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Cardiopatia isquéemica

SYNTAX Il (PCI, 2014-2015) vs. SYNTAX | (PCI, 2005-2007)

Reva S C u I a ri Za C i é n CO rO n a ri a Patient-oriented composite endpoint All-cause death
HR=054(041-0.71) HR n%)(n 37-0.90) ‘ 43%

i Banning A. et al. European Heart Journal (2021) 00, 1—10.' i/ DA SN PTG S

1 Pacientes con enfermedad de 3 vasos
3 46%
(N=454)

Comparing 10 years of developments in coronary interventions

. Fisiologia coronaria (FFR/iFR) £ Any Revascularization Point': MA(;‘CF PCl vs. CAB’G at S.YK

' '-‘?."\,' ;
3 SYNTAX

HR = 0.56 (0.39-0.78)
P-value <0.001 p=0.35

o Estrategia Syntax Il:

. Uso de IVUS en la ICP
HR 0.87 (95% Cl 0.64-1.17)

. Revascularizacion completa, incluida OCT
. 24.6% |
. Uso stents 3° generacion g
£ . SYNTAX | CABG (334)
2
01 End-points: S
b ot J A 21.5% |
. Muerte por todas las causas N o |
| SYNTAX 1l PCI (454)
. |AM, ictus, revascularizacion R 4

Days



Cardiopatia isquéemica

Eventos isquémicos

Terapia antiagregante

B Major Adverse Cardiac or Cerebral Events

i Valgimigli M. N Eng J Med 2021 Oct 28;385(18):1643-1655 I & ! skt

o Reclutados 4434 pacienrtes t
1 Stent DES polimero biodegradable i " B |
o Pacientes de alto riesgo hemorragico: ‘ D [,,,,, '
. Terapia abreviada 1 mes DAPT Sa ngrados
. Terapia estandar DAPT al menos 3 meses RARTIRE O DL AR e ;
1 End-points: poz
Muerte por todas las causas, |AM, ictus, o : g
sangrado mayor : > ;
. Muerte, IAM, ictus 3 < —
. Hemorragia mayor o clinicamente relevante i v T r , v " , | ,
Days since Randomization




1-month dual antiplatelet therapy followed by clopidogrel monotherapy in ACS

Cardiopatia isquémica

Terapia antiagregante

STOPDAPT-2 ACS

+ 85% radial
approach

« 97% IVUS or
OCT

11 months Clopidogrel alone

™\

0L

12-month DAPT

-—

Myocardial infarctiof

HR 1.91, C195% 1.06-3.44

-

1 ' 4

1-month DAPT worse l

)
|
:

|

Population Intervention [ Control I Outcomes Time
r
4136 pts. with ACS 1-month DAPT 12-month DAPT Bleeding 1 year
-+ Y T ————
- /TR ¢ TN HR 0.46, C195% 0.23-0.94

* Meanage 6/ < e (‘ ol

» 79% male N A\ ¢ i\ \ L \ 4 ]

* 30% diabetes . month DAPT 1 Primary analysis

* 56% STEMI : 1-month_ DAPT better

| at 1 year post ACS

\ S-year follow-up

planned

Criterios de Exclusion:
- Anticoagulacion oral

Hemorragia intracraneal previa
Complicaciones intrahospitalarias (relAM, ictus, sangrado mayor)

Courtesy of Dejan Milasinovic

CoCr-EES stent (Xience)

Watanabe H. Presented at ESC 2021



Cardiopatia isquémica

|IC post |IAM

ol o |

o€ i, T O

| AMI (0.5-7 days with LVEF £40% and/or pulmonary congestion) |

PLUS any |
Age 270 yoars Atrial fibrillation
oeGFR <60 LVEF < 30%
Diabetes Killip class 2l
Prior MI STEMI without reperfusion
Major Exclusions:
Prior HF Clinical Instabllity

double-blind aclive-controlled, no run-in

Sacubitrii/Valsartan Ramipril

5669 patients

Target 97/103 mg BID Targot 5 mg BID

Event driven: 708 primary endpoints
Median follow-up: 20 months

Primary Endpoint: CV death, HF hospitalization, oulpatient development of HF |
Secondary Endpoint: CV death or first HF hospitalization

PARADISE-MI Primary Outcome
CV death, first HF hospitalization or outpatient HF

Ramipnil

) )
3 F 3 Ovents

f & |‘(‘! “l ‘:. yo "

Sacubitriivalsartan
138 events, 6.7 per 100 pt-years

Cumuiative Incgdence

HR 0.90 (85% CI, 0.78-1.04)
p=0.17

'
5

Years snce Nandormezaton
Patienis ol nsk. n

Sacutirii'valsartan 2830

ACC.21
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Fibrilacion auricular

FA paroxistica

Andrade JG et al. N Eng J Med 2021:384:305-315

i Wazni OM et al. N Eng J Med 2021;384:316-324 I

Dos estudios con un total de 360 pacientes

Aleatorizados a tratamiento médico estandar

(antiarritmicos) o crioablacion con balon.

Seguimiento a un ano con Holter periédico (a) o

Holter subcutaneo (b).
Recidivas clinicas del 11% y 26% respectivamente
(D).

Sin diferencias en los eventos adversos graves en

ninguno de los estudios

Percent of Patients Free
from Recurrence

No. at Risk

Ablation 154 154

Antiarrhythmic 149 149
drug therapy

—
-
T

v
<

Hazard ratio, 0.48 (95% Cl, 0.35-0.66)
P<0.001

Ablation

Antiarrhythmic drug therapy

4 6 8
Follow-up (Months)

123 105 96
89 69 60

Ablation

3
a
S 1 :
B & 746
@ 70-
= M L
: 60 90.Day
+ S50 Dblanking .
g | period . 45.0
= 40 Drug therapy
£ 304
- 20
w -
€ P<0.001
. 10
®
o 0 | |
0 3 6 9 12
Months
No. at Risk
Ablation 104 99 88 81 70
Drug therapy 99 93 60 44 39




Fibrilacion auricular

FA permanente

1 Edad media 73 anos

o Beneficio tanto en pacientes con FEVI

Graphical Abstract reducida como FEVI preservada.

AV junction ablation and cardiac resynchronization for patients with permanent atrial fibrillation and narrow 1 Tasa mortalidad 2 anos: 5 vs 21%
QRS: The APAF-CRT Mortality Trial. Brignole M et al.

1 Tasa mortalidad 4 anos: 14 vs 41%

Trial population >> Randomization >> Optimization >> Death from any cause (ITT analysis) >

o Endpoint secundario de mortalidad vy

hospitalizacion 29% vs 51%

ABL+CRT

63 ig'ffg;'f' HR =70 bpm || 11% (7 pts)

.
F o W O
L. L. L. L.

S 29 .
("r_]'T'Y'Y'Y'Y’T'T'T'Y'

133 pts with:
* Permanent AF
* Narrow QRS
* 21 HF hospitalization

« Severe symptoms Rate control

70 DRUGS HR = 82 bpm || 29% (20 pts)

B Death from any cause or hospitakzaton for HF

Estimated at 4 yrs: 90
+ HR=0.26, p=0.004 80 |
* RRR=74%, ARR=27% 70l
 NNT=3.7

60

1 i

' “ ' 50
40
30
20
10

b L .- ¥ .:’-
> L - L - L -

Teans

HR: 0.40 (95%C10.22-0.73)
P=0.003 by Cox regression
P=0,002 by log-rank test

Survival probability (%)

| 1

1 4

Brignole M et al. Eur Heart J 2021; doi1:10.1093/eurheartj/ehab569

P = s Ein EAAE BAD BAAN EAS |
p
- P

Years



Insuficiencia cardiaca

DAPA-HF?!

EMPEROR-Reduc

ed?

ISGLT2 en ICFEVIr

Objetivo primario

HR, 0.74 (95% Cl, 0.65-0.85)

Cumulative Incidence (%)
—
T

0 I T T I T T T |
0 3 6 9 12 15 18 21 24
Months since Randomization

359 HR, 0.75 (95% Cl, 0.65-0.86)

Cumulative Incidence (%)
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Hospitalizacion por IC

—~ 309 HRr 0.70 (95% CI, 0.59-0.83)
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1. McMurray JJV et al. N Engl J Med. 2019;381(21):1995-2008. 2. Packer M et al. N Engl J Med. 2020;10.1056/NEJM0a2022190.

——

| Bhatt DL. N Eng J Med. 2021;384:117.128

1005, Placebo
90
80—
3
.é 70
o
Q. 60
= ;
= 50 Sotagliflozin
T,
Q- 40-
3
g 30
(T
20 Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
P<0.001
10
0+ | | I I |
0 3 6 9 12 15 18
Months since Randomization
No. of
Subgroup Patients Sotagliflozin Placebo Hazard Ratio (95% Cl)
events per 100 patient-yr
Overall 1222 51.0 76.3 —I— 0.67 (0.52-0.85)
LVEF i
<50% 966 56.9 79.9 —— 0.72 (0.56—0.94)
=50% 256 30.6 64.0 = : 0.48 (0.27-0.86)
Geographic region :
North America or Latin America 346 68.3 103.0 I: 0.64 (0.43-0.95)
Europe 800 44.1 64.7 —— 0.69 (0.50-0.95)
Rest of the world 76 48.4 78.3 o : 0.60 (0.23-1.58)
Timing of first dose :
Before discharge 596 52.1 76.6 _ 0.71 (0.51-0.99)
After discharge 626 50.0 76.1 & 0.64 (0.45-0.90)
Sex E
Female 412 419 52.0 —i 0.80 (0.51-1.25)
Male 810 55.7 89.3 —— 0.62 (0.47-0.82)
Age :
<65 yr 364 57.1 71.1 —a 0.79 (0.51-1.23)
=65 yr 858 48.0 78.5 —B— 0.62 (0.47-0.82)
Estimated GFR |
<60 ml/min/1.73 m? 354 50.1 85.8 —_— 0.59 (0.44-0.79)
=60 ml/min/1.73 m2 368 53.1 58.1 —0 0.90 (0.58-1.37)
0.I25 0.I50 1.0 2|.O
= |

Sotagliflozin Better

Placebo Better




Insuficiencia cardiaca

Phase lll frial* in patients with HFpEF

iSG LT2 e n I C F EVI Aim: To investigate the safety and efficacy of empagliflozin versus placebo in patients with HF with
p preserved ejection fraction

Population: T2D and non-12D, aged 218 years, chronic HF (NYHA class [I-1V)

COMPOSITE PRIMARY ENDPOINT

IAnkIer SB. N Eng J Med. 2021;385(16):1451-1651

EMPEROR-Preserved

LVEF >40%
5988 patients

Median follow-up 26.2 months

25"
RRR / =
1 o/ - 4 J ‘f.‘/_“’;: ( ] = AL
‘ Estadisticamente Placebo - §
E Significativo desde el dia
v 18 de seguimiento
HR: 0.79
Y (95% Cl: 0.69, 0.90)
p<0.001
— Empagliflozin:
T 415 (13.8%) patients with event. Rate: 6.9/100 patient-years
Placebo:
0 ; T T T T T T T 511 (17.1%) patients with event. Rate: 8.7/100 patient-years
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients at risk Months since randomization
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400

/U

*During a median trial period of 26 months. ARR, absolute risk reduction; Cl, confidence interval; HR, hazard ratio; NNT, number needed to treat; RRR, relative risk reduction. Anker S et al. N Engl J Med.
2021 Aug 27. doi: 10.1056/NEJM0a2107038. Empagliflozina no esta indicada para el tratamiento de la insuficiencia cardiaca con fraccion de eyeccién preservada ni moderadamente reducida.

- Time to first event of adjudicated CV death or
adjudicated HHF

CONFIRMATORY KEY SECONDARY ENDPOINTS

- First and recurrent adjudicated HHF
-+ Slope of change in eGFR (CKD-EPI) from baseline

Second Secondary Endpoint: Slope of Decline in

Glomerular Filtration Rate Over Time

‘ In 3176 patients, oGFR was
4 reassaessed 2342 days alter the
@ ™ . | withdrawal of double-blind therapy
P 1 ‘_ . 1 | Ovor 28 months, eGFR deteriorated by
g ™ | 2 a .
5
& - k e . “ 3.3 mLU/minM1.73 m* on
@ * = P
o5 Sinassliforin % Empaglifiozin
2 2 +
v E “~ -S5.7 mbL/minl1.73 m*
e S .
:; T Differenco In slope k + on placebo
- ¢ I mi 131 Uy
8 c (056% CI: 1 06 1.06) P < 0.0001
W e 0001
.|
Q »
L 4 '
Weoks sinceo randomization

First Secondary Endpoint: Total (First and Recurrent)

Heart Failure Hospitalizations

o &
[ = ,r/
o g
g 0 5 HR 0.73
8 : r » / -
2 - I (95% C1 0.61, 0.88)
™ . ” = P = 0.0009
- ¢ Placobo 4
g P y
o e i
@ 7 il Empaglifiozin
o i o 107 hear! fallure
407 hearl 1allwre
- ) //’ : e hosoial S
0 L . l wspilalisation events
| = ” ,/'l
- ,/ > 4
- " Placebo:
2 T il 541 hearl fallure
= ” hospilalisation events
)
) ./” y ; ‘



Insuficiencia cardiaca

A Primary Outcome B Cardiovascular Death
Hazard ratio, 0.92 (95% Cl, 0.86-0.99)

O m e Ca n t iV m e Ca r b i I Zg: P=0.03 :g" Hazard ratio, 1.01 (95% Cl, 0.92-1.11)

404 40
354 35+
1004 344 1004 39
' ——— - —— 90 25
lTeerImk JR. N Eng J Med. 2021; Teerlink JR.J Am Coll Cardiol. 2021 < g 9] 1
@ @ 4 104
£ e 70 5
0 2 601 o — ]
£ £ 50 0 6 12 18 24 30 36
o S
1 GALACTIC- HF
E E 30
3 3
1 Pacientes IC FEVI>35% (N=8256)
1 . : 0 T T T Y T T
] 0 6 12 18 24 30 36 0 6 12 18 24 30 36
[ End - pO| nts: Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 4112 3310 2889 2102 1349 647 141 Placebo 4112 3821 3560 2722 1788 885 201

Omecamtiv mecarbil 4120 3391 2953 2158 1430 700 164 Omecamtiv mecarbil 4120 3838 3556 2710 1838 903 224

Compuesto de muerte cardiovascular vy

primer evento de IC (hospitalizacion o visita ol
Primary Qutcome, EF Quartile 1 (<=22)
urgente) -
0.50 —
0.40 § i
' ' 0.30 4 :a-:;
En un estudio posterior los autores | TS
0.20 4 e
compararon OM frente a placebo para cada 8
0.10 4 .6
subgrupo de FE 0,00
0 6 2 18 24 30 36 9]
Months
e ~..A 10 5 20 25 30 35

Ejection Fraction (%)



Valvulopatias

TAVI en pacientes riesgo bajo A

i Leon MB et al. ] Am Coll Cardiol. 2021;77(9):1149-61 I

. Resultados a dos anos de TAVI vs cirugia en pacientes de bajo riesgo

N
o
1

17.4%

~ 1N1.5%
7 s

—

L 2-year HR [95% (1] =
gt 85% 0.63 [0.45-0.88]
Ve p = 0.007
1-year HR [95% CI] =
0.52 [0.35-0.76)

Death, Stroke, or Rehosp (%)
o

- 1000 pacientes aleatorizados 1:1 ol ‘ p <000 ' '
0 6 12 18 24
. Combinado de muerte, ictus, rehospitalizacion Months from Procedure
Number at risk:
. Alos dos anos la diferencia entre grupos se mantiene a expensas de NGy, Ao s 4 o s
TAVR 496 462 453 444 431

rehospitalizacion.

. TAVI mejor calidad de vida, pero mas trombosis e |IAo no clinicamente &
2 Moderate PVR: P = NS; 2 Mild PVR: P < 0.001 for All Time Points C D < 0.001 b= 0.03 5 = 0.002 %
100 — = B 100 &
o
- 1 5 , 5% Cll = 2-year HR [95% C1] =
~ 80 I £ 101 ‘ ’g;’;}‘éﬁiﬁ 8%} : 0.7710.391.55)
& 60 - g .g p=0.02 p=047
g - g 60 1 S 3% 38%
= $ 40 g | —— % 20%
20 4 & 8 0 '* T Y Y Y
20 - 0 6 12 18 24
Surgery TAVR | Surgery TAVR | Surgery Months from Procedure
N =421 N=470 | N=382 N =431 N = 354 .
- ~ = 5 ~ 0 Number at risk:
: .2 T TAVR Surgery TAVR Surgery  TAVR Surgery — Surgery 454 431 424 410 400
= - = - = 1 Month 12 Months 24 Months TAVR 456 493 490 483 472
29 243 1.8 20.0 2.0
o =1 50 . W Dead W Worse W No Change W Small improvement

30 Days 1Year 2 Years Moderate Improvement ¥ Large Improvement



Miocardiopatias

Amiloidosis ATTR

Recommendations for treatment of patients with HF and

amyloidosis

Tafamidis is recommended in patients with genetic testing pro-

ven hTTR-CA and NYHA class | or Il symptoms to reduce l
symptoms, CV hospitalization and mortality.

Tafamidis is recommended in patients with wtT TR-CA and

NYHA class | or Il symptoms to reduce symptoms, CV hospi- |

talization and mortality.

“ Garcia-Pavia P. Eur J Hear Fail. 2021; 23(2):277-85 I

Hazard ratio (95% CI)

0.700 (0.501-0.979)"

0.612 (0.433-0.865)"

0.639 (0.455-0.898)"

0.701 (0.496-0.991)°

0.571 (0.395-0.827)"

ATTR-ACT ATTR-ACT combined with LTE
median follow-up 30 months median follow-up 51 months
Hazard ratio (95% CI)
Unadjusted } + { 0.951 (0.585-1.547) 3 -
Age-adjusted | * 0.836 (0.506~1.382) ' *
NT-proBNP-adjusted } “ ' 0.885 (0.542-1.445) i *
6MW T-adjusted ' * { 0.973 (0.600-1.580) : * {
Age/NT-proBNP/6MW T-adjusted * 0.799 (1.359-0.482) 2 *>
L L | L) | | ] 1
0.4 0.8 1.6 04 0.8

& - &

1.6

-

-~ 7 -

Favours 80 mg Favours 20 mg

r 4

Favours 80 mg Favours 20 mg

Diagnosis and treatment of cardiac amyloidosis in heart fallure patients

|

Cardlac amyloldosis suspected
HF and LV wall thickness =12 mm
AND age 265 or at least | red flag'

]
.

* Serum free light-chain assay
« Serum and urine protein electrophoresis
with immunofixation

Both abnormal

Histological
confirmation

1o subtype
(usually cardiac)®

4

‘ '

Abnormal haematology  Normal haematology
No myocardial uptake Grade | uptake

| .

Cardiac amyloidosis
on CMR imaging

'
)

Positive or
nconclusive

l -

Histological
confirmation

of diagnosis
(cardiac/

extracardiac)

Negative

Amyloidosis
unlikely

L 4

PImTe-PYR DPD or HMDP

scintigraphy with SPECT
‘ !
‘ ‘
Normal haematology
Grade 2-3 uptake All pormal
ATTR
Genetic counselling
Tafamides
(Chss 1)
Consider patisiran Amyloidosis
or Inotersen uniikely
hereditary AT TR
and polyneuropathy
@ Fsc




Riesgo vascular

Terapia hipolipemiante

ol 11021100 1 4 VIEWPOINT
¢ wiyel e '{i 'olc,-‘,, O Prevevino

@ESC ...
Combination lipid-lowering therapy as first-line
strategy in very high-risk patients

Kausik K, Ray". Laurens F. Reeskamp '. Ulrich Laufs '. Macie) Banach ¢ <
Francois Mach @ *, Lale S. Tokgdzoglu © °, Derek L. Connolly’, Anja J. Gerrits®,
Erik S. G, Stroes © *, Luis Masana © *, and John ). P. Kastelein © *

Combination lipid-lowering therapy as first line strategy
in very high-risk patients

~N

Cardiovascular risk
assessment

v

[ A N
Very High Extremely high risk
CVD Risk patient&

S \. v

.

Start statin +

Start statin +
ezetimibe™®

ezetimibe™ + PCSK9
targeted therapy#

v

4 N
Reduction <50%
OR

LDL-C >1.4 mmol/L
\. -

}

Add PCSK9
targeted therapy# or
bempedoic acid

v

(

\.

Reduction >50% &
LDL-C <1.4 mmol/L

-

* In statin-intolerant patients consider ezetimibe +
bempedoic acid or PCSK9 targeted therapy

& Extremely high risk = post ACS + history of

other vascular event/peripheral artery disease/
polyvascular disease/multivessel coronary artery

v

7

disease/familial hypercholesterolemia

No further action
needed

# monoclonal antibodies directed against PCSKS

or PCSK9 siRNA therapy
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