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» Urak catismazhgi (lat. insufficientia cordist 2 —
urok ozolasinin yigilma gabiliyyatinin zoiflomosi
naticasindo meydana cixan klinik oliimle naticoalons
bilon miirakkab klinik sindromdur.
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Stages in the development and progression of heart failure

AT RISK FOR

HEART FAILURE
(STAGE A)

Patients at risk for HF
but without current
or prior symptoms or
signs of HF and
without structural,
biomarker, or genetic
markers of heart
disease

Patients with HTN,
CVD, DM, obesity,
known exposure to
cardiotoxins,
family history of
cardiomyopathy

PRE-HEART

FAILURE
(STAGE B)

Patients without
current or prior
symptoms or signs of
HF but evidence of
one of the following

Structural heart disease:
e.g4. LVH, chamber
enlargement, wall mation
abnormality, myocardial
tissue abnormality,
valvular heart disease

Abnormal cardiac
function: e.g. reduced LV
or RV ventricular systolic

function, evidenco of
increased filling pressures
or abpormal diastolic
dysfunction

Elevated natriuretic
peptide levels or elevated
cardiac troponin levels in
the setting of exposure to

cardiotoxing

European Journal of Heart Failure (2021)23, 352-380; Journal of Cardiac Failure (2021)27(4) 387-413

HEART FAILURE
(STAGE C)

Patients with current
or prior symptoms
and/or signs of HF

caused by

Structural and/or
functional cardiac

abnormality
Heart Persistent
Failure in Heart Failure
Remission

with GDMT and risk factor modification

ADVANCED
HEART FAILURE
(STAGE D)

Severe symptoms
and/or signs of HF at
rest, recurrent
hospitalizations despite
GDMT, refractory or
intolerant to GDMT

Requiring advanced
therapies such as
consideration for

transplant, mechanical
circulatory support, or
palliative care
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CLINICAL PRACTICE GUIDELINE: FULL TEXT

2022 AHA/ACC/HFSA Guideline for
the Management of Heart Failure

2021 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

Step &
Referral for HF
specialty care for
additional therapy

HFrEF NYHA -1V, in
1 African American
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NYHA 1-lI;
> LVEF 535%;
>1y survival

Refractory HF | |
(Stage D)

LVEF 540%
Persistent HFrEF [— NYHA 1i-{i;
(Stage C) ambulatory IV;
—»  LVEF £35%;
NSR and QRS
2150 ms with LBBB

Symptoms

EHJ 2021;00:1-128; Circulation. 2022;145:00-00



UC mualicasinin tarixcasi
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Vasodilators:
hydralazine/nitrate

ACEis
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V-HeFT / A-HeFT
CONSENSUS / SOLVD
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Beta-blockers  \

| 2000s

ICD and CRT
devices

Mineralocorticoid

| |receptor antagonists

CIBIS Il / MERIT / COPERNICUS

RALES / EMPHASIS

| 2020s
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SGLT2i
' 2 O 1 OS sGC stimulator
L ~ Myosin activator
VAD / ARNi DAPA-HF
e EMPEROR-Reduced

sacubitrilivalsartan | oo o o GALACTIC

SHIET

PARADIGM-HF

CARE-HF / MADIT-CRT / RAFT
MADIT Il / SCD-HEFT / DANISH

5 illik mortalita
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* Mouemy Henb3a aenntb Tabnetkn APHAU?

* HapyweHune ao3upoBKU: [penapat npeacraBasaer cobom CNOKHbIN
KOMMNAEKC, COeANHALWMN ABa AEUCTBYIOLWMX BELLECTBA HA
MOJIEKYIAPHOM YPOBHE. [1pn nonbiTKe pa3/iomaTb TabneTky Bbl HE
CMOXeTe NOYYUTb POBHbIE MNOJOBUHbI AEUCTBYHOLLMUX KOMMOHEHTOB.

 3awmTHaA 060n0uKa: [TheHoYHOoe NOKPbITUE 3aLLUULLLAET KOMMNOHEHTbI
OT NpeXKAeBpeMeHHOro pacTBoOpeHusa B enygke. PaspyLlieHume
000/104YKM HapyLLaeT NPaBUIbHOE YCBOEHME 1eKapCTBa.

* Puck nobouHbix apdeKkrToB: HenpasmabHoe pacnpeaeneHue go3bl
MOKET BbI3BaTb PE3KOE NaJeHne apTepmanbHOro AaBaeHuUA
(rMnoToHMI0) nnn yxyaweHne pabotbl novek. [1]


https://www.1mg.com/drugs/arney-50-tablet-838494

e Die mittlere Halbwertszeit eines ARNI-Medikaments (wie Entresto
oder Uperio mit der Wirkstoffkombination Sacubitril/Valsartan) liegt
fur die aktiven, wirksamen Bestandteile bei ca. 10 bis 12 Stunden.

* ARNI grupu darmanlarin (masalan, Sacubitril/Valsartan tarkibli
Uperio vo ya Entresto) aktiv maddalarinin badandan yarim xaricolma
dovri (yarim parcalanma dovri) toxminan 10-12 saat taskil edir.



Sol madaciyin funksiyalarinin qiymotlondirilmosi

Onyiik { Yigilma } { Sonyiik }
(Preload) @ (Afterload)

Stroke
volume
* Madaciyin sinxron yigilmasi
* Divarlarin yigila bilmasi > Doyuntu sayi
* Qapaglarin vaziyyati

{ Cardiac output }




Preload (onyuk)

* Sistoladan avval madacik azalolorinin gorginlik deracasidir.

* Bu, y1gi1lmadan ovval madacikdoki ganin miqgdaridir (dolma tozyiqi).

* Agciyar kapilyar uc tozyiqi (PCWP) - sol madaciyin dolma tozyiqini
oks etdirir.

* Morkozi damar tozyiqi (CVP) - sag modoaciyin dolma tozyiqini oks
etdirir.



Afterload (sonyuk)

* Madaciklor bosaldig1 zaman qarsilasdigi miiqavimetidir.

* Sistemik damar miigavimoati (SVR) - sol madaciyin afterload: oks
etdirir.

* Agciyar damar miiqavimati (PVR) - sag madaciyin afterload gostorir



Stroke Volume (atum hacmi)

* Hor uirok doytuintisu 1lo atilan ganin migdarn
* SV-n1 toyin edon amullar:

»Preload

» Afterload

» Contractility



Cardiac output / Cardiac index

* CO=SVxHR; CI= CO/BSA
* Sol moadacikdan hor doqige aortaya vurulan hocm.

* Organizm {iciin qlobal oksigen enerjisinin toyinedicisidir









STRONG-HF — Study Design ¥

iCor.cat

Hospital

I:[::l discharge @
®

Week 1 Week 2 Week 3 Week 6
Safety Safety Safety Safety ®

Introduction of Up-titration

to Full Full optimal Full optimal

Half optimal

optimal doses doses of doses of

of HF therapy HF therapy
HF therapy

doses of
HF therapy

High Half optimal
intensity doses of
Main inclusion care HF therapy

criteria 180—day
« AHF ptready to 90-day . .
be discharged ] follow- HF readmission
Randomise
» Noorsub- 1:1; n = 1800 up or all-cause
optimal dose of .
HF therapies mortal |ty

* Pre-discharge
NT-proBNP
>1500 pg/ml

Follow-up and therapy
adjustments per physicians
usual practice

Study terminated 23d Sept 2022 by DSMB (n=1069 pt)

- larger than expected difference in primary endpoint
HF therapy: combining ACEI/ARB/ARNi & BB & MRA - unethical to keep patients in usual care
Safety = clinical exam & biology (NT-proBNP, K, Creat, hemoglobin)

q %"}%‘fé” STR 'NG_ HF Mebazaa A et al. The Lancet 2022

T~




PARADIGM-HF Primary Results

Significant Reduction in Primary Endpoints (CV death or heart failure hospitalization), CV Death and All-Cause Mortality
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Kaplan-Meier Estimate of
Cumulative Rates (%)
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Patients at Risk

LCZ8%6 4187
Enalapril 4212

Enalapril
(n=4212)

//czsss
(n=4187)

HR = 0.80 (0.73-0.87)
P = 0.0000004
Number needed to treat = 21
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Days After Randomization
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Kaplan-Meier Estimate of
Cumulative Rates (%)

0
0
Patients at Risk
LCZ696 4187
Enalapni 4212

M7

325
I Enalapril
24 HR = 0.80 (0.71-0.89) n=4212
P =0.00008 ( ) 093
Number need to treat = 32 558

LCZ696
(n=4187)
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Kaplan-Meier Estimate of
Cumulative Rates (%)
>

360 540 720 900 1080 1260

Days After Randomization
Patients at Risk

LCZ896 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 4051 3860 3231 2410 1726 934 279
Enalapril

P<0.0001
711

LCZ696
(n=4187)

360 540 720 900 1080 1260
Days After Randomization

3891 3282 2478 1716 1005 280
3860 3z 2410 1726 994 279

McMurray et al. N Engl J Med 2014; 371(11):993-1004.



Switching from ACEi/ARB to sacubitril/valsartan
Benefits of sacubitril/valsartan in “lower than normal” LVEF

Hazard Ratio
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Left ventricular ejection fraction at screening (%)

Sacubitril/valsartan may be a preferred treatment option compared

to either ACEi or ARBs in patients with LVEF <57%

Solomon S et al. N Engl ) Med 2019;381:1609-20 Solon S, McMurray J. Journal of Cardiac Failure Vol. 27 No. 6 2021



Heart ,{; e 20-23 MAY
N Acute Heart rare VTR PRAGUE & ONLINE

y
Secondary Outcome PARAGLIDEHF
Hierarchical composite of a) time to CV death,
b) HF hospitalizations, c) urgent HF visits, and d) change in NT-proBNP
H F m rE F/H F p E F 16,9%  36.9% wins with Sac/Val vs.
Overall 31.0% with Val
(LVEF >40%)
And recent CV death ' B e Unmatched win ratio = 1.19;
il " i 95% Cl, 0.93-1.52;
. e 13.8% Wins Sac/Val vs. :
worsening HF e hospitalizations - el e P=0.16
eve nt : s 25%  2.5% Wins Sac/Val vs. .
Urgent HF visits i 1.5% with Val B sac/val winner

N _466 ‘ B valsartan winner
-— 27,9%

Change in NT-proBNP W Ties*

*Ties: Missing NT-proBNP or

e ratio of changes <25% difference
Ties

Presented by Dr Robert Mentz at Late Breaking Clinical Trials Session, HF Congress 2023, Prague



CLINICAL RESEARCH

EDITOR'S CHOICE

Accelerated and personalized therapy for heart failure with reduced

ejection fraction @
Li Shen and others

European Heart Journal, Volume 43, Issue 27, 14 July 2022, Pages 2573-2587,

‘ ﬁ HF hospitalization or CV death

No treatment

seq 1 QI

Seq 1

seq 1o QN
Seq 2

" ; All-cause death

No treatment

seq ! QI

seq s QN
Seq 1> QIR

Seq 3

. RASI Beta-blocker

@A @ ARNT @ SGLT2i

Article highlight:
Accelerated up-titration and optimized
ordering can prevent at least 14 deaths
and 47 HF hospitalisations/CV deaths
per 1000 treated HFrEF patients over
the first 12 months.

Event probability at 1 year per

Y o)

280.4
1288 I
-22.8
106.0
I_” -47.3
983
I—16.8
815

Event probability at 1 year per

D

1393
653 I
9 ¥4
I'1' 4 3.7
56.5
51.6 I e

o The numbers in the bars denote the duration of up-titration periods in weeks.



Screening for eligible patients with HFrEF
who received ARNI at SNUH and SNUBH from 2016 (n=2,757)

Exclusion

 No baseline echocardiography within 1-year before ARNI initiation (n=337)
« ARNI treatment less than six months (n=577)

* No follow-up echocardiography at 1-year after ARNI initiation (n=746)

Final study population (n=1,097)

:

| '
Low-dose Group Intermediate- to high-dose Group
(average dose <100mg/day) (average dose 2100mg/day)
(n=249) (n=848)

Comparison for interval changes in echocardiographic features
and clinical outcomes according to on-treatment BP profiles

. l v

High-BP profiles Low-BP profiles
(average SBP 2110 mmHg) (average SBP <110 mmHg)




A. Total population B. High-BP profiles C. Low-BP profiles

ARNI dose, mg/day
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Preload Afterload
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Preload CO »L Afterload <0




Preload CO »L Afterload <0
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Volume management

* Maye dastayi / AT l,

* Diuretik korreksiyasi

s /) ARNi
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Preload CO »L Afterload <0

Volume management
 Maye dastoyi >
* Diuretik korreksiyasi

AT |
* Zaman L/ A ARNI




Preload CO T T Afterload <0

Volume management
 Maye dastoyi /

* Diuretik korreksiyasi | i -
e Zaman (/ ARNI
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