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-El efecto de la terapia ARM se estudio en 4.396 pacientes con HFrEF aleatorizados
en los ensayos RALES (Randomized Aldactone Evaluation Study) y EMPHASIS-HF
(Eplerenona in Mildpatients Hospitalization and Survival Study in Heart Failure).

Tratamientos farmacologicos indicados para pacientes con insuficiencia
cardiaca (NYHA II-1V) y fraccion de eyeccion reducida (FEVI < 40%)

Recomendaciones Clase? Nivel®

Para los pacientes con IC-FEr, se recomienda un
IECA para reducir el riesgo de hospitalizacion por IC

Para los pacientes con IC-FEr estable, se recomienda
un bloqueador beta para reducir el riesgo de
hospitalizacién por IC y muerte''? 129

Para los pacientes con IC-FEr, se recomienda un
ARM para reducir el riesgo de hospitalizacion por IC
v muertelZ‘l_‘lZZ
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-Estudio obsevacional,basado en historias clinicas un solo centro, desde junio
2010 a Diciembre 20109.
-Cohorte de 1404 pacientes ambulatorios.

- Mediana de seguimiento fue de 3.9 anos

-Objetivo muerte cardiovascular o muerte por todas las causas.



1909 patients seen at the HF clinic

January 2010 to December 2019

!

P 505 patients with LVEF = 40%

1404 patients with LVEF < 40%

» 412 patients without an MRA

631 patients with spironolactone

361 patients with eplerenone

338 unmatched patients <

v

» 68 unmatched patients

v

293 PS matched patients with spironolactone

293 PS matched patients with eplerenone

Fig. 1. Flowchart of study patients. HF, Heart Failure. LVEF, Left Ventricular Ejection Fraction. PS, Propensity Score.



Variables

Entire cohort

Propensity score matched sample

Spironolactone (N= 631) Eplerenone (N= 361) SMD Spironolactone (n — 293) Eplerenone (n — 293) SMD
Medical history
Age (vears), mean + SD 63.8 + 115 60.4 + 10.5 0.30 61.2 +11.7 61.5 + 10.2 0.03
Male, n (%) 436 (69.1%) 298 (82.5%) 0.31 234 (79.9%) 234 (79.9%) =<0.01
Referred patient®, n (%0) 188 (29.8%) 138 (39.2%) 0.18 95 (32.4%) 96 (32.8%) 0.01
Hypertension, n (26) 337 (53.4%) 180 (49.9%) 0.07 145 (49.5%) 150 (51.2%) 0.03
Diabetes mellitus, n (%) 203 (32.2%) 113 (31.3%) 0.02 96 (32.8%0) 98 (33.4%) 0.02
Obesity**, n (%6) 213 (33.8%) 117 (32.4%) 0.03 97 (33.1%) 100 (34.1%) 0.02
Current or former smoker, n (%6) 358 (56.7%) 268 (74.2%) 0.36 208 (71%) 209 (71.3%) 0.01
Dyslipidemia, n (%) 327 (51.8%) 215 (59.6%) 0.16 160 (54.6%) 164 (56%) 0.03
Coronary artery disease, n (%) 244 (38.7%) 206 (57.1%) 0.37 145 (49.5%) 146 (49.8%) 0.01
Myocardial infarction, n (%) 167 (26.5%) 174 (48.2%) 0.46 112 (38.2%) 116 (39.6%) 0.03
Atrial fibrillation or flutter, n (%) 157 (24.9%) 68 (18.8%) 0.14 66 (22.5%) 60 (20.5%) 0.05
COPD, n (%) 76 (12%) 31 (8.6%) 0.11 31 (10.6%0) 29 (9.9%) 0.02
Malignancy, n (%) 86 (13.6%) 43 (11.9%) 0.05 41 (14%) 38 (13%) 0.03
Stroke, n (%6) 65 (10.3%) 23 (6.4%) 0.14 25 (8.5%) 21 (7.2%) 0.05
Peripheral artery disease, n (%) 39 (6.2%) 40 (11.1%) 0.18 25 (8.5%) 29 (9.9%) 0.05
Implantable defibrillator, n (26) 100 (15.8%) 91 (25.2%) 0.24 50 (17.1%) 59 (20.1%) 0.08
Prior admission due to HF, n (%) 343 (54.4%) 191 (52.9%) 0.03 160 (54.6%) 156 (53.2%) 0.03
Clinical status
Physical signs of congestion, n (26) 134 (21.2%) 73 (20.2%) 0.03 59 (20.1%) 56 (19.1%) 0.03
NYHA class, n (%) 0.10 0.04
I 54 (8.6%) 31 (8.6%) 29 (9.9%%) 23 (7.8%)
11 323 (51.2%) 208 (57.6%) 164 (56%) 168 (57.3%)
111 226 (35.8%) 108 (29.9%) 88 (30%) 90 (30.7%)
w 28 (4.4%) 14 (3.9%) 12 (4.1%) 12 (4.1%)
Systolic BP (mm Hg) 116 = 20 116 + 20 <0.01 116 + 20 116 = 19 <0.01
LVEF (%) 27.2+ 7.1 279 + 6.8 0.11 27.4 + 2757 =<0.01
Laboratory tests
NTproBNP (pg/ml) 3018 + 3851 3037 + 4394 0.01 3020 = 3778 3125 + 4516 0.03
Hemoglobin (g/dl) 13.7 =+ 1.7 14 + 1.7 0.13 14 = 1.7 139 = 1.7 0.03
Bilirubin (mg/dl) 0.8 £ 0.5 0.8 £ 04 0.04 0.8 + 0.5 0.8 £ 0.4 0.03
Potassium (mEq/1) 4.6 + 0.5 45 + 0.4 0.18 4.5 4+ 0.5 4.6 + 0.5 0.08
Creatinin (mg/dl) 1.1 -+ 0.4 1.1 = 03 0.09 1.2 + 0.3 1.2+ 04 0.01
GFR (ml/min/m2) 76 £ 32 84 + 32 0.27 82 + 35 82 + 31 0.01
Medical therapy
Loop diuretic, n (26) 560 (88.7%) 313 (86.7%) 0.06 255 (87%) 258 (88.1%) 0.03
Loop diuretic daily dose (mg)*** 56 + 40 51 + 37 0.06 54 + 40 53 + 37 0.03
Beta-blocker, n (%) 587 (93%) 348 (96.4%) 0.15 281 (95.9%) 280 (95.6%) 0.02
ACE-I or ARB, n (%) 497 (78.8%) 276 (76.5%) 0.06 229 (78.2%) 224 (76.5%) 0.04
Sacubitril-valsartan, n (%6) 71 (11.3%) 57 (15.8%) 0.14 42 (14.3%) 43 (14.7%) 0.01
Thiazide, n (%) 23 (3.6%) 19 (5.3%) 0.08 14 (4.8%) 15 (5.1%) 0.02
Ivabradine, n (%) 51 (8.1%) 36 (10%0) 0.07 26 (8.9%) 23 (7.8%) 0.04

58 (9.2%) 34 (9.4%) 0.01 24 (8.2%) 29 (9.9%) 0.06

Digoxin, n (%)
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CONCLUSIONES

- La eplerenona se asocio con una mortalidad cardiovascular mas baja,
vy una mortalidad por todas las causas, mas baja que la
espironolactona.

- Laincidencia de supresion del farmaco por efectos secundarios, fue
menor con eplerenona.
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Figure 1 PATHWAY 2 study

design and flow chart. Screening

~350 patients; BP not controlled despite
treatment with recommended and/or maximum
tolerated doses of triple therapy with
ACEi/ARB/direct renin inhibitor (A)+ CCB (C) +
Diuretic (any except spironolactone) (D)

BM) Open Prevention And Treatment of
Hypertension With Algorithm-based snge ina
therapy (PATHWAY) number 2: protoc« | (e
for a randomised crossover trial to [ rtomisatn ]

determine optimal treatment for SPIRONOLACTONE
drug-resistant hypertension j ]\
Bryan Williams," Thomas M MacDonald,? Mark Caulfield,>
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z 8 8 9 : 8
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-4.396 en los ensayos RALES ( Aldactone ) y EMPHASIS-HF (Eplerenona )
-Doble ciego, placebo-control

-Clase funcional NYHA Il con FEVI < 35%

-RALES : espironolactona 25 50. EMPHASIS-HF : eplerenona 25-->50.
-En ninguno, la TA baja, fue criterio de exclusion

-Seguimiento 24y 21 meses.



TABLE 2 Change in Mean SBP From Baseline to 1 Month and to 6 Months and Between-Treatment Differences in SBP, Overall, and in Each SBP Category

Baseline to 1 Month Baseline to 6 Months
Baseline SBP Category Placebo MRA Difference Placebo MRA Difference
=105 mm Hg 8.9 + 15.1 6.1 + 135 2.8 12.3 £ 16.2 9.6 + 15.1 2.8
>105 to =115 mm Hg 42 +133 25+ 145 1.7 6.6 +16.4 4.8 +15.9 1.7
>115 to =125 mm Hg 0.9 +13.1 0.2 + 14.5 0.7 29 +15.0 24 +15.8 0.4
=125 to =135 mm Hg 3.1+143 49 +134 1.8 09 +164 3.7 +14.0 29
>135 mm Hg 10.0 + 16.6 1.9 + 17.7 1.8 93 +18.6 13.0 + 18.0 3.6
Overall 0.5+159 24 +16.3 1.9 1.4 +18.1 1.2 +179 2.6
Values are mean + SD changes in SBP.
MRA - mineralocorticoid receptor antagonist; SBP - systolic blood pressure.
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FIGURE 3 Adjusted HR for Clinical Outcomes According to SBP Categories

A CV Death or Hospitalization for Heart Failure
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overall, and in each SBP category. The p values are for interaction between baseline SBP categories and treatment effect. Cl — confidence interval, HR — hazard ratio;

other abbreviations as in Figure 1.




FIGURE 2 Cumulative Incidence of Cardiovascular Death or Hospitalization for Heart Failure According to Baseline SBP Categories
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CONCLUSIONES

-El tratamiento con AMR, tiene poco efecto sobre la TA en el tratamiento de la
insuficiencia cardiaca, en contraste con lo que ocurre en el tratamiento de |la
HTA.

-Todos los resultados fueron favorables a los AMR, en TODAS las categorias de
TA.

-La TA baja, no es motivo para no incluirlos el tratamiento de la Insuficiencia
cardiaca.
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Randomized Controlled Trial > Am J Med. 2020 Mar;133(3):370-380.e4.
doi: 10.1016/j.amjmed.2019.07.041. Epub 2019 Aug 15.

CA125-Guided Diuretic Treatment Versus Usual Care
in Patients With Acute Heart Failure and Renal
Dysfunction

-Estudio abierto, multicéntrico, aleatorizé a 160 pacientes con insuficiencia cardiaca aguda y disfuncién renal
en 2 grupos (1:1). Las dosis de diuréticos de asa se establecieron de acuerdo con los niveles de CA125 en el
grupo guiado por CA125 (n =79) y en la evaluacion clinica en el grupo de atencién habitual (n = 81). Los
cambios en la tasa de filtracidon glomerular estimada (TFGe) a las 72 y 24 horas fueron los criterios de
valoracidon coprimarios, respectivamente.

-Una estrategia diurética guiada por CA125 mejoro significativamente la TFGe y otros parametros de la
funcion renal a las 72 horas en pacientes con insuficiencia cardiaca aguda y disfuncion renal.



Scientific Reports | | (2022)12:1344 | | https://doi.org/10.1038/541598-022-05328-2 natureportfolio

www.nature.com/scientificreports

scientific reports

W) Check for updates

Carbohydrate antigen 125 and risk
of heart failure readmissions

in patients with heart failure

and preserved ejection fraction



Objetivo fue evaluar la asociacion entre CA125 y el riesgo de reingresos por
insuficiencia cardiaca aguda ,en pacientes con una hospitalizacion indice por ICA

Estudio retrospectivo de una cohorte de 8412 pacientes dados de alta por ICA entre
2008 y 2019 en tres centros y se clasificaron en cuartiles de CA 125 y NT-proBNP.
Muestra final 2369

FEVI preservada

La edad media de los pacientes de |la muestra fue de 76 anos y 60,9% eran mujeres.

Los valores medios de CA125 fueron 38,3 (19,0-90,0) U/mLy de NT-proBNP 2924
(1590-5447) pg/mL.

La mediana de seguimiento de 2,2 anos (0,8-4,6)

Regresiones bimodales para evaluar la asociacion con el riesgo
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CONCLUSIONES

-Ambos biomarcadores se asociaron con el riesgo de mortalidad por todas las
causas a largo plazo

-Después de un ajuste multivariable, CA125, pero no NT-proBNP, se asocio
positiva y no linealmente con el riesgo de reingreso por ICA ( p<0.001 )

-Las razones detras de la falta de capacidad predictiva de NT-proBNP para
predecir el reingreso total por ICA en esta muestra siguen siendo dificiles de
comprender.
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-El antigeno carbohidrato 125 (CA125) ha demostrado ser util para la
estratificacion de riesgo en pacientes ingresados con insuficiencia cardiaca aguda

-Objetivo, determinar un punto de corte CA125 para identificar a los pacientes
con bajo riesgo de muerte en 1 mes o el compuesto de muerte/reingreso por
insuficiencia cardiaca después de la admision por insuficiencia cardiaca aguda.

-La cohorte de derivacion incluyd 3231 pacientes consecutivos con ICA

-La adecuacién de estos puntos de corte y el riesgo de muerte/reingreso por IC al
cabo de 1 mes se probd mediante el método de Royston-Parmar.

-El mejor punto de corte fue seleccionado y validado externamente en una
cohorte de pacientes hospitalizados de BIOSTAT-CHF (n = 1583).



¢ Variables

CA125 CA125 CA125 CA125
<23UmL  23-349U/mL 35649 U/mL =65 U/mL
(n =696) (n=423) (n=614) (n=1498)
Echocardiography
LVEF, % 529+141 514+143 507%151 468+156
LVEF categories
<40% 161(231)  110(260)  171(278)  587(39.2)
40-49% 104 (149)  62(14.7) 98 (16.0) 241(16.1)
250% 431(619)  251(59.3)  345(56.2) 670 (44.7)
LVEDD, mm 55+9 54+9 55+10 56+9
LVESD, mm 3B+ 3B+ 39+ 4+11
LA diameter, mm 429+75  428+80 438373  445+74
Laboratory
Hemoglobin, g/dL 129+19  124+21  123+19  124+19
Serum creatinine, mg/dL  122+063 127+061 130060 129063
eGFR (MDRD formula), 634+253 614+250 601+264 623+294
mg/dL/1.73 m 2
BUN, mg/dL 3 23[17.8-31.3] 233 252 252
[18.7-32.2]  [187-345]  [18.7-34.1]
Sodium, mmol/L 139+4 1394 1385 1385
Potassium, mmol/L 43+05 43+05 43+05 43+05

P P for
trend

006 <.001

< <.001
001

635 <.001
313 <001
197 <.001

271 <001
412005

< 199
001

< <001
001

< <001
001

007 015

Potassium, mmol/L

NT-proBNP pg/d

CA125, U/mL

Medical treatment 2

FED 24/h, mg

Beta-blockers

Aldosterone antagonists

ACEI/ARB/ARN ©
Endpoints
1-month death

1-month death or HF
readmission

6-month death

6-month death or HF
readmission

43+05

2346
[1221-4261]

145
[11.0-18.2]

80 [40-80]

464 (66.7)
172 (24.7)

473 (68.5)

5(0.7)

41(5.9)

40(5.7)

135 (19.4)

43+05
2745

[1487-5538]

28.0
[25.0-31.4]

80 [40-80]

287 (67.8)
131 (31.0)

270 (63.8)

19 (4.5)

47 (11.1)

45 (10.6)

96 (22.7)

43+05
3800

[2034-7474)

470
[41.0-55.0]

80 [40-80]

421 (68.6)
176 (28.7)

372 (61.8)

29 (47)

65 (10.6)

87 (14.2)

172 (28)

43+05 007

4289 <
[2266-8406]  .001

135.0 <
[92.0-216.0] 001

80[40-120] <
001
1054 (704) 339
578(386) <
001
959 (64.8) 078
84 (5.6) <
001
175(117) <
001
252 (168) <
001
460 (307) <
001

015
<.001

<.001

<001

070
<.001

145

<.001

<.001

<.001

<.001
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RESULTADOS Y CONCLUSIONES

En los andlisis multivariables, el CA125 < 23 U/ml se asocié con un menor riesgo de
muerte (HR = 0,20; IC95%, 0,08-0,50; p < 0,001)

Su capacidad para discriminar a los pacientes con riesgo bajo a 1 mes se garantiza en
la cohorte de validacion (VPN de muerte y del objetivo compuesto, el 98,6 y el 96,6%

La capacidad predictiva siguio siendo significativa a los 6 meses de seguimiento.
En pacientes ingresados por ICA, el CA125 < 23 U/ml identificd un subgrupo de

pacientes con bajo riesgo de eventos clinicos adversos a corto plazo que pueden no
requerir un seguimiento estrecho.
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ILR placed subcutaneously in the
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Ensayo controlado aleatorizado en cuatro centros en Dinamarca.

Se incluyeron personas sin fibrilacion auricular, de 70 a 90 anos de edad, con al menos un factor
de riesgo de accidente cerebrovascular adicional

Desde el 31 de enero de 2014 hasta el 17 de mayo de 2016, se seleccionaron 6205 personas para
su inclusion, de las cuales se asignaron aleatoriamente el 25 % a monitoreo de ILR y 75% a
atencion habitual. Los participantes se asignaron al azar en una proporcion de 1:3

En el grupo ILR, se recomendd la anticoagulacion si los episodios de fibrilacidon auricular duraban 6
min o mas.

El resultado primario fue el tiempo hasta el primer accidente cerebrovascular o la embolia arterial
sistémica.



ILR group Control
(n=1501) (n=4503)

Sex

Wormen 709 (47-2%) 2128 (47-3%)

7 - =
Age, years 74-7 (4-1) 747 (4-1)
cen

Rigshospitalet 517 (34-4%) 1555 (24-5%)

Bispebjerg and Frederiksberg 321 (21-4%) 951 (21-1%)

Hospital

Zealand University Hospital 385 (25-6%) 1166 (25-9%)

Odense University Hospital 278 (18-5%) 831 (18-5%)
Alcohol consumption, units per S (1-10) 5 (1-10)
week
Smoking status

Never 597 (29-8%) 1782 (29-6%)

Current 135 (9-0%) 417 (9-3%)

Previous 769 (51-2%) 2302 (51-1%)
Smoking pack years 7 (0-28) 6 (0-28)
Comorbidities

Hypertension 1378 (91-8) 4066 (90-2%)

Diabetes 422 (281) 1288 (28-6%)

Heart failure 67 (4-5%) 199 (4-4%)

Previous stroke 262 (17-5%) 794 (17-6%)

Previous transient ischaemic 155 (10-3%) 473 (10-5%)

attack

Previous stroke, transient 370 (24-7%) 1139 (25-3%)

Ischaemic attack, or systemic

arterial embolism

Chronic ischaemic heart 177 (11-8%) 614 (13-6%)

disease*

Valvular heart disease 632 (4-2%) 181 (4-0%)

Peripheral artery disease 42 (2-8%) 119 (2-6%)

Chronic obstructive 110 (7-2%) 330 (7-3%)

pulmonary disease

Previous thyrotoxicosis 47 (3-1%) 115 (2-6%)

Previous syncope 300 (20-0%) 924 (20-5%)

(Table 1 continues in next column)

ILR group Control group
(n=1501) (n=4503)
= 3
CHA,DS, VASc score 4(3-4) 4(3-4)
2 202 (13-5%) 602 (13-4%)
@ 513 (24-2%) 1494 (33-2%)
419 (27-9%) 1312 (29-1%)
5 244 (16-2%) 687 (15-3%)
=6 123 (8-2%) 408 (9-1%)
Medication
B blockers 354 (23-6%) 1172 (26-0%)
Calcium channel blockers 562 (37-4%) 1684 (27-4%)
Renin-angiotensin inhibitors 991 (66-0%) 2999 (66-6%)
Statins 879 (58-6%) 2621 (58-2%)
Diuretics 495 (33-0%) 1511 (33-6%)
Platelet inhibitors 702 (46-8%) 2204 (48-9%)
Insulins 124 (8-2%) 254 (7-9%)
Other antidiabetic drugs 328 (21-9%) 959 (21-3%)
Systolic blood pressure, mm Hg 150-6 (19-2) 149-8 (19-5)
Diastolic blood pressure, mm Hg 84-7(111) 83.9 (11-3)
Pulse rate, beats per min 71-6 (12-1) 71-3(12-5)
Height, cm 170-6 (8-9) 170-5 (8-8)
Weight, kg 81-1(16-1) 80-5 (15-5)
Body-mass index, kg/m’ 27-8(4-7) 27-6 (4-5)
Creatinine, pmol/L 84-8 (24-2) 85.8 (26-2)
Estimated glomerular filtration 76 (19-2) 75-4 (19-4)
rate, mL/min
High-sensitivity C-reactive 2(1-4) 2(1-4)

protein, mg/L

Valuves are presented as n (%6). mean (SD). or median (IQR). Missing observations:

alcobhol consumption n=3; smoking status n=2; systolic blood pressure n=7:
diastolic blood pressure n-7: height n<1; weight n-1: body-mass index n-1:

pulse rate n—-21; areatinine n—-31: estimated glomerular filtration rate n-31: and
high-sensitivity C-reactive protein n—37. ILR-implantable loop recorder. *Previous
acute myocardial infarction. coronary artery bypass graft surgery. or percutaneocus

coronary intervention.

Table 1: Baseline characteristics




6205 individuals assessed for eligibility

201 incligible
22 did not moeet incdusion oritoria
179 met exclusion critoeria
83 history of atrial flbrillation or atrial fibrillation
on clectrocardiogranm at initial screoning visit

. 69 unwilling to participate
18 othor™
4 anticoagulation treatment
4 contraindication to anticoagulation
1 pacorakor
w

-

e

1501 assignedtonlt R === F--mmmmmmmmmmm - 4503 assigned tocontrol =000 P -----——-—o
1420 received LR 45032 received control
: 81 did not receive ILR :
w -
4771 diagnosed with atrial S5S01 diagnosed with atrial
fibrillation fibrillation

445 received oral anticoagulation
— A3Aa atnial nbolllation
11 other indication
8 received non-oral
anticoagulation
1024 not diagnosed with atrial
fabrillation

-

1501 with known outcorme
status and induded in
analysss




Stroke or systemic

arterial embolism

Ischaemic stroke,
systemic arterial
embolism, or

fransient ischaemic

atiack

Stroke, sysiemic
arterial embolism,
or cardiovascular
deathn

Cardiovascular
death

All-cause death

Major bleeding

Haemorrhagic
stroke

Traumatic
intracranial
haemorrhage

Adrnial nibrillation

Oral anticoagulation

Number of events

ILR group <Control
{(n=1501) group
(N=4503)
87 [4-526)| 251
(5-626)
o6 (6-42%%) 316
(7-02%)
104 376
(6-9%) (S-326)
43 (2-9%%) 157
(3-526)
168 507
|(11-2%) ||(11-3%)|
65 (4-3%%) 156
(3-526)

11 (O-826)

10 (0-9%%6)

477
(31-8°%)

445
(29-7°%)

34 (0-8°%%)

36 (0-8%%)

550
(12-2%%)

591
(13-12%6)

Cumulative

incidence rate at 6

years (95% CI1)

ILR
group

4-61
(3-50—
5-73)

7-20
(5-71—
S-70)

7-44
(5-95—
8-93)

3-23
(2-16—
4-30)

13-02
(10-96—
15-08)

4-88
(3-67—
S6-10)

0-80
(0-32—
1-29)

Oo-81
(0-29—
1-33)
32-24
(29-84—
34-65)

30-25
(27 -82—

Contirol
group

6-22
(5-41—
7-03)

7-94
(7-03—
8-86)

9-16
(8-20—
10-12)

377
(3-14—
4-40)

12-80
(11-65—
13-96)

3-69
(3-10—
4-29)

0-81
(0O-53—
1-10)

0-90
(0-59—
1-21)
13-62
(12-47—
14-78)
14-58
(13-37—

Events per 100
person-years

(9526 CI)

ILR Control
group group
0-88 1-09
(O-68— (0-96—
1-12) 1-24)
1-27 1-39
(1-02— (1-24—
1-55) 1-55)
1-36 1-64
(1-11— (1-48—
1-65) 1-81)
0-55 0-67
(0O-40— {(O-57—
0-74) 0O-78)
2-16 2-16
(1-84— (1-97—
2-51) 2-35)
0-85 0-67
(O-66— (O-57—
1-08) 0-79)
0-14 0-14
(O-07— (O-10—
0-25) 0-20
0-13 0-15
(0O-06— (O-11—
0-24) 0o-21
S-04 2-48
(7-34— (2-27—
S-80) 2-69)
7T-39 2-68
(6-72— (2-46—

Hazard
ratio
(95%%
(o )]

0-80
(O-61—
1-05)

0-92
(O-73—
1-15)

0-83
(O-67—
1-04)

0-83
(0O-59—
1-16)

1-00
(0O-84—
1-19)

1-26
(0O-95—
1-69)

0-97
(0-49—
1-92)

o-84
(0O-41—
1-68)
3-17
(2-81—
3-59)
2-72
(2-41—

p value

=0-0001

=0-0001



A Stroke or systemic arterial embolism B ischaemic stroke, systemic arterial embolism, or transient
ischacmic attack
100 — —— Control -
— LR
8 HR 0-80 (95% C1 0-61-1-05); p-0-11 12 — HR 0-92 (95% C1 0-73-1-15); p-0-47
75 - -
= = 9
Z
£ a- 6-
£ 50 —
z
= 2 C
E
=3
fur
25 o T T T T ¥ 1 ] 0 - T T T 1
o 1 2 3 4 S 6 o 1 2 3 4 S 6
o L 1 1 . . ] L) 1 — 1 L] L] 1]
o 1 2 3 4 5 6 o 1 2 3 4 5 6
Number at risk
Control 4503 4414 4278 4130 3971 3123 759 4503 4404 4261 4102 3922 3070 739
IR 1501 1460 1418 1383 1239 1022 223 1501 1454 1406 1368 12319 1003 212
C Stroke, systemic arterial embolism, or cardiovascular death D All-cause death
100 -
10-0+ HR0-83 (95% Cl 0.67-1-04); p-0-10 16 HR 1-00 (95% C1 0-84-1-20): p~0.-97
75 - -
= 75 12
=1
=
B 5-0 8 —
= og- =
=
= 2-5 - 4=
1=
S
25 = o L I L 1 LJ L) <| o L L L L] L L]
o 1 2 3 4 s 6 o 1 2 3 4 5 6
o L) LJ L) L] L] L L) L] L) . L L)
o 1 2 3 4 5 6 o 1 2 3 a 5 6
Nenias i siad Time since randomisation (years) Time since randomisation (years)
Control 4503 4414 4278 4130 3971 3123 759 4503 4457 4357 4236 4107 3259 796
IR 1501 1460 1418 1383 1339 1022 223 1501 1471 1441 1416 1381 1065 234




CONCLUSIONES

-En personas mayores con factores de riesgo de ictus, el screening mediante
dispositivos, resultd en un aumento de tres veces la deteccion de FA y el inicio
de la anticoagulacion.

-Pero ésto no conlleva una reduccion significativa de ictus o embolia sistémica.

-En esta poblacion no vale la pena el cribado de FA.

-No toda la FA detectada por cribado, amerita anticoagulacion.



@ E S C European Journal of Heart Failure (2022) 24, 603-619 POSITION PAPER

European Society  doi:10.1002/ejhf.2471
of Cardiology

Renal effects of guideline-directed medical
therapies in heart failure: a consensus
document from the Heart Failure Association
of the European Society of Cardiology

Wilfried Mullens’*, Pieter Martens'.2, Jeffrey M. Testani?, W.H. Wilson Tang?,
Hadi Skouri4, Frederik H. Verbrugge>-¢.7, Marat Fudim?®?9, Massimo lacoviello?,
Jennifer Franke'l, Andreas J. Flammer2, Alberto Palazzuoli’3.14,



GFR = #nephrons x Kr X (Pgc - Ps) - (015 - 712)
S—— —-

P,
__________________ Moc
= =
F s
™
EA
B
SO0 - 100 = — BOO SO0 200 = 800
300 4 e - — 600 300 J s - - 600
GFR Poe RBF GFR
Gy 200 o eSO 400 (s tonilsy 200 Poc - L g
——e) :‘9' min) —“.:.1 — Zie :n"l::)
100 25 = — 200 L——
o= e ) = = -
Relative resi AA
C
GFR d
(ml/min ‘B
/173 m”
EA
Filtration fraction (36)
> 3
Renal blood flow (mi/min) (1
Renal alterations occuring in heart failure
- Acoeletaﬁedlosso"oephmns(panelk).patﬂallydrﬂenby?,:f
- Enhanoedreslstanoeol’EA(panelB).resdtlngthchT.wlabled\angelnGFR
- Variable change in resistance of AA (panel B), eg diminished TGF response leads 1o decrease resistance AA
- Reduced RBF (panel C) | leading to higher FF. wasted capillary and reduced Pur
- Higher FF and RAAS mediated upregulation of Na-transporters (SGAT and mxfml Na-reabsorption
- Proximal nephron Na-reabsorption | Nacl presentation to macula densa = less adenosine + T vDof AA

- Mmhdamre&memﬂnaﬂfamm+mlwmdlsmmmn Na -retention




& 135 HF-start
£ (acute event)
N 120-
£ 105- N,
£ 90 b
.. — S
E
£ 75~
U
v 60- @O
45 - %%\
30+
15-
End stage renal disease
0
Young age
Key messages

\ HF-slope

~— 1ml/min/1.73m’ per year (normal person)
2-3 ml/min/1.73m” per year (average in HF)

5 ml/min/1.73m? per year
(extreme deterioration)

Start RAASI

finerenone zoom in >

N\ SGLT2
RAASI

Older age

e Average HF-decline
- Acute drop + slope after

RAASi
. g Slope with ARNI
Start RAASIE snz p: \:/V;th SGLT2-|
or SGLT2i i

1 : acute drop in eGFR with RAASI
2:slope remains parallel
3: altered slope with ARNI and SGLT2-i

End stage renal disease

1. Acute drop in GFR with RAASI, ARNI and SGLT2-i does not diminishes treatment effect

2. A reduction in slope deterioration in HFrEF with ARNI and SGLT2-i is associated with reduced hard renal endpoints



Tabla 4. Inicio de farmacos para la insuficiencia cardiaca en relacion con el estado basal de
enfermedad renal cronica

Drug Evidence across GFR strata according Acute Impact on CKD Treatment effect
to baseline eGFR enrolment criteria drop GFR slope in treatment with CKD
GFR HF trial interaction

Yes No (beneficial effect of No Relative benefic ~
around 1-2 ml/min/ Absolute benefic 1
1.73m? per year
in CKD trials)

No No Yes (potentially but Relative benefic ~
some conflicting Absolute benefic 1
results)

Yes No No Relative benefic ~

Absolute benefic 1

Yes Yes (around No Relative benefic ~
0.5 miWmin/1.73 m? per Absolute benefic: 1
year)

Yes Yes (around 1-2 mil/min/ Relative benefic ~

No
1.73 m* per year)
No No No Relative benefic: ~
No
No

¢

No

§

No

A decrease in eGFR over time does not outomatically mean RAASVSGLT 2+ need to be downtitrated or discontinued

Verde oscuro, fuerte evidencia; verde claro, evidencia moderada; rojo, desaconsejado; gris claro, sin datos. ACE-I,
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mi/min/1,73m? ml/min/1,73m? mUmin/1,73m* mli/min/1,73m*
Initiate monotherapy Initiate triple therapy Initiate triple therapy Initiate quadruple therapy
= beta-blocker (iow dose) beta-blocker (iow dose) beta-blocker (iow dose) beta-blocker (somw cose)
= || consider hydralazine or SGLT 2-i (eGFR>20mI/min) [ SGLT2-i SGLT2-i
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Figure 1. Leading Causes of Death among Children and Adolescents in the United States, 1999 through 2020.
Children and adolescents are defined as persons 1 to 19 years of age.
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