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HFpEF a arterialni hypertenze

VFN PRAHA

* Arterialni hypertenze (AH) je nejCastéjsi
prekurzor a komorbidita pacientu s HFpEF.

* Prevalence AH u HFpEF 60-90%.

* Patofyziologicky uzce souvisi s rozvojem
diastolické dysfunkce a hypertrofie LK.

\ Diastolic dysfunction

Pabel, S., et al. Frontiers in Physiology, 12, 752370.
Redfield, M. M., & Borlaug, B. A. (2023). JAMA, 329(10), 827-838.



*  Lécba arterialni hypertenze u HFpEF

AAAAAAAA

 Spravna lécba AH vede k vyrazné redukci vzniku HFpEF.

« 74dné z klasickych antihypertenznich skupin v RCT neprokazala
jasny benefit u pacientu s HFpEF.

* Presto je kontrola TK povazovana za zaklad lécby HFpEF.

,1reatment of hypertension is an important issue Iin
patients with HFpEF, but the optimal treatment strategy |
uncertain.”

McDonagh, T. A, et al. (2021). European heart journal, 42(36), 3599-3726.
Mancia, G., et al. (2023). Journal of hypertension, 41(12), 1874-2071



*  Lécba hypertenze u HFpEF (guidelines)
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Step 1 ACEi or ARB + CCB or ;. Diuretic? b
Dual combination Incgease to full-dose if well toleggted BB
Can be used
at any step

ﬂ‘ E s

Because no specific drug ha
superiority, all major age

Step 3
Add turther drugs inhibitoWly ARNI and/or u
(spironolactone preferred) particularly

in lower spectrum of HFpEF

McDonagh, T. A, et al. (2021). European heart journal, 42(36), 3599-3726.
Mancia, G,, et al. (2023). Journal of hypertension, 41(12), 1874-2071



#*  Lécba hypertenze u HFpEF (nazor autora)

STEP 1 = glifloziny (iISGLT2)

« Osmoticka diuréza, mirna natriuréza, redukce vahy, snizeni intraglomerularniho tlaku, nefroprotekce ....
« 27 RCTs celkem 12960 pacientd - redukce systolického tlaku o0 4 mmHg vs placebem ¢i komparatorem.
« U pacientu s arterialni hypertenzi na zacatku efekt 6-7 mmHg systoly

Comparison n Point Lower Upper
estimate limit  limit

ISGLT2 maji antihypertenzni, diureticky, kardio a renoprotektivni

efekt, redukuji vahu, maji pozitivni vysledky RCT a meli by byt
lékem prvni prvni volby pro arterialni hypertenzi a HFpEF

-H. -4.00  (n,0MD 4040 5.00
Favors SGLT2 Favors Control

Meta Analysis
Wilcox, C. S. (2020). Hypertension, 75(4), 894-901.
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Lecba hypertenze u HFpEF (nazor autora)

STEP 2 U pacientu s BMI > 30 kg/m2 semaglutide

Semaglutide Placebo Estimated Difference or Ratio
End Point (N=263) (N=266) (95% ClI)
Adjudicated heart failure 1 12 0.08 (0.00 to 0.42)9]9

event (hospitalization
or urgent visit for heart
failure), time-to-event
analysis — no. of
events

Supportive secondary endpoints

Systolic blood 4.6 (15.7) -1.7(15.7) -2:.9(-49t0 .. 0-0052

pressure, mm Hg -0-9)

201 : | —
0 20 36 52 52%
Weeks

Kosiborod, M. N et al. (2023). New England Journal of Medicine, 389(12), 1069-1084. Kosiborod, M. N.,et al. (2024). New England Journal of Medicine.
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*  Lécba hypertenze u HFpEF (hazor autora)

STEP 2 U pacientu s BMI < 30 kg/m2 spironolakton
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Follow-up time (months)

Placebo

Spironolactone

Selvaraj, S., et al. (2018). EJHF, 20(3), 483-490.

0)

Unadjusted
Model

HR(1 vs. 2),
95% Cl,
p-value

1.10
(0.79-1.51)
0.576




*  Lécba hypertenze u HFpEF (nazor autora)
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STEP 3 ACEI, ARB, ARNI

A Total Hospitalizations for Heart Failure and Death from Cardiovascular Causes

53

* \V prevenci rozvoje srdecniho

selhani a navozeni regrese so]
hypertrofie LK maji nejlepsi 00, 4o s
; . I N4
VySled ky ACEI a ARB E a0 15 Sacubitrl-valsartan
v 1 I g2 704 207
pred BB, CaB, diuretiky. vi ol e
Za 504 5
+ PARAGON-HF (EF245%) vs IS
Valsartan - nesignifikantni trend 52 * Sscubli-valsartan
= 1
0 | I
0 1 i 3 4
Years
Left ventricular ejection fraction
<Median (57%) 10482495 —i— 0.78 (0.64-0.95)
Solomon, S. D., 2019, NEJM, >Median (57%) 855/2301 1.00 (0.81-1.23)

381(17), 1609-1620.



*  Jaké jsou cilové hodnoty TK u HFpEF ?
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- ,BP targets are uncertain in HFpEF. However, evaluation of patient’s age
and comorbidities (i.e. diabetes, CKD, CAD, valvular heart disease and
stroke) can be helpful to personalize the BP target.”

C N
(S

Recommendations Class® | Level® In-all patients with LVH:

e Itis recommended to treat with an RAS

In hypertensive patients with heart failure blocker in combination with a CCB or

(with reduced or preserved ejection frac- lla - diuretic.>®*

tion), BP-lowering treatment should be con- e SBP should be lowered to a range of

sidered if BP is >140/90 mmHg.© "¢ 120-130 mmHg.3**5%¢

Sato, Y., et al. (2019). IHJ, 60(4), 876-885, Selvaraj, S., et al (2020). JACC, 75(14), 1644-1656.
McDonagh, T. A,, et al. (2021). European heart journal, 42(36), 3599-3726.



AAAAAAAA Zaver HFpEF a arterialni hypertenze

« Lecba iSGLT2 vede k signifikantni redukci TK a méla by byt prvni

volbou pro pacienty s HFpEF a arterialni hypertenzi.

« Semaglutidem u obéznich pacientl s HFpEF vede k redukci krevniho

tlaku. Kombinace iSGLT2 + semaglutide ma velky potencial.
» Casné nasazeni spironolaktonu u HFpEF + AH vhodné.

« Otazka sekvence, titrace léku i cilovych TK potrebuje dalsi studie, ale

zustane vzdy individualizovana ,, patient tailored therapy”.



HFpEF a ICHS

» Prevalence ICHS je vysoka (60%) u
populace HFpEF.

* Cilene vysetreni na pritomnost ICHS je
v pripade HFpEF nutnosti.

Redfield, M. M., & Borlaug, B. A. (2023). JAMA, 329(10), 827-838.



VFN PRAHA

*  HFpEF aICHS

* Observacni studie 376 pacientl hospitalizovanych pro HFpEF na Mayo Clinic
* Celkem 255 (68%) melo dg. ICHS (SKG >50%/stent/IM), vice muzi.
« HFpEF pacienti s/bez ICHS se nelisi v symptomech (vcetne AP)

A All Patients B Patients with angina
80- 80
g 60- g 60- @
= =
o 40 o 40 64
° S
2 204 2 20- 36
0- 0-
True False False True True False False True
Negatve Paositive Negative Positive Negative Positive Negative Positive
HFpEF, no CAD HFpEF, with CAD HFpPEF, no CAD HFpPEF, with CAD

Hwang, S. J., Melenovsky, V., & Borlaug, B. A. (2014). JACC, 63(25 Part A), 2817-2827.
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*  Vysoka prevalence ICHS u HFpEF

* Prospektivni konsekutivni studie 106 pacientu s HFpEF, kteri podstoupili
invazivni SKG a méreni koronarniho flow, IMR, dale také MRI

* 91% pacientu melo epikardialni ICHS a/nebo mikrovaskularni dysfunkci
* 81% bez nalezu obstrukcni ICHS mélo mikrovaskularni dysfunkci.
« 18% pacientl bez predchozi anamnézy melo na MRI znamky IM.

Endothelium-independent CMD E Endothelium-dependent CMD

Invasive coronary
angiography

Physiologic testing

Rush, C. J,, et al. (2021). JAMA cardiology, 6(10), 1130-1143.

E] Obstructive epicardial CAD

Obstructive epicardial CAD

Hemodynamically significant
lesion (FFR, 0.67)

No obstructive epicardial CAD

Coronary microvascular

IMR, 33)

dysfunction (FFR, 0.95; CFR, 1.3;

No obstructive epicardial CAD

Normal invasive physiology
(FFR, 0.99; CFR, 5.6; IMR, 23)
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p=0.04
Hwang, S. J., Melenovsky, V., & Borlaug, B. A. (2014). JACC, 63(25 Part A), 2817-2827.



*  Prognéza pacientti s HFpEF a ICHS
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* In multivariate analysis, the presence of CAD remained a significant
predictor of increased risk of death (HR: 1.71; 95% CI: 1.03-2.98; p = 0.04).

A 1.0 B 10

HFpEF with CAD, HFpEF with CAD,
. Revascularized Revascularized
0.8 - 08 -
E g HFpPEF, no CAD
2 — 2 -1
; HFpEF with CAD, ;
@ 9.6 Incomplete or not » 06
Revascularized
=0.03 p=0.6
0.4 T T T T T 04- T T T T T
0 2 4 6 8 10 0 2 4 6 8 10
Years Years
Number remaining Numbes remaining
Revasc (+) 101 L) 63 i1 " Revasc (+) 1" 85 63 k1 n
Revasc () 154 108 68 ar 13 CAD {3 121 90 &0 M 1"
Number remaining
CAD (1) 121 20 60 34 14
CAD (+) 255 193 129 83 23

Hwang, S. J., Melenovsky, V., & Borlaug, B. A. (2014). JACC, 63(25 Part A), 2817-2827.
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80%

60%

20%

Composite End-point(Mortality/HF Admission)
S
S

0%

No HF
HFpEF
HFmMEF
HFrEF

ysledky HFpEF post-CABG

« CABG from the Veteran Affairs (VA) Medical Centers in the United States

Outcomes followin

-

—

4740
667

2370
2619

—

Event Rate/Por 100 Patent-Years Followup

100

HFpEF

Folliowup Time. Years
Deo, S. V., et al. (2022). European Journal of Heart Failure, 24(8), 1427-1438.

FrEF
No HF

Median time to first HFH in years

o
1

1

2.7 (0.3-6.7)

1.9 (0.4.5.0)

HFpEF  HFmrEF  HFrEF



*  Zavér HFpEF a ICHS
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e Epikardialni forma ICHS | mikrovaskularni dysfunkce je velmi
casta u pacientu s HFpEF.

* U pacientu s HFpEF je nutné po ICHS systematicky patrat.
* Pritomnost ICHS je faktor zvysujici morbiditu a mortalitu HFpEF.
« Kompletni revaskularizace je spojena se zlepsenymi vysledky.

 Chybi cilené prospektivni a randomizované studie na lécbu
ICHS u HFpEF.



*  Dékuji za pozornost
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