

« Reduce hospital
readmissions

 Establish patient’s end -
ofife goal

Options
* Advanced care

measures

« Heart transplant

 Chronic inotropes

* Temporary or permanent
MCS

» Experimental surgery or
dru

« Palliative care and
hospice

» |CD deactivation




Piéu tri Suy Tim theo cac giai doan
Heart Failure 2022 AHA/ACC

Guideline Directed Medical Therapy Across Heart Failure Stages

Use this tool to reference guideline directed medical therapy (GDMT) across the four ACC/AHA stages of Heart Failure (HF) as outlined in the 2022
AHA/ACC/HFSA Guideline for the Management of Heart Failure. See the guideline for specific patient population criteria.

classes

StageC&D
Stage C: Symptomatic Heart Failure & Stage D: Advanced Heart Failure
Stage A Stage B g e o
HFrEF HFmrEF HFpEF
At-Risk for Heart Failure|  Pre-Heart Failure LVEF <40% ' LVEF 41-49% ' LVEF 250%

GDMT )

of major ' !

medication i h

SGLT2i (2a) ; SGLT2i (2a)

Dw phong Suy
Tim ngay tie khi
méi cO nguy co

2a (Moderate)

Heidenreich PA, et al. J Am Coll Cardiol. 10.1016/j.jacc.2021.12.012




Piéu tri Suy Tim theo céc giai doan

Heart Failure 2022 AHA/ACC

Nhoém nguy co suy tim (Giai doan A) Tién suy tim (Giai doan B)

Phong ngwra chinh Ngéan ngtra cac triéu chrng

Bénh nhan ting huyét ap

Bénh nhan c6 LVEF =
Bénh nhan BTD va bénh 40%
tim mach hoac nguy co
Bénh nhan cé nhéi mau
co tim gan day va LVEF
=40 %
_

cao co6 bénh tim mach

Bénh nhan bénh tim

i

mach
Bénh nhan phoi nhiém — i o
vl chat gay doc cho tim Bénh nhw]:}o LVEF =
Ngwoi than cap mot cua ’
bénh ';i',‘,:";""t‘f':ygﬁ"" i Bénh nhan c6 LVEF < 30
%; > 1 nam ; >40 NQAY =———p
Bénh nhan c6 nguy co Theo dbi chi s6 hau nhoi mau co tim
suy tim = Natriuretic peptide (2a) . - .
Bénh nhén cé bénh cor tim Tw van va kiém tra vé di
BETINENIE LI Danh gia diém nguy co khéng do thiéu mau ' truyén (2a)
s nan o194 €9 ———  da bién @a duorc xéc
y thue (2a)

Pharmavn.org

| Téptucauiniy va thay 68161 séng o el doan Ava trong subtgial dognB

©o



Heart Failure 2022 AHA/ACC

Diéu tri HFrEF giai doan Cva D

Buwérc 1 ., Bwéc2
Chan doan xac T6i wu hoa lieu muyc
dinhHFrEF tiéu c6 thé dung nap
Bat d&u didu tri néi duoc,can [am
khoa theo huwéng dan sang,tinh trang stc
(GDMT) khoe, va phan suat
tong mau (LVEF)

Bwéc 3
Danh gia tinh trang
bénh nhan:

~ Budc4
BO sung diéu tri ndi
khoa theo huéng
dan diéu trj va thiét
bi implant neu dwoc
chi dinh

Piéu tri Suy Tim theo céc giai doan

Bwéc 5
Banh gia lai cac triéu
chirng, c&n l&m
sang, tinh trang strc
khoé va LVEF

Buwéc 6
Chuyén vé khoa
cham séc suy tim dé
dwoc diéu tri bo sung

Lwru y: *Nguwéi
tham gia vao
nghién clru dugc
xac dinh & giai
doan C,theo phan
loai suy tim cla
NYHA thubdc
nhém 11 va lll.

10
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Dieu tri Suy Tim theo cac phan suat
tong mau khac nhau
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Piéu tri Suy Tim PSTM b3o ton

Theo Bo Y Té 2022

« CAc bién phap chung can dwoc thwe hién nghiém ngat.
« Diéu trj tdi wu cac bénh tim mach di kem theo KC.

« Tim va x& tri nguy@n nhan, cac bé&nh déng mac tim
mach va ngoai tim mach & nguw®i bénh.

» Loi tieu dwoc chi dinh dé gidm triéu chirng sung huyét

« Thudc SGLT2i dwoce chi dinh dé gidm nguy co nhép
vién va tor vong tim mach.

« Cac thubdc ACEi, ARB, BB, MRA, ARNI c6 thé can nhac
chi dinh & bn phu hop.

Hwéng dan chan doan va diéu tri suy tim cap va man. BYT 2022 12



Piéu tri Suy Tim theo cac giai doan

Theo VNHA

Khuyén cao diéu tri bénh nhan suy tim phan suat tong mau
bao ton

Thubc Uc ché thu thé SGLT2 (Empaglifiozin,
Dapaglifiozin) dugc khuyén cdo & bénh nhan
STPSTM bao ton nham lam giam nguy ¢ nhap
vién va tf vong tim mach

Tam soat, diéu tri nguyén nhan va cac bénh dong

mac tim mach va khong tim mach dugc khuyén
cao & bénh nhan STPSTM bao ton

Lgi ti€u dugc khuyén dung & bénh nhan STPSTM
bdo ton o triéu chiing sung huyét dé lam giam
triéu chiing

Khuyén cdo diéu tri Suy Tim 2022, VNHA 13



Khuyén cao vé phong ngtra tién phat suy tim ¢ bénh nhan
€6 yéu td nguy co phat trién suy tim

Diéu tri tdng huyét dp dugc khuyén cdo nham
phong nglra hodc lam cham khdi phat suy tim, va
phong nglra nhap vién vi suy tim

Diéu tri vdi statin dudc khuyén cdo & bénh nhan
nguy cd cao bénh tim mach hodc bénh tim mach
nham phong nglra hodc lam cham khdi phat suy
tim, va phong nglra nhap vién vi suy tim.

Uc ché thu thé SGLT2 (canagliflozin, empaglifiozin,
dapaglifiozin, ertugliflozin, sotagliflozin) dudgc
khuyén cao & bénh nhan dai thao dudng cd nguy
cd cao bénh tim mach hodc & bénh nhan cé bénh
tim mach nham phong nglra nhap vién vi suy tim.

Tranh 16i s6ng tinh tai, béo phi, hdt thudc 13, va
udng rugu dugc khuyén cao dé phong ngira hodc
lam cham khdi phat suy tim.

Khuyén cao diéu tri Suy Tim 2022, VNHA 14



Co ché tadc dong clia SGLT2i
trén sinh ly bénh suy tim

1 Endothelial function

| Vascular stiffness

L Systemic blood pressure
| Fluid overload

| Cardiac preload

| Ventricular remodelling
| Atrial remodelling

| Systolic dysfunction

| Diastolic abnormalities

J’ RAAS

1 Haematocrit / O, supply

| Fibrosis
4 SNS J Oxidative
stress
| Uric acid
| Body mass 1 Natriuresis
1 Ketones 1 Tubuloglomerular feedback

| Albuminuria
| Fluid retention / Oedema

1 Lipolysis / Triglycerides
| Glucose and insulin resistance

J Inflammation

Possible mechanisms detailing why sodium—glucose co-transporter 2 (SGLTZ2) inhibitors may work in heart failure with
preserved ejection fraction. RAAS, renin—angiotensin—aldosterone system; SNS, sympathetic nervous system.

Stefan D. Anker, et al. European Journal of Heart Failure (2021)23, 1250-1255
15



SGLT2i giup giam tv vong TM
hoac nhap vién vi ST & bn HFpEF

Cardiovascular Death or Hospitalization for Heart Failure
First Hospitalization for Heart Failure

Placebo

1007 9 Hazard ratio, 0.79 Biscih 4 ;fj;aéfli "gtei%x_ g-g
904 50 (95%Cl, 0.69-0.90) aceho g 12 {mESECLRtat)
< 20 P<0.001 £ < 10- g
D 154 3 5 < e Empagliflozin
O 70+ e i s i
5 10- e Empagliflozin = _é o
T 60+ 25
(¥ - S c
£ o ES 4
E 40+ 0 4= l.l T T T T T T T T T T 1 0 Lo . : : : : : : . : : : |
E 30 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
3 Placebo Months since Randomization
Cardiovascular Death
149 Hazard ratio, 0.91
0 3 6 9 12 15 18 21 24 27 30 33 36 o 124 (95% Cl, 0.76-1.09) Placebo
; Months since Randomization 2
No. at Risk & = 104
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 g S 5
Empagliﬂozin 2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402 5] § 1 E iflozi
=8 At mpagliflozin
EE 4]
E I-fl ° 4 . ? ? d ﬁ
mpagliflozin giup giam nguy co t& vong do - )
H = 3 10 3 1 A 0 = . T T T T T T 1
tim mach hoac nhap vién vi suy tim o bn 5T %

1|2 15 ll8 2|1 24 27 30 33 36
Months since Randomization

o

HFpEF, bat ké cé hay khéng cé PTD. Hiéu qua
nay chd yéu dén tur gidm nhép vién vi suy tim.

N Engl J Med. 2021 Oct 14;385(16):1451-1461
16



Piéu tri Suy Tim PSTM gidm nhe

Theo Bo Y Té 2022

« CAc bién phap chung can dwoc thwe hién nghiém
ngat.

- Diéu tri ti wu cac bénh tim mach di kém theo KC.

» Tim va x& tri nguyén nhan, cac bénh doéng mac tim
mach va ngoai tim mach & nguw®i bénh.

* Lovi ;iéu dwoc chi dinh dé gidm triéu chirng sung
huyét

« Thudc SGLT2i dwoc chi dinh dé gidm nguy co nhép
vién va tir vong tim mach.

- Céc thudc ACEi, ARB, BB, MRA, ARNI ciing mang
lai i ich qua mot s6 bang chirng rut ra tw vai they
nghiém trén nhom bénh nhan nay.

Hwéng dan chan doan va diéu tri suy tim cap va man. BYT 2022 17



Phuong phap diéu tri bang thudc dugc xem xét & bénh nhéan
suy tim co triéu chirng (NYHA do II — IV) vdi phan suat tong
mau giam nhe

cao
Thudc (fc ché thu thé |SGLT2) (Empagliflozin,
Dapaglifiozin) nén dugc sif dung gilp giam
nhdp vién va tif vong tim mach & bénh nhan
STPSTMG nhe.

Thudc Igi tiéu dugc khuyén cdo & nhifng bénh
nhan STPSTMG nhe c6 sung huyét dé giam bdt
cac triéu chimng va dau hiéu.

cd thé dugc xem xét cho bénh nhan
STPSTMG nhe dé gidm nguy cd nhap vién va tr
vong do suy tim.

(ARB Jcd thé dugc xem xét cho bénh nhan
STPSTMG nhe dé giam nguy cd nhap vién va tur
vong do suy tim.

Thudic(chen betd cé thé dudc xem xét cho bénh
nhan STPSTMG nhe dé gidm nguy cd nhap vién
va tir vong do suy tim.

(MRA Jo6 thé dugc xem xét cho bénh nhén
STPSTMG nhe dé gidm nguy cd nhap vién va tur
vong do suy tim.

(Sacubitril/valsartan] c6 thé dugc xem xét cho
bénh nhan STPSTMG nhe dé& gidm nguy cd nhap
vién va tlr vong do suy tim.

C

Khuyén céo didu tri Suy Tim 2022, VNHA

18



Piéu tri Suy Tim PSTM gidm

Theo ESC 2021, VNHA 2022

Giam tir vong — cho tit ca bénh nhan féu tri i m phéan ng mau giam

ACE-I/ARNI

Giam nhap vién do suy tim/tlr vong — cho tirng d6i tuw'gng bénh nhan
Qua t3i thé tich

Nhip xoang vdi LBBB = 150 ms Nhip xoang vidi LBBB 130 — 149ms —
c non LEBB = 150 ms .
s QRS <130 ms v3 dinh hosic knong phis hop d& PSTM <35% va

+

RLE khi phii hop didu tri bang thiét bi

Bénh tim thiéu méu cuc bd Bénh tim khéng thiéu méu cuc bd v

QRS =130 ms
v

=D . = Khang c bénh tim QRS 130 - 149 ms
Rung nhi i Bénh mach vanh Thiéu sat thiéu mau cuc bd (Loai T1a)
p— Loai ITa,
Khang ddng Digoxin , PV | CABG | Ferric carbmymalhuse) U ) -

Hé van 2 14 Nhip xoang >70 Da mau Khéng dung nap ACEI/ARNI =
TEEMR )|  Ivabradine ) | Hydralazine/ISON NEl triu ching dal déing, cén

Pdi v4i mot s bénh nhan suy tim tién trién

oS v uns )

MCS lau dai

J

Giam nhap vién va tdang chat Iugng cudc song — cho tat ca bénh nhan

Tap phuc hdi chifc néng
Quan ly bénh da chuyén khoa

Hinh 5. Diéu trj suy tim phan suét téng mau giam dua trén ki€u
hinh cia bénh

Khuyén cdo diéu tri Suy Tim 2022, VNHA 19



Piéu tri theo kiéu hinh Suy Tim

Theo ESC 2021

BP:

>90/60 |}
mmHg

SGLT2i
Beta-blocker
ACEi / ARB / ARNI
MRA
Diuretics

\

Con

ROSANO, Giuseppe MC, et al. Patient profiling in heart failure for tailoring medical therapy. A consensus document of the Heart Failure
Association of the European Society of Cardiology. European journal of heart failure, 2021, 23.6: 872-881. 2



Theo ESC 2021

SGLT2I

ACEi / ARB | ARNI
MRA
Duretics
N
:\{D\
SGLT2i
Bela-nlockes
Diuretics
ACEi / ARB / ARN)
A
o

Piéu tri theo kiéu hinh Suy Tim

SGLT2i
Beta-blockers
ACEI ! ARB / ARNI

MRA

Diwetics

SGLT2i
Beta-blocker
ACEi/ARB / ARNI
MRA

Diuretics

SGLT2I
Bala-blocker
ACE! / ARB / ARNI
- MRA $ SGLT2i
O Diurefics 2 Beta-blocker
\‘3‘\ yuat . Duretics
Y Yralazne
L& ¥ anilrate
5

“o

SGLT2i
Beta-blockes

SGLT2i
Beta-blocker
ACE) / ARB | ARNI
MRA
Diuretics

SGLT2i
ACE! / ARB | ARNI
MRA

3

ROSANO, Giuseppe MC, et al. Patient profiling in heart failure for tailoring medical therapy. A consensus document of the Heart Failure
Association of the European Society of Cardiology. European journal of heart failure, 2021, 23.6: 872-881.

LACEI /ARB / ARNI



Figure 1 Drug, interventional, and device treatment for heart failure @ ESC _
with reduced ejection fraction (HFrEF). ACE-I, ... of Cardology |

Anticoagulant

A 4 Digitalis (if high ventricular rate)

Ferric Carboxymaltose &

4 -

b P Refer for PVI
D8N LA

‘VA%' \ -

LN e7  awide Oy [ CRT
o \ - - -
ACE-I/ARB ¥  7eos 2 L8BB =
=~ oms - "
~< - FSREI0Lm_y 1 lvabradine

Drugs/ Beta-
ARNI interventions T [6Ye/ s

for HFrEF

: . Loop diuretic

Hydralazine! o g i » Z Trcongeston * ., Thiazide
itrate ks
plac
o5 SGLT2 RN -
j 3‘0‘,0{“& Inhibi "Se,?"%; . Vericiguat
e ’\ﬁg:g@“o nhibitor é’@:“’; Omecamtiv
y 4
Mitral edge-to-edge repair Digitalis
Refer for LVAD/HTX
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Theo AHA/ACC 2022

Piéu tri Suy Tim theo trng bwéc

1. Giam sung huyét va khoi trj
cac thuoc néen tang

2. Phéi hép sé&m cac thude
A . Lo ;N e HFrEF NYHA IlI-1V, in
nén tang sau dé tang dan dén LVEF s40% 1= | African American
Y , , , age C) patients
lieu dich theo dap trng
3. T6i wu theo cac thé suy tim A
4. B6 sung cac diéu trj khac T e
5. Tai danh glé tien trlén LVEF 40%
Fy X ~ b3 Y Persistent HFrEF NYHA [I-II;
6. Chuyen tuyen trén de dieu (Stage O) smbiatory I
. . o « K . ™ £35%;
tri suy tim nang tién trién NSR and QRS
2150 ms with LBBB
LVEF
HFin::g?
(Stage C)

Step & Step §
Implement additional Reassess symptoms,
GDMT and device labs, health status,
therapy, as indicated and LVEF

Consider Additional Therapies Once GDMT Optimized

B

suitable coronary anatomy

Select patients with
HF with LVEF <35% and

NYHA [I-1V;
HFrEF;
severe secondary MR

NYHAII-1V;
severe secondary MR; Transcatheter
suitable anatomy; edge-to-edge
LVEF 20%-50%, MV repair
LVESD <70 mm; a)

PASP <70 mm Hg

e

NYHA III; history of HF
hospitalization or elevated
natriuretic peptide levels

Step &
Referral for HF
specialty care for
additional therapy

MM

Investigational
studies*

Heart Failure, ACC/AHA 2022
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Diéu tri Suy Tim PSTM giam véi
4 nhom thudc tru cot

« /i sao phai phoi hop 4 nhom thudc tru cét do?
« Phoi hop chang nhw thé nao?

 Khi tri cac thudc nhuw thé nao?

24



Vai trd cac thudc trong viéc cai thién
tlr vong & bn suy tim EF giam

ACEIs* ARBs* B-Blockers* MRAs* ARNIst DapagliflozinT
+ ACEIARB vs. + ACEI/ARB + f-blockers vs. ARNI + S-blockers + MRA vs. DAPA + RAAS + fi-blockers + MRA

vs Placebo Ve Flacebo ACEI/ARB alone ACEI/ARB + p-blockers  ACEI/ARB + j-blockers + MRA vs. RAAS + f-blockers + MRA

16% 17%

(4.5% ARR;

16% 17%

Reduction in relative risk of
all-cause mortality

(3.0% ARR; (2.8% ARR; o
T;T)agfﬁ):liw median follow 240/0 median follow up me(dzi:n‘&fcfl\lrtl)\i‘up
months) “gg;&if o (7.6% ARR; of 27 months) of 18,2 months)
1,2 mean follow up PARADIGM
SOLVD CHARM- 34 A’ of 21 months) 6 DAPA-HF7
\ (3.8% ARR: EMPHASIS -HF
Alternative mean follow up
3 of 1 year) -HF'.5
MERIT-
HF*

*On top of standard therapy at the time of study, except in CHARM-Alternative where patients were intolerant to ACEI
*On top of standard therapy and as a replacement for ACE!s (enalapril)
Patient populations varied between trials and as such relative risk reductions cannot be directly compared

1. McMurray et al. Eur Heart J 2012;33:1787-847; 2. SOLVD Investigators. N Engl J Med 1991;325:293-302; 3. Granger et al. Lancet 2003;362:772-66; 4. MERIT-HF study group. Lancet 1999;353: 2001-7 5. Pitt et al. N Engl J Med
1999;341:709-17; 6. McMurray et al.,N. Eng. ] Med. 2014, 371:993-1004. 7. McMurray JIV et al. Online. N Engl ] Med. 2019;381:1995-2008

25



Phdi hop 4 thudc tru cot

ry

Oi wu hoa hiéu qua giam t& vong

Table 2. Estimated Cumulative Benefits for All-Cause Mortality of Evidence-Based Medical Therapies for Patients
With Heart Failure and Reduced Ejection Fraction”

i Evidence-based therapy Relative risk reduction in all-cause mortality, 'X.\ Mortality at 24 mo, % Absolute reduction in all-cause mortality, 5

Mone MA 35 MA

ARMI (vs imputed placebo) 28 25 10

B-Blocker 35 16

Aldosterone antagonist 30 12 5

SGLT2-i 17 10 2

Quadruple therapy” 73 Sk J 10 26
m: demonstrated for each successive therapy is cumulative, without overlap or
NA, not applicable; SGLT2-i, sodium-glucose cotransporter 2 inhibitor, attenuation, and each therapy is optimally dosed, monitored, and adhered to,
 The number needed to treat for 24 months with all 4 medical therapies to & ARMI, B-blocker, aldosterone antagonist, and SGLT2-i therapy.

prevent 1 death = 3.9. This number is based on the premise that the efficacy

Giam 73% t&r vong do moi nguyén nhan

NNT = 3,9 trong 24 thang

BASSI, Nikhil S., et al. Association of optimal implementation of sodium-glucose cotransporter 2 inhibitor therapy
with outcome for patients with heart failure. JAMA cardiology, 2020, 5.8: 948-951. 26



Tan suat tac dung ko mong muon
cua cac nhém thudc chinh

Selected specific non-cardio—renal drug-related adverse reactions
of different heart failure treatments

INCIDENCE Very rare Rare Uncommon Common

<0.01% 0.1% 1% 3|% 10%

Asthma Erectile
(in predisposed patients)  dysfunction

BETA BLOCKERS!*

ACE INHIBITORS? Petiopechl B neloec o

Agranulocytosis

Angioedema

SPIRONOLACTONE* Gynaecomastia

Fournier’s Diabetic Genital

5,6
SGLT2 INHIBITORS gangrene* ketoacidosis* infections

*Patients with diabetes

ACE, angiotensin-converting enzyme; ARNI, angiotensin receptor neprilysin inhibitor; SGLT2, sodium-glucose co-transporter-2

1. GSK. Coreg” (carvedilol) Prescribing Information. Sep 2017; 2. Sanofi. Tritace® (ramipril) summary of product characteristics. Aug 2019;

3. Novartis. Entresto® (sacubitril and valsartan) Prescribing Information. Oct 2019; 4. Pfizer. Aldactone (spironolactone) Prescribing Information. Jun 2020;
5. AstraZeneca. Farxiga® (dapagliflozin) summary of product characteristics. Jan 2020; 6. Boehringer Ingelheim Pharmaceuticals. Jardiance® (empagliflozin)
summary of product characteristics. Jan 2020
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Twong tac gitra cac thudc

Medication

Potential
Enabling Effect

-2
=3
—

Potential Impact

on Tolerance
of Other GDMT

m

Sodium Glucose
Co-Transporter 2 (SGLT2) Inhibitors

:

:

\ 4
* Slow progression | |, Minimal to no
of renal . effect on blood
. Eecrer;sTd risk of | | dysfunction pressure
yperkalemia + Decreased risk of : )
ESRD or sustained | | * NO increased risk
worsening renal of symptomatic
function hypotension

Angiotensin Receptor/

Neprilysin Inhibitor (ARNI)

l

l

« Decreased risk of
hyperkalemia with
MRA, compared
with ACE inhibitors

t ARNI
! MRA

t ARNI
| MRA

< ARNI

<+ Beta-blocker

K
@

l

Packer M, et al. Eur J Heart Fail. 2021 Jun;23(6):882-894

Stephen J. Greene et al. J Am Coll Cardiol 2021; 77:1408-1411.

{ MRA
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Nén phodi hop cac thudc ntn?

Conventional Sequencing

Step 1

ACE inhibitor or angiotensin receptor blocker

1

Beta-blocker

¥

Step 2

Mineralocorticoid receptor antagonist

I

Angiotensin receptor neprilysin inhibitor

¥

SGLT2 inhibitor

Step 3

Step 4

Step 5

Uptitration to target doses at each step
Typically requires 6 months or more

Rapid Sequencing

ol - Ry

Angiotensin receptor
Step 2 neprilysin inhibitor
Mineralocorticoid receptor
Step 3 antagonist

All 3 steps achieved within 4 weeks
Uptitration to target doses thereafter

Packer M, et al. Eur J Heart Fail. 2021 Jun;23(6):882-894
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Khai tri sém tir trong vién ngay khi
bn on dinh v&i 4 nhom thuobc

Barriers in practice STEP 1.
Clinical inertia
Hypotension

NO YES
x IN-HOSPITAL INITIATION
START AT THE LOWEST DOSE
Hyperkalemia
Patient’s tolerability

Worsening renal function

Allergies
Sociodemographic factors Stable maintenance of BP?
2100 mmHg for at least 24 hours;
absence of symptomatic hypotension
No increase in IV diuretics
for at least 24 hours?
No use of IV vasodilators in last 24 hours?
x No use of IV inotropes in last 24-36 hours?
No overt renal dysfunction?
IN-H PITAL (eGFR <30 mL/min./1.73 m?) L
0S A Serum potassium (K*) <5.1 mmol/L? 8
INITIATION Euvolemia achieved? g
(patient switched to oral diuretic) Q
% No impending contrast use for a
diagnostic examinations? o
| CLINICAL 5
e STABILIZATION 5
I ACHIEVED?
STEP 3.
Comprehensive ASSESSMENT o8
: PP S —————. [
disease-modifying  Additional therapies? wI<H
for HFrEF vericiguat, ivabradine, - E o

Josip A. B, ett al. Expert Review of Cardiovascular Therapy, 2022;20:2,91-94,
DOI: 10.1080/14779072.2022.2039626 30



Khoi tri ddng thoi, tang téc phdi hops
cac tru cot

radltlonal Serial Strate

Initial Diagnosis

of HFrEF 2-4 weeks 2-4 more weeks 2-4 more weeks
ACEI 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

e

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

|

Simultaneous or Rapid Sequence Strategy

GDMT Day 1 Days 7-14 Days 14-28 Days 21-42

ARNI Initiate, low Continue Titrate, as Titrate, as
dose tolerated tolerated

Beta-blocker Initiate, low Titrate, as Titrate, as Titrate, as
dose tolerated tolerated tolerated

MRA Initiate, low Continue Titrate, as Continue
dose tolerated

SGLT2i Initiate Continue Continue Continue

31
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Sw khac biét lieu ciia Chen Beta GC,
UCMC Ién ty Ié t&r vong & bn Suy Tim

ACE-inhibitor/ARB Beta-blocker
— 0% (n=305) — 0% (n=200)
25 1 1-49% (n=686) 25 |— 1-49% (n=1062)
— 50-99% (n=639) — 50-99% (n=581)
—  >100% (n=470) —  >100% (n=257)
< 20 < 20
T ®
() (0]
© ©
O @
& g
g 157 £ 15
[ (0]
o 2
[0} [
(o} [o}
2 g
E 10 E 10 -
> >
S £
3 >
O O
5 5
0 0
I I I I I I I I I I I I I I
100 200 300 400 500 600 700 100 200 300 400 500 600 700
Survival Time in Days Survival Time in Days

Y
u

Dung thuoc dat cang dén liéu dich,
thi hiéu qua giam ty lé tir vong cang cao

Eur Heart J, Volume 38, Issue 24, 21 June 2017, Pages 1883-1890, https://doi.org/10.1093/eurheartj/ehx026 32



https://doi.org/10.1093/eurheartj/ehx026
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Co ché cua loi ti

65% sodium reabsorption
(in HF reabsorption up to 75%)

5% sodium
reabsorption

E

/ 5% sodium
PP B reabsorption
S . ' '
: : o Mineralocorticoid
] Xy .
' Na Na- - N receptor antagonist
: TN YR | B s s e Y R L R L L R S R et K
] HCO: H ;.: - reabsorption
i Acetazolamide B 2 "‘.\a‘”‘ Hc;?‘< E
1
s o T ‘| D R .
| SGLT2-inhibitors ,N-’:‘: ; | ae
s Glucose 8 i E : ¢ :
1
:‘"‘“"“"““‘““""‘"“"""‘“““""“" : Na Vaptans E
E 24 il ‘ $
roximal convoluted tubuli ' N &
l:' P \ E —f=—K A'.‘;\é? i
|:| Loop of Henle \l ;
\ '
|| oistal convoluted tubuli (0CT) b i
D Collecting ducts
Mullens, W., Damman, K., Harjola, V.-P., Mebazaa, A., Brunner-La Rocca, H.-P., Martens, P., ... Coats, A. J.
(2019). The use of diuretics in heart failure with congestion - a position statement from the Heart Failure 33

Association of the European Society of Cardiology. European Journal of Heart Failure. doi:10.1002/ejhf.1369



Loi tiéu trong Suy Tim

LOW VS HIGH CEILING DIURETICS
Opie 2012

5 > < _High-ceiling
ose 1or Loop diuretic§|

oliguria
Dose for
severe CHF
7)
8 Dose for
= mild CHF
L // Low-ceilling
Low-dose thiazides
Dose for
hypertension|  _ _ _ _——— K* -sparing
=" Diuretics
-~
-~
Dose —»

Figure 4-3 High- and low-ceiling diuretics, their differences, and the doses
of each group used for various indications. Lowest doses are used for hyper-

tension. CHF, Congestive heart failure. (Figure © L.H. Opie, 2012.)
Lionel H. Opie, MD. Drugs For The Heart 9t edition.
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Piéu tri loi tiéu

Diéu tri bang Igi ti€u suy tim cap

l

7 o~ . .
17[\'}'(/}— BN dang uéng lgi tiéu quai — C j

=20-40 mg i.v.
furosemide
1

Tiém tinh mach liéu bang hay
gap 2 liéu ung hang ngay
|

CONGESTED
Variable
EUVOLEMIA
c Orthopnea None Mild Moderate Severe/worst
-E JVP (cm) <8 and no HIR <8 8-10 or HIR+ 11-15 >16
%’; Hepatomegaly Absent Liver edge Moderate Massive
S pulsatile enlargement
® enlargement and tender
£ Edema None +1 +2 +3/+4
© 6MWT >400m 300-400m | 200-300m 100-200m <100m
NP (one of
both): <100 100-299 300-500 >500
-BNP <400° 400-1500 1500-3000 >3000
-NT-proBNP
- pulmonary - Interstitial or
s clear clear cardiomegaly venous alveolar edema
E Chest X-ray congestion*
= - small pleural
E effusions*
g none of two: One of two: Both:
= Vena Cava - Max diameter >2.2 cm - Max diameter >2.2 cm - Max diameter
& imaging ** - collapsibility <50% - collapsibility <50% >2.2¢cm
- collapsibility
<50%
Lung <15 B-lines when scanning 15-30 B-lines when scanning >30 B-lines
Ultrasound * 28-sites 28-sites whezr::i:::ing

¥

- Natri 1 mau nudc tifu  sau 2 gid 250-70 mEq/L
+ T8ng lugng nudc tifu  sau 6 gid =100-150mL/h

C ®
v J
L&p lai liéu Téng gép déi liéu tiém tinh

mach, cho dén liéu t5i da

. .
tuong tu moi 12 gid tiém tinh mache

v

- Natri 1 mdu nudc ti€u  >50-70 mEg/L trong 2 - 6 gid

- Téng Iugng nudc tifu  sau 6 gid =>100-150mL/h
1
C K
y T
. Kiém tra dién giai » -
Eg{’ :ﬁﬁg"ﬁﬂy'g' «——» vacreatinnemdi <« » Ph8ihop loi tiéu®
24 gig

(1) Mullens, W., Damman, K., Harjola, V.-P., Mebazaa, A., Brunner-La Rocca, H.-P., Martens, P., ... Coats, A. J.
(2019). The use of diuretics in heart failure with congestion - a position statement from the Heart Failure

Association of the European Society of Cardiology. European Journal of Heart Failure.

(2) Khuyén céo diéu tri suy tim 2022, VNHA.
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Co ché cla ACEi

SYSTEM: WHERE INHIBITORS ACT

Opie 2012

Low blood volume

Low BP Aliskiren, Renin inhibitor

Sodium lack

HPT HE | ! © l .

@ angiotensinogen ACEi:
,Prorenin # renin #
? . ?
damage angiotensin - I s Giam co mach
Ha huyét a
ACE inhibitor /l@ l ® yet ap
. Giam truong luc GC
angiotensin - 11| breakdown Gidm Aldosterone
l . Gidm phi dai that
. Gidm tai ciu truc tim
AT - Ireceptor NS, receptor T3 bradvkini
. an ra NN
Angiotensin receptor ’@/,_,1 unblocked g y
blocker (ARB) SHIT % strokes &
Aldo blocker Na and fluid retention; BP 1

Opie’s Cardiovascular Drugs, 9" Edition, 2012, p183-186



Khoi tri cua ACE;]

Uc ché€ men chuyén dugc khuyén cdo bénh nhan
STPSTM giam dé giam nguy cd nhap vién do suy
tim va tr vong

U'C CHE MEN CHUYEN (ACE-I)

CHONG Cb Captopril 6.25 mg t.id. 50 mg t.id.
AN ? 2 Enalapril 2.5mg b.id. 10 - 20 mg b.i.d.
1. Tien su Phu maCh Lisinopril? 2.5-5mg o.d. 20-35mg o.d.
2. Hep dong mach than 2 bén. Ramipril 2.5mg biid 5 mg biid.
Trandolapril® 0.5 mg o.d. 4 mg o.d.

3. Pang mang thai/nguy co c¢6 thai.

4. Dj &rng bat ki thanh phan nao cuda thudc.

THAN TRONG

1. Kali mau >5 mmol/L.

2. Giam chtrc nang than, eGFR<30 ml/min/1.73m?2 da.

3. Ha HA c6 triéu chirng hoac nang ko triéu chirng (HATT<90 mmHg).

4. Twong tac thudc: Thudc lam tang K, MRAs, U'C Renin, NSAIDs,
trimethoprim/trimethoprim-sulfamethoxazole, mudi thay thé véi K+ cao.

Heart Failure, ESC 2021 37



Co ché cla ARNI

ANP, CNP va cac

peptide van mach khac*

Tang cwrdng
Dan mach
+ HA
+ Truong lyc giao cam
¢ Aldosterone
+ Xo héa
¢ Phi dai
t Bai Na niéu/loi tiéu

Sacubitril
(AHU377; tién chat)

LBQ657
(Uc ché& NEP)

medicalnewstoday.com 2016

Hé RAA

Angiotensinogen

(téng hop & gan)
Ang |
L Ang Il
~
~
L *
“OThy thé AT,
Ucché
Co mach
t HA

t Truong lyc giao cam
t Aldosterone

t Xo héa

t Phi dai
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Khoi tri cua ARNI

Sacubitril/valsartan dugc khuyén cao thay thé cho
(rc ch€ men chuyén & bénh nhan STPSTM giam dé
giam nguy cd nhap vién do suy tim va tr vong

CHONG CD
1. Tién s& Phu mach. Sacubitril/valsartan 49/51 mg b.i.d.c 97/103 mg b.i.d:
2. Hep d6éng mach than 2 bén.
3. PNMT, nguy co co thai va dang cho con bu.
4. Dj &rng bat ki thanh phan nao cda thubc.
5. eGFR<30 ml/min/1.73m?2 da.
6. Ha HA ¢ triéu chirng hoac HATT<90 mmHg.
THAN TRONG
1. Ngirng UCMC it nhat 36h.
2. Tang K+ mau > 5.0 mmol/I.
3. Twong tac thudc can lwu y: thudc lam tang K/loi tiéu gitt K, MRAs,
trc ché renin, NSAIDs, trimethoprim/trimethoprim-sulfamethoxazole,
mudi thay thé v&i ham luong K+ cao.

Heart Failure, ESC 2021 39



Khéi tri cua ARNI

Hiéu chinh liéu Sacubitril/Valsartan cho cac déi twong dic biét

Péi twong Liéu khé&i dau

Bn dung liéu cao ACEi 49/51mg b.i.d
> Enalapril 10mg/d or ACEi khac twong dwong

Bn ding liéu cao ARB
> Valsartan 160mg/d or ARB khac twong duwong

Bn ding liéu thap or trung binh ACEi 24/26 mg b.i.d
< Enalapril 20mg/d or ACEi khac twong dwong

Bn dung liéu thap or trung binh ARB
< Valsartan 160mg/d or ARB khac twong dwong

Ko dung ACEI/ARB
Suy than nang* (eGFR <30ml/p/1,73m2)
Suy gan murc do trung binh (Child-Pugh Class B)

Nguw&i cao tudi (= 75 tubi)

=> Tang liéu dan dén liéu dich sau méi 2 - 4 tuan

néu bé&nh nhan dung nap dwoc.

Ngudn Tim mach hoc: bang 3:Hiéu chinh liéu Sacubitril/Valsartan cho cac déi twong dac biét 40



Co ché clla MRAS

ALDOSTERONE EFFECTS

Opie 2012

<~—— Naload B :
physiologic pathologic
MRASs:

Chong xo héa

T LU N A . Giam tai ciu truc co tim
—— . Giam loan nhip tim
KT o N - A o s
. Tiéet kiém kali mau
Renal tubule \ gﬁﬂ% 2. ’
fIbl’OSIS \\l\‘\‘ worse . Thai Na, NUWO'C
AN il
“\‘:1-_—!5’

/\A Vascular resistance 1
CHgOH

_ Na+ aldosterone
*" BP 1
CO

HC
TNat K+ &ﬁ rl?esis%anc.e
ertension
[Renin ¢|| AT ] 0 &

Opie’s Cardiovascular Drugs, 9 Edition, 2012 41



Khoi tri cua MRAS
Thudc d6i khang thu thé mineralcortiod (MRA)

dugc khuyén cdo cho bénh nhan STPSTM giam dé
giam nguy cd nhap vién do suy tim va t vong

THUGC POI KHANG THU THE MINERALOCORTICOID (MRA)
Eplerenone 25mg o.d. 50 mg o.d.

Spironolactone 25mg o.df 50 mg o.d.

CHONG CPb:
Di tng v&i bat ki thanh phan nao cla thudc.

THAN TRONG

1. Tang Kali mau >5 mmol/L.

2. Giam chirc nang than eGFR <30 ml/p/1.73m2 da

3. Tuwong tac thudc can luu y:
Thuéc lam tang K, UCMC/CTTA/UC renin, NSAIDs,
trimethoprim/trimethoprim-sulfamethoxazole,
mudi thay thé vai ham luvong K+ cao, rc ché CYP3A4 manh.

Heart Failure, ESC 2021 1o



Afferents

Arterial
Chemoreceptors

Arterial
Baroreceptors

Cardiopulmonary
Barorecepl

@ Chen beta

Pulmonary
Receptors

Kich hoat than kinh giao cam

Heart Failure
CNS

Muscle Metaboreceptors

Sympathetic Nervous System Activation in Human Heart Failure S. Floras

Efferents

t Heart
Rate

INE Adverse

Cardiac
Effects

tNat
‘e Reabsorption

INE ® { Renin
ftRenal

NE Vascular
( Resistance

{7 %), !Peripheral
INE § ! Vascular
N Resistance
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Khoi tri cua Chen Beta GC

Pung chi dinh
Pung thudc

Pung thdi diém
Pung liéu lvong

44




Khoi tri cua Chen Beta GC

Pung chi dinh

Chen beta giao cam dugc khuyén cao bénh nhan
STPSTM giam &n dinh d€ gidm nguy cd nhap vién

do suy tim va t(r vong

Chdng chi dinh:

1.

2.
3.
4

Block AV do 2, 3 chwa dat may tao nhip.
Thiéu mau chi nghiém trong.

Chdng chi dinh twong dbi v&i hen phé quan.
Di (rng véi thanh phan cla thudc.

Supplementary data (2021). ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
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Khoi tri cua Chen Beta GC

Pung thudc

Chen Beta c6
chon loc?

Khong (B1 B2)

Khong ISA

Bisoprolol
Carvedilol
Metoprolol succinate (CR/XL)
Nebivolol

46



Khéi tri cua Chen Beta GC

ROUTE OF ELIMINATION
Opie 2012
100% 80 60 40 20 0
BY LIVER = —
BY KIDNEY
0 20 40 60 80 100%
Propranolol  Timolol Pindolol Acebutolol Atenolol
Carvedilol Bisoprolol (metabolite) Nadolol
Metroprolol Nebivolol Sotalol
also: betaxolol, labetalol, penbutolol Carteolol

Drug for the heart 8th edition

a7



48



Khoi tri cua Chen Beta GC

Pung liéu lwong

CHEN BETA Liéu khéi dau

Bisoprolol 1.25 mg o.d. 10 mg o.d.
Carvedilol 3.125 mg b.i.d. 25 mg b.i.d.*
Metoprolol succinate (CR/XL) 12.5-25mgo.d. 200 mg o.d.
Nebivolol 1.25 mg o.d. 10 mg o.d.

*“Start low, go slow”

Theo ESC 2021

49



Khoi tri cua Chen Beta GC

CENTRAL ILLUSTRATION: Clinical Algorithm for Up-Titration of $-Blockers

Patient with HF and left ventricular ejection fraction (LVEF) < 40%
[

Does patient have contradictions to 3-blockers?
(Cardiogenic shock, symptomatic bradycardia, 2nd degree/3rd degree heart block)

|

= ¢ Regularly

———

Initiate and uptitrate 3-blocker ST
(Double dose no more frequently than every 2 weeks; use specialized nurse facilitators) eil)igtii;lri]:y
|
Metoprolol XL Carvedilol Bisoprolol B:blocker therapy
Initial dose: 12.5-25 mg daily Initial: 6.25-12.5 mg twice daily Initial: 1.25 mg daily not appropriate
Target dose: 200 mg daily Target: 25 mgq twice daily Target: 10 mg daily nuont(I)lncg;):rd;l)tel?srilsst

Is patient intolerant of increased dose?
(Worsening HF, bradycardia, hypotension, fatigue)

¢ Regularly
assess
Achieve a maximally tolerated dose Strategies to increase tolerance: patient
l tolerance
@ Decrease diuretic dose if volume depleted :
Does patient have LVEF = 35%, I
sinus rhythm and heart rate = 70 bpm? O In-class switching :
_____ 1
Q:D & Minimize other AVN blockers
Consider initiation of ivabradine & Reduce calcium channel blocker dose

Bhatt, A.S. et al. J Am Coll Cardiol. 2017;69(20):2542-50.
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Khoi tri cua Chen Beta GC

Afyrnp y! . Bradycardia Reduce

History of myocardial START Eeta-blocker therap) dose

- - = o ! o

infarction or LVEF <40% \ and titration < __/)
Bronchospasm STOP

Stable heart failure START

Unstable heart failure . . .
Any of: g ! s Try another
. symptoms, headaches, dizziness

Readjustment | | Current symptoms at rest pto beta-blocker
of regimen Evidence of fluid overload
including ACE . <
inhibitors Hypotension
and diuretics Declining renal function Occasional dep son sTOP

Recent hospitalization for

intravenous therapy < W

| Persistent (3 to 6 months) W
_ exertional fatigue, lethargy Reduce
K remains in patients ip.uthwwisa dose
l\ L.II'ISTEIblE, beta- stable condition
— blocker therapy
Unstable heart failure

not indicated

A&

Stevenson, L. W. (2002). Beta-Blockers for Stable Heart Failure. New England Journal of Medicine, 346(18), 13465%347.




Khoi tri cua Chen Beta GC

Medscapes

Week 1

Week 15

W\VW.I'HEE'EIL‘-E[]E.CDH’I

Wisit 1 Clinical history, examination, ECG, serum biochemistry
Consider starting or optimising dose of ACE inhibitor

Prescribe bisoprolol 1.25 mg, which patient starts at home

-

Wisit 2 Clinical history and examination
Imcraase bisoprolal dose to 2.5 mg daily

Wisit 3

Clinical history and examination
Increase bisoprolol dose to 3.75 mg daily

Wisit 4

Clinical history and examination
Imcraase bisoprolal dose to 5 mg daily

!

Clinical history and examination )
Increase bisoprolol dose to 7.5 mg daily

Wisit s

Visit6  Clinical history and examination
Incraase bisoprolal dose to 10 mg daily (target dose) and

discharge

Key: ECG = eledrocardiogram; ACE = angiotensin-converting enzyme

Sourca: Br J Cardial © 2004 Sherbourme Gibbs, Lid.

Toi wu hoa liéu Bisoprolol trong
HFrEF:

« Khéi dau 1,25 mg/d

- Tang dan liéu KHONG SOM
HON 2 tuan

« DPanh gia lai bn trwdce khi tang liéu
« Liéu dich 10 mg/d
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Co ché tac dong cia SGLT2i

51 segment proximal tubule:
~90% of renal glucose reabsorption

Blood Urine
Proximal -
bagolateral Tubule apical / tubwlar
K= —>
|-’|TF'.w=_!
€« Na MNa
~90% of glucose
filtered reabsorption
.-/?-- B -..\.
Glucose €— GLU Ti:),l— Glucose
M ’%_} ]
reabsorption
SGLT-2
inhibitors

()

https://tmedweb.tulane.edu/pharmwiki/doku.php/sglt-2 inhibitors
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Thubc rc ché SGLT2:

DAPA-HF EMPEROR-Reduced

(1) MCMURRAY, John JV, et al. Dapagliflozin in patients with heart failure and reduced ejection
fraction. New England Journal of Medicine, 2019, 381.21: 1995-2008.

(2) PACKER, Milton, et al. Cardiovascular and renal outcomes with empagliflozin in heart
failure. New England Journal of Medicine, 2020, 383.15: 1413-1424.
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Thubdc e ché SGLT2:
Bao vé than

Co tiéu dong mach dén
-> giam AL loc cau than

Afferent arteriole

constriction | Intraglomerular

pressure

SGLT2
inhibitors

tProteinurea

Verma and McMurray (2018) Diabetologia DOI 10.1007/s00125-018-4670-7
© G. Oomen 2018
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Thubc e ché SGLT2:

SGLT2 inhibitors Loop diuretics

E- EEjg

Na* Interstitial Intravascular Na* Interstitial Intravascular
volume volume volume volume

Interstitial oedema in
congestive heart failure

Verma and McMurray (2018) Diabetologia
© G. Oomen 2018
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Khoi tri cua SGLT2;i

Bn trong vién

Phau thuat dwdng niéu — duc

Toan ceton ] » w
D3t dan lwu bang quang banh gia Huyéet Ap
Huyét déng ko 6n dinh

Nhiém tring

Dung thuéc cén quang trong vong 48h
hoac trw¢c khi dung

Dung NSAID HA tdm thu < 100 mmHg HA tam thu > 100 mmHg
Khéng &n dwdng miéng HA tdm trwvong < 60 mmHg | HA tam trwong > 60 mmHg

i Danh gia
KHONG Kkhéi tri chirc nang than
thubc SGLT2i

MLCT < 30 MLCT = 30
ml/p/1,73m2 ml/p/1,73m2

Can nhac dirng SGLT2i néu: Gidm liéu hodc ngirng thude loi tiéu néu duoc
MLCT giam >30% va Theo doi huyét ap hang ngay -
hdi chan chuyén khoa tiét niéu Theo dai Creatinin va MLCT t6i thieu 1 tuan/lan

. . . , S7
Hoang Anh Tién (2021). Bao cao Phdi hgp thudc trong diéu tri suy tim.



Khoi tri cua SGLT2i

Empagliflozin hoac Dapagliflozin dugc khuyén cao
cho bénh nhdn STPSTM giam dé€ gidm nguy cd
nhap vién do suy tim va tr vong

UC CHE SGLT2 (SGLT2-I)

Empagliflozin 10 mg o.d. 10 mg o.d.

CHéNG CB Dapagliflozin 10 mg o.d. 10 mg o.d.

1. Ding

2. PNMT/nguy co c6 thai hoac dang cho con bu

3. eGFR <20 ml/min/1.73m2 da

4. Ha HA co triéu chirng hoac HATT<95 mmHg

THAN TRONG

1. DTD tip 1, nguy co toan keton

2. Nhiém tring niéu

3. Twong tac véi Insulin, SU, nguy co ha duwong
mau

4. Twong tac véi lgi tiéu quai, nguy co mat nwéec,
ha huyét ap va suy than truwdc than

Heart Failure, ESC 2021 58
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Tong hop liéu cac thud

ACE-I
Captopril®
Enalapril
|J5ir'||:||:u|'il':l
Ramipril
Trandolapril*
ARNI

Sacubitrilvalsartan

Beta-blockers
Bisoprolol
Carvedilol

Metoprolol succinate

(CRIXL)
Mebivolol
MRA

Eplerencne

Spironolactone

SGLT2 inhibitor

Dapagliflozin
Empagliflozin

Starting dose

6.25 mg tid
25 mg bid
255 mgod
25 mg bid
0.5 mg o.d

49/51 mg bid"

1.25 mg od.
3.125 mg bid.
12.5=25 mg od

1.25 mg od

25 mg od.
Emgu.:f

10 mg o.d.
10 mg o.d.

Heart Failure, ESC 2021

Target dose

50 mg tid.
10—20 mg buid.
20-35 mg od.
5 mg bid

4 mg aud.

97103 mg buid

10 mg od.
25 mg bid®
200 mg o.d.

10 mg od.

50 mg o.d.
50 mg o.d.

10 mg oud.
10 mg oud.

Other agents

Candesartan 4 mg o.d. 32 mgod.

Losartan 50 mg o.d. 150 mg o.d.

Valsartan 40 mg b.id. 160 mg b.id.
Ivabradine 5 mg b.id. 7.5 mg bid.
Vericiguat 2.5 mg od. 10 mg o.d.

Digoxin 625 ng o.d. 250 pg od.
Hydralazine/ 37.5 mg tid/20 mg tid. 75 mg tid/40 mg tid.

lsosorbide dinitrate

ACE-l =angiotensin-converting enzyme inhibitor; ARMNI= angiotensin receptor-
neprilysin inhibitor; bid. =bis in die (twice daily); CR =controlled release; CV =
cardiovascular; MRA = mineralocorticoid receptor antagonist; o.d = omne in die
(once daily); SGLT2 = sodium-glucose co-transporter 2; tid =ter in die (three
times a day); XL = extended release.

Indicates an ACE-l where the dosing target is derived from post-myocardial
infarction trials.

Plndicates drugs where a higher dose has been shown to reduce morbidity/mor-
tality compared with a lower dose of the same drug, but there is no substantive
randomized, placebo-controlled trial and the optimum dose is uncertain.
“Sacubitril/valsartan may have an optional lower starting dose of 24/26 mg bid.
for those with a history of symptomatic hypotension.

“Indicates a treatment not shown to reduce CV or all-cause mortality in patients
with heart failure {or shown to be non-inferior to a treatment that does).

“A maximum dose of 50 mg twice daily can be administered to patients weighing
over 85 kg.

'Spironolactone has an optional starting dose of 12.5 mg in patients where renal
status or hyperkalaemia warrant caution.
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Tr& ngai dé toi wu thudc

Ideal Characteristics

Social Factors
Age
Sex
Race/Ethnicity ‘ One pill, once per day, one dose, no titration [Z
Comorbid conditions
ﬂ Substantially improves survival and prevents hospitalization [Z
@
3 Meaningfully improves quality of life and functional status [Z
Physiologic Factors O;O flly Improvmsiguafity
o o
Cardiorenal syndrome @ i I N B’
Benefits appear rapidly within days to few weeks of initiation
Hyperkalemia PP pidly !
Angioedema
—M’- Well tolerated and safe IZ
Drug Class Dose Points !‘ > Does not lower blood pressure or does so very minimally E
Beta-adrenergic antagonist None 0
<50% maximum dose 1 = . : . .
ST i T e 2 No adverse renal effects, and instead preserves kidney function and prevents dialysis Iz
ACE inhibitor or ARB None 0
«<50% maximum dose 1
~50% maximum dose 2 ] Improves tolerability of other heart failure medications Iz
Sacubitril-valsartan None 0 @
Any Dose 2 ® .
Mineralocorticoid receptor None 0 =] Affordable and accessible D
antagonist Any dose 1
Hydralazine and isosorbide None 0
dinitrate Any dose 1

(1) KHAN, Muhammad Shahzeb; FONAROW, Gregg C.; GREENE, Stephen J. SGLT-2 Inhibitors for Heart Failure: Clinical
Trial Efficacy and Clinical Practice Effectiveness. European Journal of Heart Failure, 2021.
(2) DEFILIPPIS, Ersilia M.; FIUZAT, Mona. Putting the “Optimal” in Optimal Medical Therapy. Heart Failure, 2021, 9.1: 39-41. 60



Tré ngai v&i cac thudc try cot:
Ha Huyét ap va cac van de khac

STEPI

Evaluate BP during at least two visits
AND

Better assessment of the link between low BP and symptoms
Ambulatory BP Measurement

e 3
[ Nomodification ) € NO — Persistent low BP with related symptoms )

|
YES

.

STEPII
Stop/Reduce non-HFrEF BP lowering therapies €«—

calcium antagonists, centrally-acting antihypertensive drugs, alpha-blockers
(sometimes used for prostate conditions), nitrates or all other vasodilators

!

( Persistent low BP with related symptoms \

!

STEPINI

Cautela J, et al. Eur J Heart Fail. 2020 Aug; 22(8):1357-1365 61



STEP I

Lower diuretics dose in non-congestive patients
Chnical evaluaton, BNPYNT pro BNP. lung ultrasound.

echocangiograptTy, congestion soone

Tr® ngai v&i cac thuoc try cot:
Ha Huyét ap va cac van dé khac

STEPIV

n

Define the clinical profile”

Lo

L

L

!

I

KIDNEY FUNCTION KALAEMIA HEART RATE HISTORY OF SEVERE NO SPECIFIC
GFR < 30 m/min/1 73m? K'»50mEgn HR < 60 bpm ARRHYTHMIA CLINICAL PROFILE
1. Decrease dosa of 1. Decrease dose of MRA 1. Stop glycoside and/or 1. Decrease dose of 1. Decrease dosa of
ACEIVARB or ARN 2 Decrease dose of I channal blockes ACEVARS or ARN ACE-JA:GB(X ARN:
2. Decrease dose of MRA ACEVARB or ARN; 2. Decrease dose of 88 2. Docrease dose of MRA andAx
3 SwitchthecurentRAAS | | 3. Switchthecurret RAAS | | 3. Discuss permanent 3. Decrease dose & Decresss doss of MFA
blockar for another blocker for another pacing of batablockers
between ACEior ARB between ACEior ARB
or ARNI or ARN
Foa—— — / P —" A——
W
- - "
CONSIDER A PERSISTENCE EFERTO AHEART
NEW TITRATION OF LOWBP FAILURE TEAM

Cautela J, et al. Eur J Heart Fail. 2020 Aug; 22(8):1357-1365
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Hiéu qua diéu tri Suy Tim theo MLCT ¥ 1)

Evidence for improvement in outcome in patients with HF

Strong

Moderate

Weak |

Absent [Z&

CKD GFR
category

House AA, et al. Kidney Int. 2019 Jun;95(6):1304-1317

==
=

e
2

/

N 47 Lessen symptoms
eqe $ ¢ 0('\('\0
et 2\°) A & ;04
“ACEi (CKD GSD) Sl ?S\Q
= 4 ‘\4\
7 L
7, o\
1&—\0
&% Reduce
<2 4 > 5 p
\@v AS hospitalization/death
Digoxin
4
'.
2,
§QV'" >
'/1‘ 5 ) ) Risk:benefit ratio likely to
S Potential harm with be similar for eGFR > 60 ——
: digoxin in CKD G5D
| | | | | |
0 10 20 30 40 50 60
eGFR (ml/min per 1.73 m2)
CKD G5 CKD G4 CKD G3a-G3b

Dialysis indicated

CRT (i) = QRS > 120 ms, LBBB QRS morphology, EF < 35%
or QRS > 130 ms, EF < 30%

CRT (i) = QRS > 150 ms

Loop diuretics (p.o./i.v.) (furosemide, bumetanide, torsemide)
and thiazide diuretics (metolazone [p.o.], chlorothiazide [i.v.])
= benefit uncertain

63



CA&c bién phap diéu tri khac

Cay may pha
rung tim

Vi tri ¢6 dinh may ICD X-Quang tim-phéi thang sau ddat may ICD

wifoeley |
71O % Biuouy3so?
@ BIOTRONIK
Made in Germany

medicalnewstoday.com 2016 62



C‘éy may tai
dong bo tim

medicalnewstoday.com 2016



Cé&c bién phap diéu tri khac

Kep Mitral Valve Clip

https://www.youtube.com/watch?v=4-yTPOEaZzg
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Piéu tri cAc bénh ddng mac

Rung Nhi @ ® Dai thao duong

Thiéu mau, ‘Bénh e \
thiéu sat r% dong mac /} Bénh mach vanh

RL giac ngl @ @ Bénh van tim




Theo doi bénh nhan Suy Tim

A multidisciplinary team (which combines
healthcare professionals from different
specialities) is recommended to ensure correct
tests, accurate diagnosis and appropriate
therapy, education and follow-up

BEaH

If you've recently been discharged from
hospital, follow-up should be more frequent,
including a visit 1-2 weeks after leaving
hospital to check your symptoms and how
well the medications are working

ESC Heart Failure patient guidelines 2022

21

Regular follow-up is important, even if your
condition is stable. The ESC Clinical Practice
Guidelines recommend at least every 6 months
to check things like heart rhythm, blood pressure
and kidney function

Telemeonitoring, where you may send
information such as your symptoms, weight
or blood pressure to your healthcare provider,
may be used to adjust treatment or get
further advice

68



Diéu tri Suy Tim can két hop
tr nhiéu phia

Multidisciplinary team

®
e
®

Management
Medication Devices Surgery Lifestyle and
monitoring

Help patients live longer, prevent hospital stays, decrease symptoms and improve quality of life

ESC Heart Failure patient guidelines 2022 59



Két luan

» Suy tim la bénh canh lam sang da dang, tién trién lién tuc theo
thoi glan nén can tiép can toan dién, diéu trj tich cwc v&i muc
tiéu giam ty Ié tir vong, ty 1€ tai nhép vién va tang kha nang
gang suc, chat lwong cudc song.

4 nhdm thudc trén dong vai tro tru cot khéng thé thiéu trong
diéu tri suy tim PSTM gidm & gidm nhe. Khi két ho’p chung
khong nhirng dat dwgc nhirng muc tiéu chinh ma con c6 mang
lai nh|eu lo'i ich khac. Nén dwoc ph0| hop dong thoi som tw
liéu thap, ngay khi huyet dong tam On trong giai doan cap, dam
bao du 4 thudc trong vong 4 tuan du chwa dat liéu tbi wu.

« C4 thé hoa diéu tri theo trng kiéu hinh, cac bénh dong mac toi
wu, cling gép phan cho diéu tri suy tim dat loi ich toi da.

* Quan ly, theo doi va két hop tr nhiéu phia la quan trong trong
qua trinh diéu tri @ bénh nhan suy tim
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THANK YOU




