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Criterios diagndsticos

Definition Haemodynamic characteristics
PH mPAP >20 mmHg
Pre-capillary PH mPAP >20 mmHg
PAWP <15 mmHg
PVR >2 WU
IpcPH mPAP >20 mmHg
PAWP >15 mmHg
PVR <2 WU
CpcPH mPAP >20 mmHg
PAWP >15 mmHg

PVR >2 WU

Curr Heart Fail Rep 2016 Apr;13(2):92-102 Circulation. 2022;146:73—e88



Circulacion pulmonar en insuficiencia cardiaca
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Pathophysiological Sequence: Backward Transmission

Eur Heart J 2016; 37: 942 — 954



HIP grupo 2 vs grupo 1... Hay semejanzas ?

“Typical IPAH" “Atypical IPAH* PH-HFpEF

Registro COMPERA

HAP + HP HFpEF bajo terapia
especifica
HAP i"(idente (< 6 mese S)I Declining Precapillary Component of PH:TP’G;:DPfG;PVVR

Tipica: < 3 factores riesgo
Atipica: > 3 factores riesgo
Seguimiento 25 meses

Increasing Risk Factor Profile: Age, Obesity, Hypertension,
g Diabetes, CAD, AF, .....

Declining Efficacy of Targeted PAH-therapy?

Slficreasing Side Effects of Targeted PAH-therapy?

J Am Coll Cardiol 2016 68 (4) 368—378



Genotipos en comun. ..

Clinical
Analysis

Cpc-PH Similar to PAH:

» Younger Age

« Severe Pulmonary
Vascular Disease

Cpc-PH Similar to Ipc-PH:

» Medical Comorbidities
» Severity and Chronicity
of LV Disease
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Polimorfismo de Nucledtido Unico que
codifica el gen para la NOs:

Asociado a GTP elevado en HTP — grupo?
Ausente en HAP o HTP-pc aislada
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J Am Coll Cardiol 2016 Dec, 68 (23) 2525—2536

J Am Heart Assoc. 2021;10:e020633



Hemodinamia y diagndstico diferencial

PCP < 12 mmHyg PCP13-15 mmHyg PCP > 15 mmHy
Baja Baja Alta
probabilidad probabilidad

HP FC FEp No exclvida
HP

HTP

asociada Enf

Estudios Considerar medir CVlzq
complementarios Presion diastolica VI

precapilar

Humbert M et al. 2022 PAH Guidelines Eur H Journal 2022; 00: 1 —114



Estudios complementarios

Hemodinamia en ejercicio
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Objetivo Metabdlico

A randomized controlled trial of metformin on
left ventricular hypertrophy in patients with
coronary artery disease without diabetes:

the MET-REMODEL trial

L

(n=34)

(p=0.033)

-2.71

Primary endpoint

Metformin D Placebo

(n=234)

Metformin in insulin resistant LV dysfunction, a
double-blind, placebo controlled trial (TAYSIDE trial)

Metformin treatment significantly improved NYHA functional class
notably VE/VCO2 slope (from 32.9+15.9 to 28.1+8.8, p=0.05)
and ventilatory class (from 1.9+0.9 to 1.54+0.9, p=0.021).

Visceral and
Epicardial Adipose
Tissue
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Chronic Kidne
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The STEP-HFpEF ambition

{ Semaglutide OW 2.4 mg + standard of care
’ Placebo OW + standard of care

Primary Confirmatory secondary Exploratory
endpoints* endpoints* endpoints
?
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Body weight KCCQ-CSS 6MWD CRP NT.pro-8BNP HF events

Eur Heart J 2019;40:3409-17

Eur Heart J. (2010) 31:849.



Objetivo Hemodindmico

Multicenter RCT (MELODY-1) & @)
Macitentan ; !
HFpEF with Cpc-PH B —— Increased rate of adverse events, no improvement in
haemodynamics and 6MWD. at week 12
Multicenter RCT (SERENADE) & ()
Macitentan No improvement of NT-proBNP and HF-related outcomes.
HFpEF with undetermined PH > Early termination due to slow recruitment
(Heart Failure 2022 Madrid, abstract)

Multicenter RCT (RELAX) ‘ @

. : Sildenafil
HFpEF with undetermined PH > No effect on peak VO, and 6MWD at week 24
Single center RCT -3 Q

Sildenafil
HFpEF with (predominantly) Ipc-PH e No effect on haemodynamics, NT-proBNP,
and peak VO, at week 24
Multicenter RCT (DYNAMIC) & @

: ; Riociguat
HFpEF with (predominantly) Ipc-PH e Increase in CO, no effect on 6MWD, NT-proBNP,
and QoL at week 26
Single center RCT ‘ °

Sildenafil . :
HFpEF with (predominantly) Cpc-PH Ry 2 Improvement in haemodynamics,
no effect on Qol at week 26




Effects of sildenafil on symptoms and exercise capacity for heart failure with reduced ejection
fracti d pul hypertension (the SilHF stud
raction and pulmonary hypertension ( Y) @ ESC

European Society
of Cardiology

& - RN ) / DOITEITI

24-week, investigator- -mlnute walk test at 24 weeks
initiated, randomised, Placebo: +33 (SD 50) m
double-blind, placebo- ‘,“ Sildenafil: +24 (SD 75) m
controlled, multinational trial /
21 . ,’"},\ Difference estimate (95% Cl)
’H\ A - - -2.8 (-38.5, 32.9), p=0.88
E E 69 patients EQ-5D Visual Analogue Scale at 24 weeks
Mediah age:65 years ; Placebo: +4.3 (SD 17.0)
Fe e ' Sildenafil: +2.9 (SD 16.4
d Median LVEF 29% | s
Sildenafi Placebo Median PASP 45 mmHg .

Difference estimate (95% Cl)
-1.57 (-10.64, 7.50), p=0.73

{up to 40 mg three
K times/day) / @WT <475m /

En pacientes con HF FEVI reducida e HP, Sildenafilo vs placebo no mejoré sintomas, calidad
de vida o capacidad funcional

European Journal of Heart Failure (2022) 24, 1239—1248



Qué opciones restan ?

H.A.P.

Tx. HAP especifica

?

No hay
Evidencia

F.C.

No HTP

NO indicar Tx
HAP especifica

Int J Cardiol 2018; 272: 43 - 62



Mensajes a llevar

Vasoconstriccion Congestion venosa
Disponibilidad ON  Factores metabélicos

Remodel. arteriolar  Factores genéticos
Enfermedad Vascular pulmonar

Corazon derecho

Cardiopatia izquierda

Pérdida de Compliance atrial
Insuficiencia mitral
Disfuncion ventricular

derecha



