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* Dislipemia

* Diabetes, pre-diabetes

* Sindromes coronarios cronicos
e Taquicardias supraventriculares
e TEP
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@ESC

European Society

Treatment goals for low-density lipoprotein EAS @
cholesterol (LDL-C) across categories of total cardiovascular

A A of Cardiology
disease risk
Treatmentgoal ™ +SCORE <1% |
forldLC  3.0mmollL / <2 [escoRE21% and <5%
: ~ *Youngpatients (TADM <35 years; T2DM <50 years) with DM
(116 mg/dL) LOYY\ / duration <10years without other risk factors
*SCORE 25% and <10%
- *Markedly elevated single risk factors, in particular TC>8 mmol/L(310
" mg/dL) or LDL-C >4.9 mmol/L (190 mg/dL) or BP >180/110 mmHg
\\ *FH without other major risk factors
*Moderate CKD (€GFR 30-59 mL/min)
\\ *DMw/otarget organ damage, with DM
1.8 mmol/L duration210years or otheradditional risk factor
&>50% (70 mg/dL) *ASCVD (dinical/imaging)
reduction *SCORE 210%
. > *FH with ASCVD orwith another major risk factor
from baseline EERRNRIE m *Severe CKD (eGFR <30mL/min)
( 55 mg/d L) \\ *DIV & target organ damage: 23 majorrisk factors; or
sy garlyonset of TIDMof longduration(>20years)
\\ y
R ©
Low Moderate High very-High CVRisk P

www.escardio.org/guidelines

2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)



Evidence for efficacy of LDL-lowering therapies = EAS @ @ESC |
down to below 1.4 mmol/L (55 mg/dL) of Cardiology |

Source of evidence Mean reduction in LDL Outcome RR (95% Cl)
cholesterol;
mmol/L [mg/dL]
CTT meta-analysis! (high-intensity vs standard 1.71[66] vs 1.32 [50] MI, CHD death, 0.71 (0.56-0.91)
statin; subgroup <2.0 mmol/L) stroke, coronary [per mmol/L]
revasc.
IMPROVE-IT? (eze plus statin vs statin) 1.55 [70] vs 1.40 [54] CV death, Ml, 0.94 (0.89-0.99)

stroke, UA,
coronary revasc

FOURIER? (evolocumab plus high-dose statin + 2.37[92] vs 0.78 [30] CV death, Ml, 0.85 (0.79-0.92)
eze vs high-dose statin + eze) stroke, UA,
coronary revasc
ODYSSEYOUTCOMES? (alirocumab plus high- 2.37[92] vs 1.37 [53] MI, CHD death, 0.85 (0.78-0.93)
dose statin + eze vs high-dose statin + eze) stroke, UA
Llancet 2010; 376: 1670-81; 2 NEJM 2015; 372: 2387-97; > NEJM 2017; 376: 1713-22; * NEJM 2018; 379: 2097-107 @

. ideli 2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
www.escardio.org/guidelines cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455) 8
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imaging (subclinical atherosclerosis) HRE VALENCIA
Risk Reclassification?

i
1
§-

[ High potency statin at highest ]

recommended /
tolerable dose to reach the goal

®

-

! * Secondary prevention (very-high-risk)
; * Primary prevention: patients with

( Add PCSKS inhbikon ) FH and another major risk factor

(very-high risk)

* Primary prevention: patients at
@ @mi Cardi0|0g0 [ ch.l(':'hm":' ) very-high risk but without FH

(seeTable 4)




2019 ESC Guidelines on diabetes, pre-diabetes, $ CARDIOLOGIA
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and cardiovascular diseases developed in @Egsc
collaboration with the EASD e

of Cardiology
Change in recommendations

2019

2013
BP targets

Lipid targets

Antiplatelet therapy
Glucose-lowering treatment
Metformin should be considered Metformin should be considered in overweight patients with T2DM without CVD and at moderate CV risk

as first-line therapy in patients with DM

g@mi_cardiologo



2019 ESC Guidelines on diabetes, pre-diabetes, CARDIOLOGIA
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European Society

collaboration with the EASD e o

Very high risk Patients with DM and established CVD

or other target organ damage®

or three or more major risk factors®

or early onset T1DM of long duration (>20 years)
Patients with DM duration >10 years without tar-
get organ damage plus any other additional risk
factor

Young patients (T1DM aged <35 years or T2DM
aged <50 years) with DM duration <10 years,
without other risk factors

@mi_cardiologo
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Farmacos WP i

St

SGLT2 inhibitors

Empagliflozin, canagliflozin, or dapagliflozin are recommended in patients with T2DM and CVD, or at very high/high CV

. 306,308,309,311
risk, to reduce CV events. 3

Empagliflozin is recommended in patients with T2DM and CVD to reduce the risk of death.®®

GLP1-RAs
Liraglutide, semaglutide, or dulaglutide are recommended in patients with T2DM and CVD, or at very high/high CV risk,
to reduce CV events, 76279 ~300302-303

Liraglutide is recommended in patients with T2DM and CVD, or at very high/high CV risk.© to reduce the risk of death.'”®

Biguanides
Metformin should be considered in overweight patients with T2DM without CVD and at moderate CV risk.'#¢'%? lla

Insulin

Insulin-based glycaemic control should be considered in patients with ACS with significant hyperglycaemia (>10 mmol/L

lla
or >180 mg/dL), with the target adapted according to comorbidities.**° 22

Thiazolidinediones

Thiazolidinediones are not recommended in patients with HF. - -

DPP4 inhibitors
Saxagliptin is not recommended in patients with T2DM and a high risk of HF.2?’ - -

@mi_cardiologo



A Type 2 DM - Drug naive patients

ASCVD, or high / very high

+ CV risk damage
or mtfg;f:‘tri:;gf:nctors)' EI

Metformin Monotherapy

If HbA,. above target If HbA . above target
Add Metformin DPP-4i || GLP-IRA | SGLT2i || 12D |
{ J J| ifeGFR | L J
l l l adequate
If HbA . above target If HbAc above target
« Consider adding the " solT2i | soim2i [ GLP-1 RA[SGLT2i or
other class (GLP-1 RA or or or DPP-4i | DPP-4i or
or SGLT2i) with proven L TZD I\ TZD 0 orTZD J \GLP‘l RA
CVD benefit
» DPP-4i if not on l l l‘ ¢
GLP-1 RA
* Basal insulin HEDAL stiove tanpec
« TZD (not in HF pat) l
*SU

| Famsinga with addisian Af Athar Amanee
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B Type 2 DM - On metformin

ASCVD, or high / very high

== CV risk HRE
r e arga rgendaage j =

If HbA . above target

|

* Consider adding the
other class (GLP-1 RA
or SGLT2i) with proven
CVD benefit

* DPP-4i if not on
GLP-1 RA

+ Basal insulin

* TZD (not in HF pat)

+SU
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Continue Metformin
Monotherapy

If HbA, . above target

S

~ e

e ral | sGLT2i |
DPP-4 J | GLP RAJ feGRR || 2P )
l l ' adequate
If HbA, . above target
sGiT2i | sGiT2i | GLP-1 RA|SGLT2i or
or or or DPP-4i| DPP-4i or
TZD | TZD | orTZD | GLP-IRA
If HbA, above target

!

T antinia with addivian Af athar amanes
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management of chronic coronary syndromes

De angina estable a enfermedad coronaria estable y ahora SINDROME CORONARIO CRONICO

ATEROESCLEROSIS es un proceso dinamico, por lo que es fundamental:

Cambio en el estilo de vida / TMO / Revascularizacion

Seis ESCENARIOS clinicos:

Enfasis en estilo de vida

@mi_cardiologo

1. Angina/disnea y sospecha EAC

2. IC o disfuncién VI y sospecha de EAC

3. SCA o revascularizacion < 12 meses

4. SCA o revascularizacién > 12 meses

5. Angina vasoespastica o microvascular

6. Asintomaticos con deteccion de EAC en screening

Probabilidad pretest a "probabilidad clinica de EAC”. Factores modificadores
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2019 ESC Guidelines for the diagnosis and e VALENCIA
management of chronic coronary syndromes

@ ESC ESC GUIDELINES
European Heart Journal (2019) 00, 1-71 @T"’v CARDIOLOGIA

* Souny’

The Task Force for the diagnosis and management of chronic
coronary syndromes of the European Society of Cardiology (ESC)

Recent CCS diagnosis
or revascularization

.g ‘
'
X Echocardiography Early (e.g. -3 months) after revascularization to set as a reference andlor
' Baselne —‘ .
2 ' § ] | at rest periodically (e.g.at | year if previously abnormal and/or every 3.5 years) to
' -] i
- s ] 8 3 monchs 4 _' evaluate LV function, valvular status and haemodynamic status.
g -g § 6 months —
F8E by
€% 12 monchs 4= Stress test for As necessary, to investigate changes in symptoms level, and/or early
inducible ischaemia (e.g. 1-3 months) after revascularization to set as a reference
@ and/or periodically (e.g. every 3-5 years) to reassess ischaemia.
g g ) Long-standing diagnosis
HE . of CCS (> year)
3 3 ' Invasive coronary As necessary, for patients at high risk based on noninvasive ischaemia o
LA angiography testing, or severe angina symptoms (e.g. CCS class 3-4) §
i Not recommended solely for risk stratification )
“w
Post-ACS CCS a
(e.g->| year after MI)
S rnee +}—@ = o —
smrin ¢ —@ © o
v
R & *—
g "
253 o el —@ ® *—
=g
FER el —@ = G
2 moechs ¢—4———@) - - —
o l—@ = —
Legend Time for decisicn-making on . Advisable tmepoint
DAPT continuation in PC) pasients
. Time for decition-making cn . Optioral tmepomnt
optional dual antxhrombotic therapy
(sea table )

(g@mi_cardiologo



ESC ESC GUIDELINES
European Heart Journal (2019) 00, 1-71 K eSS Gu,o
European Society doi:10.1093/eurheartj/ehz425 ; %

of Cardiology 5

2019 ESC Guidelines for the diagnosis and
management of chronic coronary syndromes

The Task Force for the diagnosis and management of chronic
coronary syndromes of the European Society of Cardiology (ESC)

Drug option Dose Indication
Clopidogrel 75 mg o.d. Post-Ml in patients who have tolerated DAPT for 1 year
Prasugrel 10mgo.dor5mgod;ifbody  Post-PCl for Mlin patients who have tolerated
weight <60 kg or age >75 years DAPT for 1 year
Rivaroxaban 25 mgb.id. Post-MI >1 year or multivessel CAD
Ticagrelor 60 mg b.id. Post-Ml in patients who have tolerated DAPT for 1 year

@mi_cardiologo

irin 75 — 100 mg daily in patients
<

Table 9 Treatment options for dual antithrombotic the in combination with a:
who have » hight or moderace® risk of schacic events, and do not have a igh blecding risk

Additional cautions

Age >75 years

Creatinine clearance
15-29 mUmin

References

289,290

289,290,313

297

291293307 314
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ESC European Heart joumnal (2019) 00, 1-65 358,
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2019 ESC Guidelines for the management of

. . . . Narrow QRS
patients with supraventricular tachycardia Q .
tachycardia
The Task Force for the management of patients with supraventricu-
lar tachycardia of the European Society of Cardiology (ESC) l

2003 2019
Haemodynamic
instability

Acute management of narrow QRS

tachycardias

lla
lla

Verapamil and diltiazem

Beta-blockers

Amiodarone and digoxin are not mentioned in the

2019 Guidelines

Acute management of wide QRS

tachycardias

Procainamide - lla Ifineffective
Adenosine - lla

Amiodarone FE

Sotalol and lidocaine are not mentioned in the

2019 Guidelines
Therapy of inappropriate sinus
tachycardia If ineffective
Beta-blockers - lla
Verapamil/diltiazem and catheter ablation are not f ) ‘l
d in the 2019 Guideli
Therapy of postural orthostatic tachy- i.V. ve! il or .
cardia:yynd;:)me Y am i.v. beta-blocker
Satand fludinake e [TiET (la B) (la €)
Head-up tilt sleep, compression stockings, selective
beta-blockers, fludrocortisone, clonidine, methyl- l l

F = F &

octreotide, and phenobarbi are not ioned If ineffective

in the 2019 guidelines.
(-3 @mi_cardiologo
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Wide QRS
tachycardia

If ineffective

If ineffective

i.v.adenosine
(if no evidence of
pre-excitation
on resting ECG)
(laC)

l

i.v. procainamide

l

l

If ineffective
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2019 ESC Guidelines on the diagnosisand  @egsc $ CARDIOLOGIA
management of acute pulmonary embolism of Crdiology U™ Unversman

* |nestabilidad hemodinamica y alto riesgo de TEP

e Algoritmos adaptados al riesgo

* Nuevas recomendaciones diagndsticas

* Importancia prondstica de la DVD

 Manejo integrado en algoritmos

* Indicacién del tratamiento extendido del TEP (Riva y apixa)

e TEPyCancer
* Diagnostico y tratamiento del TEP en el embarazo

e ACOD recomendacion |

@mi_cardiologo



CARDIOLOGIA
CCCCCCCC
HOSPITAL GENERAL
nsayosen IC % s
HRE VALENCIA

* PARAGON-HF
* PROVE-HF
* DAPA-HF
* BBen HFyRF
* GALACTIC
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Angiotensin—Neprilysin Inhibition in Heart
Failure with Preserved Ejection Fraction

S.D. Solomon, J.J.V. McMurray, |.S. Anand, J. Ge, C.S.P. Lam, A.P. Maggioni, F. Martinez,
M. Packer, M.A. Pfeffer, B. Pieske, M.M. Redfield, J.L. Rouleau, D.J. van Veldhuisen,
F.Zannad, M.R. Zile, A.S. Desai, B. Claggett, P.S. Jhund, S.A. Boytsov, J. Comin-Colet,
J. Cleland, H.-D. Diingen, E. Goncalvesova, T. Katova, J.F. Kerr Saraiva, M. Lelonek,
B. Merkely, M. Senni, S.). Shah, J. Zhou, A.R. Rizkala, J. Gong, V.C. Shi,
and M.P. Lefkowitz, for the PARAGON-HF Investigators and Committees

B@mi_cardiologo
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PARAGON Y G

Randomization 1:1 N=4822
: Double-blind treatment period
: N
T —
Active run-in period
— = —} Sacubitril/valsartan 200 mg BID

Valsartan Sac/val
80 mg BID* 100 mg BID

Valsartan 160 mg BID

On top of optimal background medications for co-
morbidities (excluding ACEls and ARBs)

~240 weeks
Primary outcome: CV death and total (first and recurrent) HF

up to 2 weeks 3-8 weeks

hospitalizations (anticipated ~1,721 primary events)

*Valsartan 40 mg BID (up to 2 weeks) followed by valsartan 80 mg BID as an optional starting run-in dose for those patients being treated with less than the minimum dose of ACEl or

ARB at Visit 1;

@mi_cardiologo
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Mean cumulative events per 100 patients
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Objetivo Primario W e

Total HF hospitalizations and CV death

Valsartan (n = 2389)
1009 events, 14.6 per 100 pt-years

Sacubitril/valsartan (n = 2407)
894 events, 12.8 per 100 pt-years

10—
5- Rate ratio 0.87 (95% ClI 0.75, 1.01)
= 0.059
0 | l P | | |
0 1 2 3 4
@mi_cardiologo Years
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Objetivos secundarios W

HF hospitalizations*
Events
Valsartan 797
551 Sacubitril /valsartan 690

£
v o

Rate ratio 0.85 (95% CI 0.72, 1.00)
p = 0.056

8

et
u
M

= NN
wm o wn»m
M M 1

Mean cumulative events
per 100 patients

o wm

@mi_cardiologo

Proportion

0.55 1
0.504
0.454
0.407
0.351
0.307
0.257
0.207
0.157
0.107
0.057

0.007

CV death*
Patients
Valsartan 212 (8.9%)
Sacubitril/valsartan 204 (8.5%)

Hazard ratio 0.95 (95% Cl 0.79, 1.16)
p=0.62

B
s
-
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Sacubitril/valsartan Valsartan Effect size Nominal
N = 2316 N = 2302 (95% Cl) P-value

NYHA functional classification at 8 months —

Change from baseline (%) OR for i
or improvement

Improved 15.0% 12.6% 0.004
Unchanged gy Y 1.45 (1.13, 1.86)
Worsened 8.7% 9.6%
KCCQ clinical summary score at 8 months - : _
Change from baseline (SE) -1.6 (0.4) -2.6 (0.4) LS:AOC: (((i)lfof(e)rezn:)e B s
KCCQresponder 33.0% 29.6% OR=1.30(1.04,1.61)  0.019

(> than 5-point improvement)

Worsening Renal Function
Composite of renal death, reaching ESRD, or 250% decline in eGFR 1.4% 2.7% HR =0.50 (033, 077) 0.002

relative to baseline.

All- rtality (%
cause mortality (%) 14.2% 14.6% HR=0.97 (0.84,1.13)  0.68

@mi_cardiologo



Subgroup

Sex

Male

Female

LVEF
at or below median (57%)

above median (57%)

@mi_cardiologo

Subgrupos

No. of events/ Rate ratio
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Primary endpoint
Multivariable

patients (95% ClI) _ ,
interaction p-value
980/2317 1.03 (0.85-1.25) l
P < 0.006
923/2479 0.73 (0.59-0.90) I
1048/2495 0.78 (0.64-0.95) I P = 0.03 (categorical)
855/2301 1.00 (0.81-1.23) l P = 0.002 (continuous)
e —
0.4 06 08 1.0 2.0

Rate ratio (95% Cl)
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Conclusiones W iz

- En pacientes con HFpEF, SAC/VAL vs valsartan, se observa una reduccion del 13% en el resultado
primario, sin alcanzar la significacion estadistica, que fue impulsado principalmente por una
reduccion en primeras y recurrentes hospitalizaciones por IC

- Sintomas, calidad de vida y funcion renal, mejora con sacubitril / valsartan vs valsartan.

- SAC/VAL es seguro en HFpEF

- Mayor beneficio en mujeres y FEVI< 57% (heterogeneidad)

@mi_cardiologo



PROVE-HF

Open-label treatment period (N = 795)

Screening period

Sacubitril/valsartan 24/26-97/103 mg twice daily"

|

\g-px gy

14 30 45 60 90 180 o
xXU'x TxT x X X X
. 4
Echo
IS
v YN
Follow-up phase

@@mi_cardiologo
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- SAC/VAL en pacientes con ICrFEVI, disminuye cifras de NT-proBNP, y
se asocia de manera significativa con el remodelado inverso del VI

- Enelglobal de la muestra la mejoria de la FEVI a 12 meses es de
9.4%. Implicaciones prondsticas y de manejo de pacientes

- Elgrado de remodelado explica como SAC/VAL reduce morbilidad y
mortalidad en pacientes con ICrFEVI (PARADIGM-HF)

- La mayor reduccion de NT-proBNP ocurre principalmente en las 2
primeras semanas de tratamiento

- En pacientes NAIVE/novo la mejora de la FEVI 12.8%

- Mantiene respuesta en pacientes con péptidos bajos y dosis
baja/media de SAC/VAL

@mi_cardiologo



DAPA-HF

Enrolment
I
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N=4744

-
>

Informed consent

Inclusion/exclusion Placebo >844 Primary endpoints
Clinical assessment Composite of:
ECG * CV death
NT-proBNP Dapagliflozin « HF hospitalization
Laboratory 10 mg once daily + Urgent HF visit
2 y— T L I >
| |
| I
Visit 1 Visit2  Visit 3 Visit 4 Visit 5 Visit 6 etc.
Day —14 Day 0 Day 14 Day 60 Day 120 Every 120 days

McMurray presentation ESC 2019.

[ e |
U@mi_cardiologo



DAPA-HF

Characteristic

Mean age (yr)

Male (%)

NYHA class II/III/TV (%)
Mean LVEF (%)

Median NT pro BNP (pg/ml)
Mean systolic BP (mmHg)
Ischaemic aetiology (%)
Mean eGFR (ml/min/1.73m2)
Prior diagnosis T2D (%)

Aay baseline T2D (%)*
L& @mi_cardiologo

Dapagliflozin (n=2373)

66
76

68/31/1

31

1428
122

55
66
42
45

HRE
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Placebo (n=2371)

67
77

67/32/1

31
1446
122
57
66
42
45



Objetivo Primario
CV Death/HF hospifalization/Urgent HF visit

84

15 20 25 30
1 1 1

10

Cumulative Percentage (%)

5
1

HR 0.74 (0.65, 0.85)
=0.00001

NNT=21

@mi_cardiologo

6 9 12
Months since Random

)
15

ization

]
18

HRE
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Objetivo Primario

Worsening HF event

HR 0.70 (0.59, 0.83); p=0.00003

g .
N Placebo
X ot ==
< ~
8% -
@ Py
E r
8 7 e _//'_J-
&% o
"—' - -
2 -~ Dapagliflozin
@ =
g o 4 ”,c'/ o~
3 =
’/'
o4 &
L] L] L] L L Ll L) L) L)
0 3 B 9 12 15 18 21 24
Months since Randomization
Number at Risk
DapagMiozn 2373 2305 221 2147 2002 1560 1146 612 210
Placebo 23N 2258 2163 2078 1917 1478 1096 593 210

@mi_cardiologo

20
A

15
A

5
A

Cumulatve Percentage (%)
10

Cardiovascular death
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HR 0.82 (0.69, 0.98); p=0.029

Placebo

-l
2

2373
23N

L] Ll Ll Ll Ll
9 12 15 18 21
Months since Randomization

(=
w
>

2293
2279

2248
2230

2127
2091

1664
1636

1242
1219

671
664

232
234



Muerte CV u Hospitalizacion IC ﬁﬁ
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%1 HR 0.75 (0.65, 0.85)
-8 p=0.00002
< Placebo
8} g - el
(1v] p—
€ ,r"
B&- e s flozi
& . o<’ f Dapagliflozin
w l-" § o
2 . O,f -’ "3
o o rl::/_,_,.,
== L
g e - ~
O - ""' ,_/F_,_/"
o o th""
L) L 1 Ll Ll 1 L] T )
0 3 6 9 12 15 18 21 24
Months since Randomization
Number at Risk
Dapaglifiozin 2373 2308 2223 2153 2007 1563 1147 613 210
Placebo 2371 2264 2168 2082 1924 1483 1101 596 212

@mi_cardiologo
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Dapagliflozina afiadido a TMO en pacientes con ICFEr, redujo el compuesto
de muerte cardiovascular (CV) o empeoramiento de la IC en un 26% (p
<0,0001) y mostré una reduccion en cada uno de los componentes
individuales

Disminuye un 30% (p <0,0001) en el riesgo de episodio de IC y reduce el
18% (p = 0,0294) en el riesgo de muerte CV

También en los diferentes subgrupos, incluido en pacientes NO DIABETICOS

Mejora significativa de calidad de vida

@mi_cardiologo



Beta-blockers in high-risk heart failure patients $ shRpIgLoGIA
with reduced ejection fraction and moderately- W oveaan
severe renal dysfunction

Individual patient data meta-analysis

CIBIS US-HF
1994 1996 *» Randomised controlled trials
. Reportilng mortality as a

L s major trial endpoint
* Unconfounded head-to-head

MDC
1993

ANZ

1997 1999 1999

COPERNICUS | CAPRICORN BEST * Planned >6m follow-up
2001 2001 2001 .
= >300 patients

(accounts for >95% of
eligible RCT participants)

CHRISTMAS SENIORS
2003 2005

Pooling of individual patient data from 18,637 heart failure patients in
double-blind RCTs according to a published extraction and analysis plan.

(£} @mi_cardiologo Bisoprolol @ Bucindolol e Carvedilol ® Metoprolol XL ® Nebivolol
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1. IRENAL muchas veces es una barrera para el tratamiento con BB en ICrFEV!

2. BB son efectivos en la reduccién de mortalidad en pacientes con ICFEr en
RITMO SINUSAL, incluso en eGFR de 30-44ml/min/1.73m?)

3. El beneficio en este grupo de pacientes es similar a pacientes con funcion
renal conservada

4. Interrupcion por Efectos adversos es similar en BB vs placebo

5. IRENAL NO DEBE SER UN IMPEDIMENTO EN LA PRESCRIPCION Y
MANTENIMIENTO DE BB en ICFEr

@mi_cardiologo
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novel therapy concept in acute hear failure
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P>\

Standard of Care

according to ESC guidelines Vacodilation

Ward

early intensive + sustained

5

ED

Dayl 2 3 4

EEE E e
]

Results: Primary Endpoint (Death or AHF )

! =1 5andard
i.,
t - Adjusted Hazard Ratio 1.07 95% CI (0.83-1.39),
/" p=0 502
00 bs
0 . 90 18 180
Time Since Randomization, Days
No at risk

@@ml cardiologo standard 399 o1 - - -
- Interventon 382 7 m w7 205

6 7 8 9 )
H 0N M m
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* COMPLETE

* THEMIS

* |ISAR-REACT 5
* NZOTACS

* HISTORIC

@mi_cardiologo
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@ First Co-Primary Outcome:
commurre CV Death or New MI
& = Complete
s Culprit only

15

Hazard Ratio 0.74
95% C10.60-0.91
P=0.004

Cumulative incidence (%)
10

NNT (median 3 years) = 37

No. at Risk Years of Follow-up

@mi_cardiologo
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THEMIS: Ticagrelor Added to Aspirin
in Patients with Stable Coronary

Disease and Diabetes

NEJM. September 1, 2019. DOI: 10.1056/NEJMoa 1908077
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Cardiovascular death/Ml/stroke
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14 -
13 <
12 - KM estimates Placebo
1- at 36 months
10 - Ticagrelor
e 7.6%
@
z2 &
b
3
§ 6- 6.9%
o &
4~
: : HR 0.90 (95% C10.81-0.99)
1 P=0.038
f T T T T T T T T ]
0 5 12 18 24 30 3% 42 48 54
N at Risk Months from Randomization
Ticagrelor 9619 9416 9237 9074 8909 8692 5974 3664 1684 170
Placebo  g601 9414 9246 0076 8909 8692 5934 3682 1685 174

Cl=confidence interval, HR=hazard ratio, KM=Kaplan-Maer, Mi=myocardial infarction, N=number of pabents

@mi_cardiologo



Sangrado

Ticagrelor Placebo
(N=9562) (N=9531)
Event rate/ Event rate/

Patients with 100 patient Patients with 100 patient Hazard Ratio  p-

events (%) years) events (%) years) (95%Cl)  value

TIMI major bleeding 206 (2.2%) 0.89 100 (1.0%) 0.38  2.32(1.82-2.94)<0.001
TIMI major or minor bleeding 285 (3.0%) 1.23 129 (1.4%) 049 2.49 (2.02-3.07)<0.001
TIMI major, minor, or iri
Tl mioor 016U 4072 (112%) 461  485(54%) 185  251(2.26-280)<0.001
PLATO major bleeding 310 (3.2%) 1.33 145 (1.5%) 0.55 2.41 (1.98-2.93)<0.001
BARC bleeding

5 (fatal bleeding) 17 (0.2%) 0.07 10 (0.1%) 004  1.90(0.87-4.15) 0.11

50r4d 17 (0.2%) 0.07 11 (0.1%) 004  1.73(0.81-3.69) 0.16

5 40r3 341 (3.6%) 147 163 (1.7%) 0.62 2.36 (1.96-2.84)<0.001
Intracranial hemorrhage 70 (0.7%) 0.30 46 (0.5%) 0.18 1.71(1.18-2.48) 0.005

Spontaneous 28 (0.3%) 0.12 27 (0.3%) 0.10 1.17 (0.69-1.98) 0.57

Procedural 1(0.0%) 0.00 3 (0.0%) 0.01

Traumatic 41 (0.4%) 0.18 16 (0.2%) 006 287 (1.61-5.12)<0.001

@@mi_cardiologo
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10+
Hazard ratio 1.36 [1.09-1.70]. P=0.006 9 3%
g o
8 6.9%
3 i
g
Y] 4
2
= — Ticagrelor
§ 27 Prasugrel
o
o 7 L . Al L L L v
0 2 K 6 8 10 12
No. at Risk Months since randomization
Ticagrelor 2012 1877 1857 1835 1815 1801 1772
Prasugrel 2006 1892 1877 1862 1839 1829 1803

g@mi_cardiologo



The New Zealand Oxygen in ACS Trial ~

Aim

To compare 30 day mortality for two oxygen protocols used as part of routine
care in patients with a suspected acute coronary syndrome

s a

Oxygen by face mask at 6-8l/min for ischaemic chest
pain or ECG changes irrespective of SpO,

High oxygen protocol

Stop oxygenwhen clinical evidence of myocardial
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f

Low oxygen protocol

Only give oxygen if Sp0,<90%.
Target Sp0O, 90 to 94%

Stop O, when not needed to maintain Sp0,>90%

\ ischemia has resolved

@mi_cardiologo

o

\

J




CARDIOLOGIA
CONSORCI

HOSPITAL GENERAL
UNIVERSITARI
VALENCIA

The New Zealand Oxygen in ACS Trial ~

Primary outcome
30 day mortality for all patients with suspected ACS

High oxygen Low oxygen Odds ratio (95%CI) P value

Mortality 613 (3.02%) 642 (3.12%) 0,97 (0.86, 1.08)+ 0.55+

0.96 (0.86, 1.08)* 0.50*

07 04 09 10

Favours high orygen Favours low oxygen

+unadjusted
*adjusted for region, age, sex, ethnicity, socioeconomic level, season, ACS type

@mi_cardiologo
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Suspected acute coronary syndrome | www.highsteacs.com
without diagnostic ECG changes

hs-cTnl at presentation *

: ' A

[ hs-cTnl <5 ng/L** 5 ng/L to 99" centile [ >sex-specific 99" centile }

High-risk

Re-test 3 hrs from

Admit for peak test (25%)

Out-patient (75%)

*Abbott Diagnostics ARCHITECT ,,, high-sensitive cardiac troponin | (16 ng/L women and 34 ng/L men); “*Retest if s2h from symptoms onset
Circulation 2017;135:1586- _

ESC Cannrecsce Waorld Canarecs

@mi_cardiologo
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30!
M standard care pathway
2 254 M Early rule-out pathway
i
8
8
&
8§
=
H
€
™
;
% 50 100 150 200
Time, days

g@mi_cardiologo

250

350

Standard care  Early rule-out

No. of participants 14,700 16,792
30 days 57 (0.4) 56 (0.3)

At 30 days unable to conclude non-inferiority at 0.5%
margin (adjusted risk difference 0.02% to 0.70%)"

At 1 year no evidence of adverse cardiac events

(adjusted odds ratio 1.02, 95% CI 0.74 to 1.40)"

near med effects regreasion model adpusting for sie, season, and tme since stan



Ensayos en prevencion ﬁﬁ e e

e SALT SUBS

* SWEDEHEART

* HOPE4

* PURE

* COMBINED LDLY PA

@mi_cardiologo



CARDIOLOGIA
CONSORCI
HOSPITAL GENERAL
UNIVERSITARI

VALENCIA

Evaluar la eficacia de la sustitucién de sal para la reducciéon de cifras de

TA, y su impacto en la incidencia de HTA en una poblacién de Peru

Department: Tumbes DA

Population: ~200,000

Poverty level: ~25.0% e

Hypertension: 27% ,
(=35 years, in 2010) \

@mi_cardiologo



Reductions
in SBP and DBP

People with hypertension

SBP -1.92 mm Hg [95% CI -3.29; -
0.54]

Subjects 260 yo

SBP -2.17 mm Hg [95% CI -3.67; -
0.68]

@mi_cardiologo

Systolic Blood Pressure

Diastolic Blood Pressure

Overall 4 — +*:
1 1
L 1
i i
Without HT o : .
1] 1
' !
1] 1
1 1
' 1
With HT | eef— | ——
' ‘
1 1
' i
1 1
=40 years . 1
' 1
' 1
' 1
' 1
: ‘
40-59 years ; !
1 1
i i
1 1
1] 1
60, "f'E'arS ~ + : + :
' "
3 2 -1 0 1 -4 3 -2 1 0
mm Hg
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)
88 .
§o
>
=
- H"J
[«
2o
3 Control
=
851
a
®
2
85304 Interventon
§ (=
°8
(= L T Y T T T T
0 182 364 546 728 910
Days since enroliment
No. at nsk
Control 1381 1381 997 438 416 0
Intervention 484 484 770 1251 1182 1458

Cumulative probability of developing hypertension
Fully-adjusted model: HR 0.45 [95% CI 0.66 — 0.31], p0.001>
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e
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Secondary prevention medication after coronary

artery bypass surgery and long-term mortality:

A longitudinal population-based study from the
SWEDEHEART registry

@mi_cardiologo



At baseline (6 months after discharge)

100.

93.9 93.0

91.0

729

90
80.
70
60

50.
40.
30.
20.
10.

0.

Medication use (%)

RAAS
inhibitors

Platelet
inhibitors

Statins B-blockers

P, |
(B @mi_cardiologo

Medication use (%)
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Over time

100

\

I 1 ] |l 1 | Ll | 1

0 1 2 3 4 S 6 7 8

Years from baseline

Statins Beta-blockers
RAAS inhibitors Platelet inhibitors
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Treatment Adjusted HR (95% Cl) p-value
Statins 0.56 (0.52-0.60) — <0.001

Beta blockers 0.97 (0.90-1.06) ——t 0.54

RAAS inhibitors 0.78 (0.73-0.84) s <0.001
Platelet inhibitors 0.74 (0.69-0.81) S <0.001

| | 1 1
0.50 0.70 090 1.1
Treatment better Treatment worse

B@mi_cardiologo



HOPE-4

4904 Individuals Screened
15 communities Malaysia and 15 Colombia

1900 Eligible Individuals
1371 Consented

Control Intervention
16 Communities Randomized 14 Communities Randomized
727 participants 644 participants

' '

97% with Primary Outcome at 12 Mos

@mi_cardiologo
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HOPE-4- Conclusiones

Una estrategia de atencidon mediante trabajadores sanitarios guiado
con algoritmos en tablet, que involucra a atencién primaria
y al entorno familiar, ademas de proporcionar medicacion
antihipertensiva y estatinas gratuitas, sustancialmente mejoro
el riesgo CV y el control de la tension arterial

@mi_cardiologo
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Study design

Study population: 438,952 participants enrolled in the UK Biobank (40-79y)

Mendelian randomization

1. By LDL-C score
(built from 100 genetic variants associated with low
LDL-C: number of variants + strenght of association)

2. By SBP score

(built from 61 genetic variants associated with low
SBP: number of variants + strenght of association)

@mi_cardiologo



LDL bajo y PAS baja
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Group No. No.

ALDL-C ASBP Odds ratio for MCE

Odds ratio for MCE scaled for 1 mmol/L lower LDL-C,

(g@mi_cardiologo

Particpants  Events (mg/dl) (mmHg) Odds ratio (95% C1) 10 mmHg lower SBP, or both Odds ratio (95% Cl)
Both lower LDL-C k5l
b 105528 4,832 0.61 (0.59-0.64) 0 »
Lower LOLC 109027 5,784 0.1 b 0.73(0.700.75) 043 (0.40-0.46)
Lower SBP 111097 6515 16 bl 0.82 (0.80-0.85) 051 (0.46-0.57)
Reference 113300 7,849  Ref. Ref.

| I I | I I
5 75 1 125 25 15 1125
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 AFIRE: Rivaroxaban
e ENTRUST-AF PCI: Edoxaban

@mi_cardiologo



AFI RE Atrial Fibrillation and Ischemic events with Rivaroxaban CARDIOLOGIA
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Rivaroxaban Monotherapy versus Combination
Therapy in Patients with Atrial Fibrillation
and Stable Coronary Artery Disease

A multicenter, prospective, randomized, open-label, parallel-group trial V

Rivaroxaban Monotherapy
wem) @ Rivaroxaban 10 or 15 mg/day '

*The level of rivaroxaban in blood samples obtained from Japanese patients
who were taking rivaroxaban at the 15-mg dose was similar to the level in
white patients who were taking the 20-mg dose.

2200 patients with AF (CHADS,>1)
and stable CAD

Key inclusion criteria
@ Underwent PCl or CABG
more than 1 year earlier

@ Angiographically confirmed CAD (with
stenosis of 250%) not requiring -

revascularization

Combination Therapy

€ Rivaroxaban 10 or 15 mg/day
@ Single antiplatelet
Aspirin 81 or 100 mg/day,
Clopidogrel 50 or 75 mg/day, Prasugrel 2.5 or 3.75 mg/day

Key exclusion criteria
@ A history of stent thrombosis

@ Coexisting active tumor
@ Poorly controlled hypertension

mMN-Z00Z>»>™

@mi_cardiologo



Atrial Fibrillation and Ischemic events with Rivaroxaban
AFIRE in patiEnts with stabl tery di CARDIOLOGIA
in patiEnts with stable coronary artery disease CONSORE!
HOSPITAL GENERAL

. .. UNIVERSITARI
Rivaroxaban Monotherapy versus Combination nes VALENCIA

Therapy in Patients with Atrial Fibrillation
and Stable Coronary Artery Disease

20
Combination therapy
g 5.75% per patient-year
c
S
% Monotherapy
@ .
§ . 4.14% per patient-year
$ _
=
F HR, 0.72 (0.55 to 0.95)
2 P<0.001 (noninf.)
=
7 *In the assessment for superiority
for the primary efficacy end
0- I I ] I I point (that was not prespecified),
0 6 12 18 24 30 36 the P value was 0.02.
No. at Risk Time to Event (Months)
Rivaroxaban monotherapy 1107 1071 984 774 518 309 89
Combination therapy 1108 1057 962 754 499 292 80

@mi_cardiologo



Atrial Fibrillation and Ischemic events with Rivaroxaban
AFI RE in patiEnts with stable coronary artery disease CARDIOLOGIA
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Rivaroxaban Monotherapy versus Combination urs VALENCIA
Therapy in Patients with Atrial Fibrillation
and Stable Coronary Artery Disease

Cumulative Incidence of Event (%)

No. at Risk
Rivaroxaban monotherapy
Combination therapy

@mi_cardiologo

Combination therapy
.76% per patient-year

5] Monotherapy
.62% per patient-year

HR, 0.59 (0.39 to 0.89)

P=0.01 (sup.)
0 ' ! ! | | |
0 6 12 18 24 30 36
Time to Event (Months)
1099 1074 994 786 526 312 89
1099 1055 962 750 506 294 a0
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Rivaroxaban Monotherapy versus Combination
Therapy in Patients with Atrial Fibrillation
and Stable Coronary Artery Disease

* AFIRE demuestra que en pacientes con FA +

enfermedad coronaria estable (> 1 ano):

— RIVAROXABAN en monoterapia es NO INFERIOR a Ia
combinacion de RIVAROXABAN + ANTIAGREGACION, con

respecto a los eventos CV y muerte por cualquier causa.
— RIVAROXABAN es superior en seguridad (sangrado mayor)

en pacientes con FAy Cl.

@mi_cardiologo
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ENTRUST-A FPCI

Edoxaban- vs vitamin-K-antagonist-based anti-
thrombotic regimen after successful coronary stenting
in patients with atrial fibrillation (ENTRUST-AF PClI):
A randomised, open-label, phase 3b trial

Andreas Goette, Marco Valgimigli, Lars Eckardt, Jan Tijssen, Thorsten Lewalter,
Giuseppe Gargiulo, Valerii Batushkin, Gianluca Campo, Zoreslava Lysak, Igor
Vakaliuk, Krzysztof Milewski, Petra Laeis, Paul-Egbert Reimitz, Rudiger
Smolnik, Wolfgang Zierhut, Pascal Vranckx

@mi_cardiologo



ENTRUST-A.IPCI

Inclusion Criteria:
» QOAC indication for
AF for at least 12

months

Successful PCI
with stent
placement (goal of
at least 25% ACS)

*Edoxaban dose reduction to 30
mg OD

*if CrCLs50 ml/min

*BWSs60 kg

*certain P-gp inhibitors

@mi_cardiologo
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N=1506
R Edoxaban 60 mg/day*
A
4 hours — I8 P2Y, inhibitor** ]
5 days D (without aspirin) '
after o -
sheath M
removal i Vitamin K Antagonist***
Z
E

**Clopidogrel 75mg once-daily
or if documented need prasugrel
5 or 10mg once-daily or
ticagrelor 90mg twice-daily .
Predeclared at randomization

P2Y,, inhibitor
aspirin 1 - 12 months****

*** VKA, target INR 2-3

****aspirin 100mg OD for 1-12 months guided by clinical
presentation (ACS or stable CAD), CHA,DS-VASc, and
HAS_BLED

outcome:
ISTH major or
clinically
relevant non-
major bleeding
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ITT Analysis (N=1506), overall study period
0.25
g — Edoxaban — VKA
g 0.204
8
=
o
£ 0.154
3
g
g 0.10+
3 095 VKA. 1521755
E HR (95% CI): 0.83 (0.65; 1.05)
O P-value (non-inferiority): 0.0010
0.004 P-value (superiority): 0.1154

I I | 1
0 30 60 90 120 150 180 210 240 270 300 330 360

Days from randomization
Number at risk:

JOXABAN 751 688 665 646 629 618 609 600 590 584 575 565 506
VKA 755 678 648 625 603 588 578 568 561 552 543 538 485

(g@mi_cardiologo
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Conclusiones

Edoxaban 60 + P2Y12 es no inferior a triple terapia en sangrado mayor o
clinicamente relevante a 12 meses

La doble terapia con Edoxaban muestra unas tasas de eventos isquémicos

similar a la triple terapia

En paciente con FA e ICP la terapia dual con edoxaban es NO inferior en
sangrados vs AVK en triple terapia, sin diferencias en eventos isquémicos

@mi_cardiologo
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@ ESC FASTTRACK CLINICAL RESEARCH

European Heart journal (2019) 00, 1-21
European Soclety doi:10.109 Veurheartychz641 Heart failure/cardiomyopathy

of Cardiology

How to diagnose heart failure with preserved
ejection fraction: the HFA-PEFF diagnostic
algorithm: a consensus recommendation from
the Heart Failure Association (HFA) of the

. European Society of Cardiology (ESQC)

g@mi_cardiologo
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» Symptoms and/or Signs of HF
« Comorbidities / Risk factors
+ECG
« Standard Echocardiography
« Natriuretic Peptides
« Ergometry / 6 min walking test
or Cardiopulmonary Exercise Testing

« Comprehensive Echocardiography
« Natriuretic Peptides, if not measured in Step 1

« Diastolic Stress Test: Exercise Stress Echocardiography
« Invasive Haemodynamic Measurements

« Cardiovascular Magnetic Resonance
« Cardiac or Non-Cardiac Biopsies

« Scintigraphy / CT / PET

» Genetic testing

« Specific Laboratory Tests
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Morphological Biomarker (SR) Biomarker (AF)

Functional

Major: 2 points; Minor: 1 point

Exclusion: <1 point; Diagnostic: 24 point; Grey zone: 2-4 points
@@mi_cardiologo
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Decalogo ESC 2019 P e

, Rafael Vidal @rafavidalperez - 4 sept.
W Enrespuestaa
1/ Definitivamente este ha sido el congreso con mas presencia redes

sociales de la historia. Con el impulso de la ESC (L Rafael Vidal @rafavidalperez - 4 sept.

v

3/ COMPLETE si revascularizamos que sea todo lo posible y sin demoras

Q 20 en |IAM con elevacion ST. Extenso debate tuitero sobre el tema

3 Rafael Vidal @rafavidalperez - 4 sept.
I’ 2/ Sin duda la Insuficiencia cardiaca ha sido protagonista DAPA HF
Dapaglifozina nuevo escalon terapeutico en reducida, PARAGON HF

seguimos sin dar con la clave en preservada PROVE HF sac/val remodela
adecuadamente

s = Rafael Vidal @rafavidalperez - 4 sept.
I 4/1SAR REACT 5 cuando ya habiamos enterrado al prasugrel vuelve al

escenario para superar a ticagrelor. {Cambiaremos nuestros protocolos?

T 7 QO 21

A Rafael Vidal @rafavidalperez - 4 sept.
I 5/ THEMIS Ticagrelor + AAS en diabetico estable con papel reductor de

eventos pagando aumento sangrado

L& @mi_cardiologo



Decalogo ESC 2019

Rafael Vidal @rafavidalperez - 4 sept.
6/ GALACTIC ojo con la terapia precoz vasodilatadora intensiva en

insuficiencia cardiaca aguda
ﬂ

QO 2

T 6

Rafael Vidal @rafavidalperez - 4 sept.
8/ MITRA-FR 2 sigue la discusion sobre diferencias con COAPT.

Esperando los estudios en marcha que seran claves en el desempate

T 5 Q 14

Rafael Vidal @rafavidalperez - 4 sept.

9/ Ojo con los subanalisis de subgrupos, son generadores de hipotesis,
repita conmigo generadores de hipotesis .

I 12 Q) 45

L& @mi_cardiologo
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v

Rafael Vidal @rafavidalperez - 4 sept.
7/ ENTRUST AF todos los DOACs (ahora edoxaban) probados en el mismo
escenario de intervencionismo, no mas sangrados que warfarina

v

=l 8 Q 19

Rafael Vidal @rafavidalperez - 4 sept.

10/ Nuevas guias: diabetes (islgt2/ glp1) lipidos (Idl <55)
supraventriculares (Mas ablacion) sindromes coronarios cronicos (nueva
nomenclatura a debate) embolismo pulmonar (no muchos comentarios) A
leer toca



