Nuevasoperspetiiaser
pacientesccomplejos

Alvaro Glez Franco

UGC Medicina Intern




CAR
RECAL REGISTRO RECALCAR 2021

RECURSOS Y CALIDAD EN
CARDIOLOGIA

Tabla 3.5. Indicadores CMBD_CAR. 2019 (Enfermedades Cardiacas)

| TOTAES CARDIOLOGM

ALTAS 330.584 149.173
MEDIANA ESTANOA HOSPITAL [p50 (RO (d)ss) 6 (RC 3,9) 4(RC 2,8)
TBM (%) 6,79% 1,86%
TASA DE REINGRESOS (%) 7,15% 5,18%
INDICE DE CHARLSON (>2) 33,57% 21,83%
RAMER* 7,05% 6,67%
RARER* 7,29% 7.27%
ALTAS 113,130 24.278
MEDIANA ESTANGIA HOSPITAL [p50 (RQ)] (d]ds) 7 (RC 4, 11) 7 (RC 5, 11)
TBM (%) 11,25% 4,27%
TASA DE REINGRESOS (%) 11,49% 9,70%
RAMERS® 11,75% 11,28%

RARER? 11,63% 11,60%
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A Alrededor deB0%
A Lashespitalizacionespor ICFEP esté@n awmentg mientras que las debidas a ICFER van reduciéndose
A Los ratios denortalidad por todas las causas rgingresessonsimilares

A Elimpacto en reduccion delidad dlewiday capacitiat-de: gjercicisonsimilares

Proporcion de pacientes con ICFEP (%) ICFEP

segun diferentes registros IC.
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Edad Media

83.53 aiios (64-102)

Mujeres = 53.4%

| 59%  24.2% 13% 56.9%

Memoria SESPA 2016: feek feet ‘[“" el ool '"l" Nt S e
* 331936 habitantes > . N\ SlTUACléN BASAL farmorhbikdad

Evolucion de ingresos anuales por IC |\ : HTA 79.25

. 22,33% >65 anos (GRD 194, CIE-10, Agrupador APR-GRD, versién 32.0) ==~ - /e _ Barthal 57.9% < 90 ;
| B ol (dependencia) DM 37.4
: 38.9% con algun grado ERC 53.7

Eisitley de deterioro cognitivo i
FA 58.8

FRAIL 48% fragiles
Anemia 415
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Contexto localhgresos anuales por 1&rea Sanitaria I\*

GRD1194Agrupador APIERD, version 36.0). Norma: SNS, Cluster 5, Ao 2020
Servicio N %sobre total | % sobre total| Estancia media % reINAresos
AS IV HUCA depurada o reing
Geriatria 628 51.8 9.31 (+1.66) 9.49
Mi (UMIPIC) 320 26.4 54.8 7.44 (+0:48) 5.6
Cardiologia 142 11.71 24.3 9.95 (+3.13) 9.86
Otros 122 10 20.9 8.95 (+1.5) 6.56
TOTAL 1212

DATOS 2021 RESUMEN(calculo realizando estimando el volumen de
CodificHUCA 51.9%  Pacientessn HUCAel doblepor codificaciondel 51%)

CodificHMN 99.9%
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HFpEF/HFmrEF in the Last 20 Years

PARAGON Trial
Neprylisin inhibition
. , . , : VICTORIA Trial
Epidemiology /Pharmacological Trials RELAX Trial : Vericiguat - NEIM 2020
(Redffeld MM et al. JAMA 2013) NEAT T:'al
rJ'P?isf;“:BLriizﬂJ (Redffield MM et al. NEWM 2016) SOLOIST Trial
TE5TE O & L - .
Sotaglifiocin — NEIM 2020
Bathia et al NEIM 2006 al PARAMOUNT Trial TOPCAT Trial
HFpEF increasing prevalence CHARM-P Tria Neprilysin Inhibition Aldosterone Receptor Antagonist b
prediction to 2020 (NEM 2008) (Solomon SD et ai Lancet 2012) {Redfield MM ot al. JAMA 2013) EMPEROR-P Trial

Empagiifiocin — NEIM 2021

2006 2011 2015
2003 2008 2013 2021
MULTIORGAN
LEFT VENTRICLE ~——— EXERCISE | . COMORBIDITIES/ PHENOTYPING
nvolvement Inflammation
Ym0 ¥ S—
$ A e B l== v -
E iy ; i . - - -
3 ' I

Lz kmly lmr Ra I
Iafe lode beswy

Computer learning/Clusteringf
MNetwork analysis

OB OS8OoA I OB R
The Inflammatory

Focus on exercise:
T-PAWP as a key for
diagnosis {Borloug B et

LV ¥odhame jmi}
Role of ‘T arterial elastance and
L/ circulatory uncoupling

hypothesis (Powlus W et al.
JACC 2013)

[Burkoff D et al Circulation 2003) First evidence of al. Circ Heart Fail 2010]  Focus on the pulmonary —= Big Data
myocite stiffness in circulation (Shakh 5) et al. Circulation 2015)
humans fvan Heerebeek L PH and RV [Guazzi M et al. Circulation
et al Circulation 2006) 2011)

Substrates /Pathophysiology /New Generating Hypothesis /Novel Approaches
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Sindrome Sistémico / Fenotipos

Systemic Multiorgan
Comorbidities inflammation involvement Endothelium-cardiomyocyte signaling

* Type 2 DM
* Hypertension

N

VCAM E-selectin

>

1

CRP Leukocytes(€

TGF-B 3
IL1RL1 | N -Bl
cocke - - —

T}! , Fibroblasts ~ Myofibroblasts Collagen

Endothelium

Na* retention

Circulation. 2016;134:73-90. DOI: 10.1161/CIRCULATIONAHA.116.021884
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Visceral adiposity

Chronic low-grade inflammation in heart failure with preserved
ejection fraction

]J/ \'\1 “f’/"( f} 1 Insulin Thassio Mesquitalc | Yen-Nien Lint? | Ahmed Ibrahim?
o) \ Q‘ /) resistance
] 1 “ ," [©
g U 1l e ) CONCLUSION
- Pulmonary Thechronicand systemic inflammatory
hypertension state is a central and prominent feature

associated wittHFpEFwhich is
\ Skele;al muscle disproportionately found irolder
Ny Cysfunclon individuals

Hence, strategies aiming tohibit cardiac
Renal dysfunction proinflammatory pathwaysm HFpEF

including NLRP3 signaling
,, 8 may be appropriate therapeutic anti
O Hypertension inflammatory interventions
<« B )
: gi%?g:igmc hypertroph Diastolic dysfunction
* Inflammation — Cell death
* Arrhythmias

MesquitaT, Lin YN, Ibrahim £hronidow-gradeinflammationin heartfailure with preservedejectionfraction. AgingCell. 2021 Sep;20(9):e13453. doi: 10.1111/acel.138pBb2021Augl2.
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@ E S C European Jburna of Heart Failure (2021)

European Society doi:10.1002/ejhf.2169
of Cardiology

RESEARCH ARTICLE

Identification of distinct phenotypic clustersin
heart failure with preserved ejection fraction

Alicia Uijl123* Gianluigi Savarese?, Ilonca Vaartjest,UlfDa h| st,r °m
Jasper J Brugts®, Gerard C.M. Linssen®, Vanessa van Empel?,

Hans-Peter Brunner-La Rocca’, Folkert W. Asselbergs389, Lars H. Lund210,
Arno W. Hoes!, and Stefan Koudstaal31!

Conclusion Fivedistinct clusters
of HFpERpatientswere identified
that differed in  clinical
characteristicsheart failure drug
therapyandprognosis

These results confirm the
heterogeneityof HFpEFRNd form
a basisfor tailoring trial design

to individualized drug therapy
HFpEMpatients.

Hypertension - 46% ){ pertension - 76%

Obesity - 42% N Atrial Fibrillation - 72%!

Atrial Fibrillation - 31%. = % Ischaemic Heart Disease - 39%

alvular Disease - 23% - Y Valvular Disease - 37%

Ischaemic Heart Disease - 23%! -22%

alignant Cancer - 8"/‘ 21%!

- 7% Malignant Cance -14%

Diabetes - 5% Diabetes - 2%¥

Cluster 1 Cluster 2
Jovenes con bajaj \ FAe HTAM,
ili %)
comorbilidad \, (30%) &

(10%)

pertension -
brillation -

Atna)‘
Ischaemic Hean D
Valvular

Malignant Cancer -13% N
COPD - 10%
Diabetes - 8%%

Obesity - 3%!
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IMAYORES y

\ (25%)

Figure 1 Patient comorbidity profiles within clusters in SwedeHF. Obesity: body mass
pulmonary disease.

index >30 kg/mz. COPD, chronic obstructive

Uijl A,Savaresé&s, Vaartjesl, DahlstromU, BrugtsJJ LinsserGCM, varEmpelV, BrunneiLa Rocca HRsselberg&W, Lund LH{oesAW, Koudstaal.ldentificationof distinctphenotypicclustersin
heartfailure with preservedejectionfraction. EurJ Heartrail 2021 Jun;23(6):973882. doi: 10.1002/ejhf.216%¥Epub2021 May 1. PMID: 33779119; PMCID: PMC8359985.
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@ E 5 C European Jburna of Heart Failure (2021)

European Society doi:10.1002/ejhf.2169
of Cardiology

RESEARCH ARTICLE

Identification of distinct phenotypic clustersin
heart failure with preserved ejection fraction

Alicia Uijl123* Gianluigi Savarese?, Ilonca Vaartjest,UlfDa h| st,r °m
Jasper J Brugts®, Gerard C.M. Linssen®, Vanessa van Empel?,

Hans-Peter Brunner-La Rocca’, Folkert W. Asselbergs389, Lars H. Lund210,
Arno W. Hoes!, and Stefan Koudstaal31!
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Al cause mortality | {D) HF hospitalisation
= Cluster 1 Referance 1.001 = Cluster 1 Reference
Cluster 2 HR 2.2 (85% Cl 1.5 -3.2) Cluster 2 HR 2.4 (95% C11.7-3.3)
Cluster 3 HR 3.5 (95% C12.3-52) Cluster 3 HR 3.3 (95% Cl 2.3-4.8)
— Cluster 4 HR 3.0 (95% Cl121-4.2) 075, Cluster 4 HR 3.3 {95% Cl 2.5-4.4)
= Cluster 5 HR. 3.8 (95% Cl 2.4 -5.3) . = Cluster § HR 4.4 {05% Cl 3.1-86.2)
0.50
0.25
0,00
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Time (years) Time (years)
CV mortality {E:' non=CV mortallty
= Cluster 1 Reference 1.001 — Cluster 1 Reference
Cluster 2 HR 3.2 (85% C| 1.7 -6.1) Cluster 2 HR. 2.1 (95% Cl1.2-3.5)
Cluster 3 HR 6.8 (95% C| 3.5-13.2) Cluster 3 HR. 1.9 (95% Cl1.0-3.4)
— Cluster 4 HR 4.9 (85% | 2.6 - 8.0} 075 — Cluster4 HR 2,3 {058% Cl11.4-3.7)
= Cluster 5 HR 5.8 (05% C| 3.0- 11.2) : — Cluster 5 HR 2.5 {95% Cl 1.4 -4.1)
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0.251

1 2 3
Time [years)

Time {years)

Uijl A,Savaresé&s, Vaartjesl, DahlstromU, BrugtsJJ LinsserGCM, varEmpelV, BrunneiLa Rocca HRsselberg&W, Lund LH{oesAW, Koudstaal.ldentificationof distinctphenotypicclustersin
heartfailure with preservedejectionfraction. EurJ Heartrail 2021 Jun;23(6):973882. doi: 10.1002/ejhf.216%¥Epub2021 May 1. PMID: 33779119; PMCID: PMC8359985.
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“Mas vale un poco de todos que mucho de uno”

2016 ESC Guidelines W#w.escardio.org
Ponikowski P, et aEurHeart J. 2016; 37(27): 2.1:29200.

McDonagh, et al 202European Headournaj 1¢128.
https://doi.org/10.1093/eurheartj/ehab368



https://doi.org/10.1093/eurheartj/ehab368
http://www.escardio.org/
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ESC GUIDELINES
@ ESC European Hewrt Journal (2021) 00, 1-128

[:J;__ﬂailr:d‘:‘:g; LY dei10.109eurhes njlehab368
I ( : I I I FIGURE 12 Recommendations for Patients With Preserved LVEF

(=50%)

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

Developed by the Task Force for the diagnosis and treatment of acute
and chronic heart failure of the European Society of Cardiology (ESC)

With the special contribution of the Heart Failure Association
(HFA) of the ESC

Treatment of HFpEF

PHESA__

Authors/Task Force Members: Theresa A. McDonagh* (Chairperson) (United

=
Kingdom), Marco Metra @ * (Chairperson) (Italy), Marianna Adamo (Task Force JCF Journal of Cardiac Failure »
Coordinator) (Italy), Roy S. Gardner (Task Force Coordinator) (United Kingdom),
Andreas Baumbach (United Kingdom), Michael B6hm (Germany), Haran Burri 2022 AHA/ACC/HFSA G -d ,.
(Switzerland), Javed Butler (United States of America), Jelena Celutkiené the Ma uide Ine for
(Lithuania), Ovidiu Chioncel (Romania), John G.F. Cleland (United Kingdom), nagement of Heart Fa,‘[ure

Andrew ).S. Coats (United Kingdom), Maria G. Crespo-Leiro (Spain),
Dimitrios Farmakis (Greece), Martine Gilard (France), Stephane Heymans

SGLT2i
(2a)

Recommendations for the treatment of patients with
heart failure with preserved ejection fraction

Symptomatic HF with
Recommendations Class” Lmnf' LVEF >50% _

Sereening for, and treatment of, aetiologies, and

cardiovascubar and non-cardiovascular e omor-
|
bidities is recommended in patients with HRpEF

(see relevant sections of this document).

re recommended in congested

patients with HFpEF in order to alleviate symp-
137

toms and signs.

McDonagh, et al 202&uropean Headournal 1¢128. Heidenreich Pa et al. 2022 AHA/ACC/HFS/Suideline for the Management of Heart Failure
https://doi.org/10.1093/eurheartj/ehab368 Circulation2022 doi: 10.1162/CIR000000000000106E pubaheadof print. PMID 35363499
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TOPLAT

Funded by the NHLBI

Spironolactone
- Treatment effect on

stratum N =1232
(hospitalization for e Primary Outcome
worsening HF within - Randomization 242 (19.6%) vs. 235 (19.1%)
the previous 12 | HR=1,01, 0.84-1.21

months) | Placebo p=0.92
N=1232
TOPCAT trial: N =2464 (71.5%) |
3445 patients [P for interaction:0.0l]
LVEF 245%
Spironolactone
N =490 Treatment effect on
(B::‘:l;’::""’: ‘ e Primary Outcome
mLor |
NTproBNP 2360 pg/mL) - Randomization \ 8 ‘;;fo"“;;‘bl;:éz:f")

Placecho | B G

N =981 (28.5%) | fopy P00l

A

[=]

ﬂ Tatal HF Hosp

E 1 Spire 304

Placebo: 475 .
gg 1 P 01* TAGHTIN [14.270)

" Placih

3 lncate F06TIZ 12 0%

2] Spirenalactons

= HR = 0,83 (0.6% — 0.99)

-3 p=0.042

o 12 P . i 6 7
o=y

Evidencias en tratamiento farmacologico en
pacientes conCFEp

TRATAMIENTO CON ANTIALDOSTERONICOS.

A En el estudio TOPCATraadomizaror3445 pacientes colCFE@
placebo frente aspironolactona

A El objetivo primario fue compuesto de muerte por causas
cardiovasculares, muerte subita recuperada u hospitalizacion pol

A El tratamiento conespironolactonano redujo significativamente el
combinado de muerte por causas cardiovasculares, muerte subit:
o insuficiencia cardiaca.

A Reduccion significativa de hospitalizaciones por IC.

PfefferMA, ClaggettB, AssmanrSF BoineauR,AnandlS,ClauselN, et al. Regionalariationin patientsand out-comes in the
treatment of preservedcardiacfunction heartfailure with analdosteroneantagonist(TOPCAT) triaCirculation 2015; 131:342
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Evidencias en tratamiento farmacologico en
pacientes codCFEp

No. of events Rate ratio
Subgroup /patients (9s5% C)
Overall 1903/4796 0.87 (0.75-1.01) <&
Total HF hospitalizations and CV death Age (years)
55 Less than 65 years 7e/825 0.99 (0.64-1.53) .
g 50 65 years or older 16277397 0.85 (0.73-0.99) i
- Age (years)
i a5 Less than 75 years 938/2%97 0.82 (0.66-1.02) ]
8 40 Valsartan (n = 2389) 75 years or okder 965/2199 0.92 0.76-1.11) L)
i 1009 events, 14.6 per 100 pt-years S
i 35 Mase 980/2317 1.03 (0.85-1.25) kl
% 30 - temae 223/2479 0.73 (0.59-0.90) [ ]
Race
s Sacubitril/valsartan (n = 2407) Coucann Q%7 0mEI1-09) L]
Blacs 89/102 069 1024-1.99) *
20 894 events, 12.8 per 100 pt-years R e Mpspenaaiey ®
15 Other 35/180 1.03 (0.47-2.28) .
10 o . 5
; 5 Rate ratio 0.87 (95% C1 0.75, 1.01) SO o bl
Latin America 83/370 133 (0.75-2.36} .
5 p =0.059 Western Europe Se4/1390 0.69 (0.53-0.89) B
1 ! 1 1 ! Certral furope 256/1715 0.97 (0.76-1.24) .
0 1 2 3 4 Asia/Pacific 132/762 1.10 (0.79-1.52) L]
Years
1
04 06 08 10 2.0
Rate ratio (95% C1)

“PAF\AGONHF

TRATAMIENTO CON SACUBITTNAICSARTAN

Posible beneficio del SCB/VST en el subgrupo de FEVI hasta 57% y mujeres

Solomon SDVicMurrayJJVAnandIS, Ge J, Lam C8&RggioniAP. Et al. Angiotensimeprilysininhibition In heart failure with preservedejectionfraction. NEngiMed. 2019; 381:1609.620
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Phase Ill randomized double -blind placebo -controlled trial

Aim: To investigate the safety and efficacy of empagliflozin versus placebo in patients with HF
with preserved ejection fraction

Population: T2D and non -T2D,aged O1 8 y ehaaonis HF (NYHA class I181V)

COMPOSITE PRIMARY ENDPOINT

A Time to first event of adjudicated CV
death or adjudicated = HHF

CONFIRMATORY KEY SECONDARY

Recruitment;

LVEF>40%

| . | ENDPOINTS
5988 patlents |. .............................. . ........................................................... | . - . -
Estimated follow -up ! A First and recurrent adjudicated ~ HHF
1 ~38 months (event -driven) : events
| A Slope of change in eGFR (CKD -EPI) from

Sample size estimation: el

841 adjudicated events © 20% RRRin the primary endpoint
CKD-EPI,Chronic Kidney Disease Epidemiology Collaboration; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HF, heart failure; HHF, hospitalization for heart
failure; LVEF, left ventricular ejection fraction; NYHA, New York Heart Association; qd, once daily; RRR, relative risk reduc tion; SOC, standard of care; T2D, type 2 diabetes.

1. ClinicalTrials.gov. NCT03057951 (accessed Mar 2021); 2. Anker SD et al. Eur J Heart Fail. 2019;21:1279. 3. Anker SD et al. Eur J Heart Fail. 2020;22:2383.



Empagliflozin demonstrated a clinically meaningful 21% RRR
In the composite primary endpoint of CV death or HHF

25

ARR

N
o
1

NNT*=31

Significacion 3.3%

estadistica desde ejiuEEY

=
(6)
1

dia 18

Empagliflozin HR: 0.79

Estimated cumulative incidence (%)

101
(95% CI: 0.69, 0.90)
p<0.001
5 4
O- 1 1 1 1 1 1 1 1 1 1 1 1 Empag“ﬂOZln
0 3 6 9 12 15 18 21 24 27 30 33 36 415 (13.8%) patients with event
Months since randomization Rate: 6.9/100 patient -years
Patients at risk Placebo: _ _
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 511 (17.1%) patients with event
Empagliflozin 2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402 Rate: 8.7/100 patient -years
*During a median trial period of 26 months. ARR, absolute risk reduction; Cl, confidence interval; CV, cardiovascular; HHF, h ospitalization for heart failure; HR, hazard ratio;

NNT, number needed to treat; RRR, relative risk reduction. Anker S etal. N Engl J Med . 2021;XX:XXX.
16



EMPERORPreserved: Primary endpoint
Subgroup analysis

Empagliflozin Placebo
n with event/N analysed HR (95% CI)
Overall 415/2997 511/2991 0.79 (0.69, 0.90)
Age, years
<70 134/1066 152/1084 0.88 (0.70, 1.11)
XT N 281/1931 359/1907 —@— 0.75 (0.64, 0.87)
Sex
Male 253/1659 297/1653 —@— 0.81 (0.69, 0.96)
Female 162/1338 214/1338 —@— 0.75 (0.61, 0.92)
Race
White 310/2286 370/2256 |—.—| 0.81 (0.69, 0.94)
Black 24/133 28/125 : : 0.73 (0.42, 1.25)
Asian 54/413 77/411 : ° | 0.65 (0.46, 0.92)
Other 27/164 36/198 : . : 0.95 (0.58, 1.57)
Region
North America 64/360 83/359 ' ° 0.72 (0.52, 1.00)
Latin America 105/758 120/757 — @—— 0.87 (0.67, 1.13)
Europe 165/1346 202/1343 —@— 0.80 (0.65, 0.98)
Asia 45/343 69/343 , . , 0.59 (0.41, 0.86)
Other 36/190 37/189 ; E . 1.02 (0.64, 1.61)
0,25 05 1 2
Cl, confidence interval; HR, hazard ratio. < >
Anker S etal. N Engl J Med . 2021;XX:XXX. Empagliflozin better Placebo better

17



EMPERORPreserved: Primary endpoint
Subgroup analysis

Empagliflozin Placebo

n with event/N analysed HR (95% CI)

Overall 415/2997 511/2991

145/995
138/1028

193/988
173/1030

132/974 145/973

0.79 (0.69, 0.90)

0.71 (0.57,0.88
0.80 (0.64, 0.99

Baseline diabetes status

0.87 (0.69, 1.10

0.79 (0.67, 0.94
0.78 (0.64, 0.95

0.81 (0.65, 1.00
0.78 (0.66, 0.91

0.75 (0.64, 0.87)
0.86 (0.68, 1.09)

0.81 (0.68, 0.95)
0.73 (0.59, 0.90)

0.85 (0.69, 1.06)

Diabetes 239/1466 291/1472
No diabetes 176/1531 220/1519 -

B Sl INE E R L T ——
XCn Y[ KYAYKM®T 01531493 189/1505 T
<60 mL/min/1.73 m? 263/1504 321/1484 — @

Baseline NYHA class
I 275/2435 361/2452 —@-
T, 140/562 150/539 T

| C K2ALAGEFEATFGAZ2Y AY XvMH Y2y (K&

No 258/2298 319/2321 —@—
Yes 157/699 192/670 e

Cause of HF
Ischaemic 157/1079 177/1038 — &
Nonischaemic 258/1917 334/1953 '_’_'

0.75 (0.64, 0.89)

0,25

1

> 2

05 €

See slide notes for abbreviations. Anker S Empaglifiozin better
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etal. N Engl J Med . 2021;XX:XXX.
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Placebo better



EMPERORPreserved: Key secondary endpoint

adjudicated total HI

0.25 1

0.20

0.10 -

0.05

Mean number of events per patient

Patients at risk

Placebo

2991

Empagliflozin 2997

Cl, confidence interval; HHF, hospitalization for heart failure; HR, hazard ratio; RRR, relative risk reduction.
Anker S etal. N Engl J Med . 2021;XX:XXX.
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F (first and recurrent)

Placebo

Empagliflozin

0

HR: 0.73

(95% CI: 0.61, 0.88)
p<0.001

Empagliflozin:

2945
2962

2901
2913

2855
2869

2816
2817

15 18 21
Months since randomization
2618 2258 1998
2604 2247 1977

24

1695
1684

27

1414
1429

30

1061
1081

33

747
765

407 patients
36 .

with event

Placebo:
448 541 patients
446 with event



Empagliflozin protected the kidney by significantly
slowing the decline in kidney function

The rate of eGFR decline in

) 01 Early difference between empagliflozin and placebo patients treated with
due to the well -known initial drop with empagliflozin empagliflozin was half that of
2 - patients treated with placebo

1.36 mL/min/1.73 m 2/year
-4 A difference in eGFR slope
(95% CI: 1.06, 1.66; p<0.001)

S
™
™~
—
~~
=
E
~
|
£
N—r
o
G -6 o
® - /Em agliflozin  Placebo \
Qo
=
5 8-
©
o]
=
S -10 -
g_’ Placebo (Random Intercept Random Slope Model)
% ——Empagliflozin (Random Intercept Random Slope Model)
6 ‘12 T T T T T T T T T T mean ( iSE)
gt 232 s 76 100 124 148 172 196 k mL/min/L.73 m 2lyear /
aseline Weeks
eGFR slope = rate of decline (and is a measure for long -term renal function). eGFR slope is analysed based on on -treatment data using a random coefficient model including age, baseline
eGFR and baseline LVEF as linear covariates and sex, region, baseline diabetes status, and baseline by time and treatment by time interactions as fixed effects; the model allows for randomly

varying slope and intercept between patients.
eGFR, estimated glomerular filtration rate; LVEF, left ventricular ejection fraction; SE, standard error.
Developed from data reported in Anker S etal. N Engl J Med . 2021;XX:XXX.
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@ ESC Europan Heart Jourmal (2021 0, 1-11 CLINICAL RESEARCH . -
Hear faiure and cardiomyopties ButlerJ,PackeM, FilippatosG, FerreiralJP ZellerC,Schneel,Brueckmanrv, Pocock

SJZannadr, AnkerSD Effectof empagliflozinn patientswith heartfailure acrosshe
spectrumof left ventricular ejection fraction. Eur Heart J 2021 Dec8:ehab/98. doi:
10.1093 eurheartfehab798 Epubaheadof print. PMID 34878502

Effect of empagliflozin in patients with heart
failure across the spectrum of left ventricular
ejection fraction

Javed Butler '*T, Milton Packerz*T, Gerasimos Filippatos 3,
Joao Pedro Ferreira 4 Cordula Zeller ® 5, Janet Schnee s .
Martina Brueckmann ® 7, Stuart ). Pocock®, Faiez Zannad®, and Stefan D. Anker® Hazard ratio

(empagliflozin : placebo)

1.8
The risk of cardiovasculardeath and hospitalization for o] ® Time to first heart failure hospitalization
heart failure declined progressivelyas ejection fraction ® Total (first and recurrent) hospitalizations
increasedrom <25%to > 65% )
1.2
Empagliflozinreducedthe risk of cardiovasculadeath or i
heart failure hospitalization, mainly by reducing heart o
failure hospitalizations 0.8 s ¢
Empagliflozin reduced the risk of heart failure o + +
hospitalizationby 30% in all ejection fraction subgroups, 0.4
with an attenuated effect in patients with an ejection -
fraction>_65% <25% 25t034% 35t044%  45t054%  55to 64% >65%

Ejection Fraction
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ooty = Dapagliflozina en pacientes con IC con FEVI
Stuly Design Papar P re S e rVad a. .
Dapagliflozin in Heart Failure with Preserved and Mildly [ 2 |J dzé S a [j } LJZ NJ @ é
Reduced Ejection Fraction: Rationale and Design of the
DELIVER Trial

A ESTUDIO DELIVER estudio internacional, multicéntrico, controlado por placebo, randomizado, doble ciego,
A Obijetivo primario de reduccion de mortalidad cardiovascular y hospitalizaciones por insuficiencia cardiaca.

A 6100 pacientes mayores de 40 afios diagnosticados de IC con FEVI preservada (>40%) en situacion clinica
NYHA HV.

A Randomizadoa dapagliflozina 10 ms vs. Placebo.

TheSGLThibitor dapagliflozinn heartfailure with preservedejectionfraction: amulticenterrandomizedtrial.
Michael E. NassifSheryl L. WindsorMikhail N. Kosiborod
Nature Medicinevolume 27, pages1954;1960 (2021)



https://www.nature.com/articles/s41591-021-01536-x#auth-Michael_E_-Nassif
https://www.nature.com/articles/s41591-021-01536-x#auth-Sheryl_L_-Windsor
https://www.nature.com/articles/s41591-021-01536-x#auth-Mikhail_N_-Kosiborod
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EMPULSE: the missing link

EMPEROR-Reduced

Chronic heart failure (HF) with
reduced ejection fraction (HFrEF)
with or without type 2 diabetes (T2D)

EMPULSE
Acute HF
HFrEF or HFpEF
with or without T2D

EMPEROR-Preserved
Chronic HF with preserved
ejection fraction (HFpEF)
with or without T2D

HF, heart failure; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction; T2D, type 2 diabetes.

DAPA-HF
Chronic HFrEF

with or without T2D

SOLOIST

Pre-/post-discharge after acute HF

with T2D
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24h-10d Randomizacié 24h-5 d

> 100mmHg (6h)
No aumento iv 6h

No 24h

FEVI< 40%

o. B NT-proBNP 21600 pg/mL
] o BNP 2400 pg/mL

8N [N

> 100mmHg (6h)

%Diurético iv
@in trépico No 24h

!‘

[Py ICe/ICMm/ICP

| . .

No aumento iv 6h

B4

(9)

NT-proBNP 21600 pg/mL o BNP 2400

o 72h previa

NT-proBNP 22400 pg/mL o
VY"BNP 2600 pg/mL
FA
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EMPULSE: Empagliflozin vs. Placebo in Improving
Outcomes in Acute HF Patients

Arotal number oknrollees 530
Muration of followup: 90 days

AVlean patient age: 71 years

Patients treated with empaglifiozin were 36% more likely to experience a clinical benefit* compared
with patients on placebo

Mercentage female: 33%
1 H . 53.9% ]
Aercentage with diabetes: 47% Ginical bonet” R 9.7% Stratified
win ratio: 1.36
(95% CI: 1.09, 1.68)
7.2% =
EMPULSE: the missing link Time to death 4.0% p=0.0054
Z 3% . 10.6%
o AE I % HFE™ frequency A% Death:
S " 0 02% Empagliflozin: 4.2%
l IW T HFE** % p g o (i)
R i L e L. Placebo: 8.3%
F(EF or HEpEF V. - 35.9%
withor whn T2D = KCCQ-TSS 21.5% HF event:
EMPEROR-Preserved Ties, none of the Empagliﬂozin 10.6%
a’%r;::;'gzlagﬁmz?d ’re-/pos »c.srnar'ea!ers.a?{;-l(r)zrlzzg preViouS - 64./3 Placebo 14‘7%
o . Empaglifiozin winner . Placebo winner . Ties 925 < i ' - - !

Favors placebo Favors empagifiozin 10 mg
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Figure 1: Shifting the Paradigm of Guideline-directed Medical Therapy Initiation

EMPULSE

-

RAAS-I/ARNI

USC US (_Zardiology H Fail g q q
Review eart Failure Continued up-tltratlon

SGLT2i

Optimizing Guideline-directed Medical Therapies for Heart Failure
with Reduced Ejection Fraction During Hospitalization

Telehealth follow-up
In-person follow-up

Admission Approaching Oral diuretic Discharge Laboratory
day euvolemia trial day monitoring

A suggested timeline of initiating guideline-directed medical therapy (GDMT) for patients admitted with heart failure with reduced ejection fraction during their hospitalization. ACEi = angiotensin
converting enzyme inhibitor; ARB = angiotensin receptor blocker; ARNI = angiotensin receptor—neprilysin inhibitor; MRA = mineralocorticoid receptor antagonist; RAAS-I = renin-angiotensin-aldosterone
system inhibitor; SGLT2i = sodium—glucose cotransporter-2 inhibitor.

US Cardiology Review 2021,15:e07. DOI: https://doi.org/10.15420/usc.2020.29
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ESC HEART u_\l\wﬁngmz ORIGINAL ARTICLE .
| Al4pacientes ICFERTPulm
Sacubitril/valsartan affects pulmonary arterial Al m p I antaC|é ncard | omems

pressure in heart failure with preserved ejection

fraction and pulmonary hypertension AS perl’odowe 6sem pre_ARNI’ ARNI ON’ ARNI OFF

Pau Codina®’, Mar Domingo", Elena Barcelé™, Paloma Gastelurrutia®*, Daniel Casquete’, Joan Vila’
Omar Abdul-Jawad Altisent’, Giosafat Spitaleri’, German Cediel’, Evelyn Santiago-Vacas™”’,
Elisabet Zamora***7, Maria Ruiz-Cueto®, Javier Santesmases*?, Rafael de la Espriella®,

Domingo A. Pascual-Figal**°, Julio Nufiez’*, Josep Lupén™>*” and Antoni Bayes-Genis™**7*

600 33
550 =i
e o0 27
\\ 24
-— 450
< N g 2
E 0 400 5
£ w o mme=mee S » 18
: \ .——"_-———-" - % ==t E 15
& ) >3 E oo =
c \ /- @ g3
m r{) \ //
@ 250
- \ 2 :
e 200 6
280 150 3
Week & 45 4 I 2 49 0 1 2 3 4 5 e T 8 g W0 11 712
100 0
Pre-ARNI ARN! ON ARNI OFF Bro-ARh ARMI ON ARMI OFF Pre-ARNI ARMION ARMI OFF

Codina P, Domingo M, Barceld@stelurrutiaP, Casquete D, Vila J, AbdaivadAltisentO, SpitaleriG, Cediel G, Santiajacas E, Zamora E, RGizeto M, Santesmases J, de la Espriella R, PdSgaiidA,Nufiez], Lupdn J, Bay€3enisA. Sacubitrilvalsartanaffectspulmonaryarterial
pressurein heart failure with preservedejectionfraction and pulmonaryhypertension ESC HeaRail 2022 May 19. doi: 10.1002/ehf2.139%pubaheadof print. PMID: 35588235.
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Circulation

RESEARCH LETTER

Estimating the Benefits of Combination Medical
Therapy in Heart Failure With Mildly Reduced and
Preserved Ejection Fraction

Muthiah Vaduganathan®, MD; Brian L. Clagget®, PhD; Riccardo M. Inciardi®, MD; Gregg C. Fonarow®, MD;
I Seott D. Sclamen®, MD

Conclusionthis crosstrial synthesis may inform the potential benefits of use of
combination MRA, ARNI, and SGLT2i among patients with LVEF 40% to 65%.

John JV: Mchdurray®, M D.S

Estimated treatment effects of combination medical therapy by LVEF category (top) and across the LVEF spectrum

LVEF 45 to 54%

LVEF 55 to 64%

GV Death + HF Hospitalization
51% (26-68%) Risk Reduction

CV Death
52% (10-T4%) Risk R

HF Hospitalization
eduction 62% (37-77%) Risk Reduction

Switching to ARNI (n=1,651) C e —— —
Adding MRA (n=486) . — —
Adding SGLT2i (n=2,260) ——  ——— ——
Combination Therapy . —_— (E—
00 05 10 15 00 05 10 15 00 05 10 15
HR (95% CI) HR {95% Cl) HR (95% CI)
CV Death + HF Hospitalization CV Death HF Hospitalization
48% (20-63%) Risk Reduction 56% (31-72%) Risk Reduction
Switching to ARNI (n=2,160) —— e s
Adding MRA (n=848) e e ——
Adding SGLT2i (n=2,092) —— Ce ——
Combination Therapy e — - e
00 05 10 15 00 05 10 15 00 05 10 15
HR (95% CI) HR {95% CI) HR (95% Cl)

VaduganathamM, ClaggetBL,InciardiRM,FonarowGC, McMurray JJV, Solomon E&limatinghe Benefitsof CombinationMedical Therapy in Heart Failure withildly Reducedand
PreservecEjectionFraction Circulation 2022 May 23. doi: 10.1161/CIRCULATIONAHA.121.0988@8aheadof print. PMID: 35603667 .
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Circulation

RESEARCH LETTER

Estimating the Benefits of Combination Medical
Therapy in Heart Failure With Mildly Reduced and
Preserved Ejection Fraction

Conclusionthis crosstrial synthesis may inform the potential benefits of use of
combination MRA, ARNI, and SGLT2i among patients with LVEF 40% to 65%.

Estimated treatment effects of combination medical therapy by LVEF category (top) and across the LVEF spectrum

CV Death + HF Hospitalization CV Death HF Hospitalization
Switching to ARNI (n=985) e - ——
LVEF 265% hddil‘lg MRA {I"I=“'1I '—|—' l—'l'—l I—l—i
Adding SGLT2i (n=865) —— boe ——
Combination Therapy ' -

0 1 2 3 0 1 2 3 0 1 2 3
HR {85% CI) HR (95% Cl) HR (95% CI)

VaduganathamM, ClaggetBL,InciardiRM,FonarowGC, McMurray JJV, Solomon E&limatinghe Benefitsof CombinationMedical Therapy in Heart Failure withildly Reducedand
PreservecEjectionFraction Circulation 2022 May 23. doi: 10.1161/CIRCULATIONAHA.121.0988@8aheadof print. PMID: 35603667 .
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Circulation

RESEARCH LETTER

S | S Conclusionthis crosstrial synthesis may inform the potential benefits of use of
stimating the Benefits of Combination Medical . ] ] . )
P et Poacion Midy Reduced and combination MRA, ARNI, and SGLTZ2i among patients with LVEF 40% to 65%.

acuganathant®, MD: Brisn L. Clagge®, PhD; Rceardo M. Inciardi®, MD; Gregg C. Fonarow®, MD;
WD: Seott D. Solomen®, MD

Estimated treatment effects of combination medical therapy by LVEF category (top) and across the LVEF spectrum
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VaduganathamM, ClaggetBL,InciardiRM,FonarowGC, McMurray JJV, Solomon E&limatinghe Benefitsof CombinationMedical Therapy in Heart Failure withildly Reducedand
PreservecEjectionFraction Circulation 2022 May 23. doi: 10.1161/CIRCULATIONAHA.121.0988@8aheadof print. PMID: 35603667 .
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@ ESC European Heart Journal (2021) 00, 1-14 SPECIAL ARTICLE
European Society doi:10.1093/eurheartj/ehaal061
of Cardiology

The year in cardiovascular medicine 2020: heart
failure and cardiomyopathies

Héctor Bueno ® ""2*** Brenda Moura ® %, Patrizio Lancellotti ® ", and
Johann Bauersachs © °

European Heart Journal (2021) 00, 1-14
doi:10.1093/eurheartj/ehaa1061

PARAGON / PARADIGM TOPCAT Beta-Blocker Trialists *

CV-Death Beta Blockers

04
Q0 B3 BN BW 08 2% "EEEEEEX
Ejection fraction (%) Ejection fracton (%)
301 Modifiadle outcomes ad
25 e Cardiac targets o £
204 o Neuroendocrine targets '

05~ e . * Unknown or non-modifiable targets
* Co-morbidities

2 2% 0 3% 4 4 % 55 €0 6 M 5 0
Ejection fraction (%)

Figure 2 Results from different trials testing a number of drugs commonly used to treat heart failure, pointing to an extended benefit up to a left
ventricular ejection fraction of 55%. For patients with left ventricular ejection fraction >55%, a population group usually presenting several comorbid-
ities, there is still no evidence of a drug improving prognosis. Reprinted from Bohm et al'®
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Alternativas terapéuticas y dispositivos en ICFEp: presente y futuro

uUIC
| | Clasell S N
[ Clasellb Vo <

- o8 Cuidados 6,
LR i N s N 2
% Paliativos NS : ‘0
5 % S
A - "{1 g
: b 2 N
- oq}"o Antifibroticos: Pirfenidone® cOo g
; o‘ \7_- =~ \ ’_
8" Modulacién precarga: |Denervaciéon %") ' =
.&éo - Ablacioén nervio esplacnico|renal R %
) : — : B _ g 6 \ = 5
: &./ .~ Descompresion Al: V-Wave, IASD, CardioMEMS™ 0"6’ | Ablacién FA i
& AFR, LACSS {% i
_. 2 e | Z
LR Valsartan mineral corticoide L= o
, ¢ .\\o4 L N . - __ _ ___ ___ __ _ _ ____ - \‘-»_‘ %/0’ N g
X - - - s . w
<@ Empagl iflozina Diureéticos Qr/ ..1‘_,

1: Recomendacion FDA (“LVEF bellow normal”); 2: Si HTA y/o EAC y/o frecuencia cardiaca (RSR) elevada y en ausencia de
incompetencia cronotropica; 3: Estudios Fasell.

ACOD; anticoagulante accidn directa ; Al: auriculaizguierda; AFR; Atrial Flow Regulator; BSF: Blogueo Secuencial Nefrona; EAC: Enfermedad Nicolas Manito
arterial coronaria; FA: fibrilacidn auricular; IASD: Interatrial Shunt Device Corvia®; LACSS: Levo-Atrial Coronary SinusShunt; TSR: Terapia i

Sustitucidon Renal; UIC: Unidad de Insuficiencia Cardiaca.
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José Maria Fernandez, José Carlos Arévalo, Manuel Beltran,

Miguel Camafort, Josizs Casado, José Manuol Corquairo,
Alicia Conde, Francesc Formiga, Alvaro Gonzalez Franco,
Pau Llacer, Luis Manzano, José Luis Morales, Juan Ignacio
Péroz Calvo, José Péroz Silvestre, José Maria Capeda

el
% ®se
¥

PLANIFICACION ESTRUCTURADA DE LA ATENCION
AL PACIENTE CON IC CRONICA: CHECKLIST

]

GESTION ASISTENCIAL DE LA IC CRONICA.

* 1. PRIMERA CONSULTA.

« 2, CONSULTA PROGRAMADA.

s 3. CONSULTA NO PROGRAMADA.
o 4, CONSULTA POSTALTA.

* 5. COORDINACION CON UNIDAD IC AVANZADA Y PALIATIVOS.

ANEXOS DE DIAGNOSTICO Y TRATAMIENTO.

* ANEXO | DIAGNOSTICO SINDROMICO Y ETIOLOGICO DE LA IC. ALGORITMO.

+ AMEXO Il FACTORES DE DESCDM_PEHEACIGN. PRINCIPALES COMOREILIDADES
¥ SU IMPLICACION EN EL DIAGHNOSTICO ¥ TRATAMIENTO. ALGORITMO.

¢ ANEXO lll. TRATAMIENTO OPTIMO. ALGORITMO.
* ANEXO IV. CUIDADOS Y EDUCACION DEL PACIENTE

POR ENFERMERIA. ALGORITMO.

DECALOGO.

+ DECALOGO DE LA ATENCION AL PACIENTE CON IC CRONICA.
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ANEXOS DE DIAGNOSTI

ANEJO
ANEXO lla. MANEJO DE ANEMIA/LC ANEXO lib. M

ORO DE

ANEMIA \C + DETER!

Hb <13 g/dl (hombre)
Hb<12g/dl (mujer).

. . P = P FUNCION RENAL
DHAGHNOSTICO ETICHLOGI

NAL.
DEL SiNDROME CARDIORE!

UNIDAD DE GESTION CLINICA DE MEDICINA INTERMA

ANEXOS DE DIAGNOSTICO Y TRATAMIENTO

ametros clinicos: "
o l‘;"to:ﬁlon yugu\ar/ Reflujo hepatoyud
* Ingu

ANEXO lic. DIABETES EN IC.

Diabetez mellituz en IC
(Dieta y ejercicio)
omegalia. A +/- metformina
« Hepat S Grupo de Insuficienc
1 l « Edemas 0eC —Cardiaca y Fibrilacién
e L e - icular
Deficit nutricional. 1 . analiticos: abasal. _ Auricu
" parametros >30% respecto S . .
Deficit folato / BI2. presencid 6: = . | Bavedon NT.BND/BNZS Ty Iniciar ISGLT2 si po existe:
1 congestion? \ : CAI25 > Eragili =
Enfermedades gastrointesti 1 « Elevacion de ragilidad clinica
- . : + Hiponatrem:a. Insuficiencia renal FG <45 mi/min/m3
DEFICIT DE HIERRO Sintoma,/signos guia. 1 e
Ferritina < 100 pg/L o * Indicaciones cribado 1 Parametros €Ol i 520 mm
Ferriting <300 pg/L cancer caldn. « Vena cav:::‘cava nferior <40%
+ 15at<20%. Enfermedades hematologica 1 » Cospso vl puimonares
. Afectacion del resto de s 1 B e N y & biidindadingg
heméaticas. 1 h Si Fragilidad clinica e n;a;eo::'tg: ‘SGLTEOIIOO FG <45 mi/min/m3
Anticoagulantes/antiagregal 1 " IDPPIV (Hb glicada >7)* - -
Insuficiencia renal cronica. [ | No > l +/- W 10
1 l n m“m ANEXOS DE DIAGNOSTICO Y TRA TAMIENTO
| icar dosis d@ i :
g | ceetoc® X D woeo secusncia de la Pefrort S ANEXO Iid. FIBRILACION AURICULAR EN IC.
TRATAMIEN : dhuriticos 4o 5 "+ Afadic srtialdoTe Ko <ASmEA/LY S
Si HNo ﬁ . creatinina < 2 2
“en IRC considerar EPO 1 « orine >80 L <50 mEN Prlacks )
o Giazidas 5 K ofind < ibrilacion auricular en IC.
l ¥ Aﬂ’dtm :‘Q’Mf(‘:‘d‘:sﬂmo
1 S‘g‘;zztioor.aivow“. ‘
1 ‘:piﬂm malcoecs Domiciliaria.
hi S itoneal
. alorar Didlisis Pert - »
TRATAMIENTO CON HIERRO INTRAWENOSO. 1 si s L Ao"b"“‘"’!. :’“’ oral CACOD 6 antivitamnina K.
1 : | Ecografia rena! control de FC entre 60-110 ipm.
| DIAGNOSTICO ENOLOGICO-  m o reinuria
*Hierro carboximaltosa es de eleccitn: ' Etiologias frecuentes. L ‘
- Primera dosis: = ——— Si FE preservada
= HE<13g./dl-— 1000 mag IV en una dosis. e e (e © intermedia: si "
» Hb*13 g/fdl-— 500 mg IV en una dosis. %os R | s | (st . # FE reducida <403: Considerar ablacién de
- Analitica cada 6 semanas hasta alcanzar objetivos: ferriting >30¢  RETRARDECC - = Oqueantes Betab,
y mefrotoxie ardioselectivos. 'oqueantes
Hiy *13 g/l {haarnbsre). Joracion TRATAMIENTO. Digoxina,
- Mmoie cueraeiuse: B e W = op‘nnlw o
funcion Dittiazem,

venas pulmonares Si:
Cardioselectivos.

Digoxina.

FA paroxisi tca

DAl
Marcapasos

sintomatica

Re?-‘ﬂCfoni:ador.
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2022 Conclusioniron parameters are independently associated with impaired
Iron Deficiency Impacts Diastolic diastolic functiorand lowaerobic capacitin patients withHFpERNd ID.
F t. ,A b- E - C -ty, . - . - - =
aﬁch;?entePrﬁerot;;;cg:Siﬁ Hapad! Patient phenotyping iHFpEFRs influenced by including ID.

Failure With Preserved Ejection
Fraction: A Subanalysis of the
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2020 ANEXO llc. DIABETES EN IC. 2022

Diabetes mellitus en IC Paciente con DM2 e Insuficiencia cardiaca
(Dieta y ejercicio)
+/- metformina

1

Iniciar ISGLT2 si no existe:
Fragilidad clinica
Insuficiencia renal FG <45 ml/min/m3 1. ISGLT2 +/- Metformina

l FEVI £ 40%

(empagliflozina/dapagliflozina)

Si Fragilidad clinica

IDPPIV (Hb glicada >7)*
+/-
Insulina basal Analogo GLP1** &
IDPPIV &

Insulina basal +/- bolo

* El control glucémico del paciente con diabetes e IC debe individualizarse. El control intensivo de la glucemia no

ha demostrado mejorar el prondstico en la IC.

“* Los andlogos de GLP1 no han demostrado beneficio en IC con FE reducida. En diabetes y obesidad con FE

Si mal control metabdlico
a pesar de ISGLT2

Si insuficiencia renal
FG <45 ml/min/m3

Anélogo GLP16
IDPPIV &
Insulina basal +/- bolo

FEVI > 40% (empagliflozina)

2. arGLP-1 sc/oral*
3. iDPP4
4, Insulinas basales

(Glargina y Degludec)

preservada puede valorarse su uso para el control glucémico v la pérdida de peso.

*Sélo financiados para pacientes con IMC > 30 Kg/m2
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Recommendations for the treatment of diabetes in
heart failure

Recommendation Class® Level®

MANEICODEAADME ENICA IC

Meta-analyses in of SGLT-2i in 10 RCT with T2 diabetes

Effects in Type 2 diabetes (n= 65 708)
Pooled HR for heart failure hospitalisation 0.69 (0.64-0.74)

SGLT?2 inhibitors (canagliflozin, dapagliflozin,
empagliflozin, ertugliflozin, sotagliflozin) are rec-
ommended in patients with T2DM at risk of CV

SGLT2 Hosp. heart failure
X . X X Study of Inhibitor  Placebo Hazard Ratio Hazard Ratio
events to reduce hosp|ta[|zat|ons for HF, major subgroup log (Hazard Ratio) SE  Total Total  Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
. CANVAS -0.4004775 0.1312919 5795 4347 81% 067(0.52,087) —
CV events, end-stage renal dysfunctlon, and CV CREDENCE -0.4942963 0.1356834 2202 2199 76% 0.61(0.47, 0.80] —_—
DAPA-HF -0.2744369  0.113011 1075 1064  11.0% 0.76(0.61, 0.95] —
death 223297 DECLARE-TIMI 58 03147107 0.0934854 8582 8578  16.0% 0.73(0.61,0.88] - =
: -0.4307829 0.1353644 4687 2333 7.6% 0.65 [0.50, 0.85] _—
EMPEROR-Preserved 03147  0.1276 1466 1472 86% 0.73(0.57, 0.94) —_—
inhibi ; i i i MPEROR-Reduced -0.4004775 0.1096573 927 929  116% 0.67(0.54,0.83] —
SGLT2 inhibitors (dapagllﬂozm, empagllﬂozm, SCORED -0.4004775  0.10188 5292 5292 135% 0.67 [0.55, 0.82] —_—
. . . . SOLOIST -0.4462871  0.134444 608 614 7.7% 0.64 (0.49, 0.83] —
and sotagllﬂozm) are recommended in patients paf VERTIS-CV -0.356675 0.1303126 5499 2747 8.2% 0701054 090l —
Q Total (95% Cl) 36133 29575  100.0% | 0.69 [0.64, 0.74] &
. . . . ~ 3
with T2DM and HFrEF to reduce hospitalizations Q Heterogeneity: Chi = 2.83, df = 9 (p = 0.97); ¥ = 0% T : :
Test for overall effect: Z = 10.02 (p < 0.00001)
for HF and CV dea,1'_|f\_108’109’1 36 E'@J avours SGLT2 inhibitors Favours placebo

Consistent results regardless of type of CV-disease; established CVD or HF!
31% reduced risk for heart failure hospitalisation in type 2 diabetes
HR 0.69 (0.64-0.74)
Courtesy from Robert Ryder, Thomas Crabtree & Robert Ryder, Br J Diabetes 2021;21:ONLINE

www.thelancet.com Published online November 13, 2020 https://doi.org/10.1016/5S0140-6736(20)32339-4

McDonagh et al 2021EuropearHeart Journgl1¢128. https://doi.org/10.1093/eurheartj/ehab368
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Recomend:

g

innes para el tratamiento farmacologico de la DM2
Diabetes, Obesidad y Nutricion de la SEMI

es para el tratamiento de la DM2 segin la situacion clinica

Muy alto riesgo CV:
A ECV establecida
A LOD: HVI, albuminuria, retino, neuropatj

Actualizacion 2021

Modific. Ol nﬂ

A wo oot
A DM1 >20 afios evolucion
A DM2 >10 afios evolucién 4i®D y un FRCV

Obesidad - >75 afios Minimizar la DM2 conﬁmas
- : . hipoglucemia [ CR T T
Priorizar un iISGLT2 en todos los pacientes con

IC o riesgo de desarrollarla

. .40C

de evolucion

- : S iDPP4 o

‘ ! emaglutida =

Pic GLT2 arGLP-1 Liraglutida arGLP-1o iDPP4 arGLP-1 o arGLP-1
Dapaglizofina Dulaglutida = C Ploglltazona ¢
. T arGLp-1 arGLP-1 iDPP4 Benatide-Lan) 190 LT2 il usd ot
Insulina .ergiia o TOU arGLP-1 : ; Insulina basal iDPP4 Insulina basal Pioglitazona
deailid iDPP4 Ees il Pioglitazona iSGLT2 :
s : Insulina basal Insulina basal Repaglinid Insulina basal
Insulina basal epagiica

Algoritmo SEMI de Diabetéxarte 0104 (fesemi.org)



https://www.fesemi.org/sites/default/files/documentos/906.pdf
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Unidadesa
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Seguimiento ambulatorio

U

laCardiaca

UMIPIC

http://www.fesemi.org/grupos/cardiaca/umipic/programa/view

Transtoidnide

CONSULTA CONVENCIONAL

CONSULTA UMIPIC

t ) cuidatias
\J M
Gru;;ode mayor riesgo

Plan de Trabajo:
Descongestion ||’ Optimizacién “. Control evolutivo

Educacion SNS/SRAA FRCV-comorbilidad

. L Ingreso
UMIPIC

Atencion Primaria



http://www.fesemi.org/grupos/cardiaca/umipic

