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E S C European Journal of Heart Failure (2019) RESEARCH ARTICLE

European Society doi:10.1002/ejhf.1569
of Cardiology

Trends in modes of death in heart failure over
the last two decades: less sudden death but
cancer deaths on the rise

Pedro Moliner':2, Josep Lupon'’:2:3) Marta de Antoniol:3, Mar Domingol,

Evelyn Santiago-Vacasl4, Elisabet Zamoral-2:3, German Cediell:2,

Javier Santesmases’:2, Crisanto Diez-Quevedo’, Maria Isabel Troyal, Maria Boldé1,
Salvador Altmirl, Nuria Alonso’, Beatriz Gonzalez', Julio Nuaihez5:6,

and Antoni Bayes-Genis1:2:3*

2002-2018.
1876 pts. 935 morts.
Exclusio 74 pacients (7,3%) casusa desconeguda

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019
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Causes de mort en IC —
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® Non-CV HF AMI Stroke

Reduccid de la mort cardiovascular Procedural mOther OV SCD
« | Mort sobtada (p = 0,03) primers 10 a (p < 0,001)
* No canvis significatius en la progressié IC com a

causa de mort (p = 0,26)

Increment de la mortalitat no cardiovascular

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019
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Se Causes de mort en IC >

Increment de la mortalitat no cardiovascular

e Augment lineal molt significatiu (p <0,001)

e El cancer va ser la causa més freqlient de

mortalitat cardiovascular. Trends in heart failure death

Cancer death

6%

13%

37% m Cancer

= Infection
Respiratory CV death

" Digestive

Non-CV death
4%

Sudden death
B Trauma

11% ® Declining

23% "1 Other

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019
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Diagnostic HFpEF

FASTTRACK CLINICAL RESEARCH
Heart failure/cardiomyopathy

@ E SC European Heart Journal (2019) 40, 32973317

European Society doi:10.1093/eurheartj/ehzé41
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 (ESC)

Burkert Pieske1’2’3'4*, Carsten Tschﬁpe1’2’5, Rudolf A. de Boer (® 6, Alan G. Fraser’,
Stefan D. Anker1'2’5’a, Erwan Donal’, Frank Edelmann’ ’2, Michael Fu1°,

Marco Guazzi"’u, Carolyn S.P. Lam13’14, Patrizio Lancellotti“,

Vojtech Melenovsky“, Daniel A. Morris', Eike Nagel ® 17,18

Elisabeth Pieske-Kraigher1, Piotr Ponikowski“, Scott D. Solomonzo,
Ramachandran S. Vasann, Frans H. Rutten ® n, Adriaan A. Voorsé,
Frank Ruschitzka23, Walter ). Paulus“, Petar Sefe r'oviczs, and
Gerasimos Filippatos?®?’

Pieske. Eur Heart J 2019; 40:3297-3317
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17 Breathless patient

Rule out other cardiac/
non-cardiac causes

Search for other cardiac/
non-cardiac causes

L

Low

; oWgh -

Normal —<——
Search for other cardiac/ 'lY

non-cardiac causes

|
I

Investigate for specific aetiology



. Diagnostic HFpEF o

& Advanced HFpEF workup: Echo stress test

1

Functional Morphological Biomarker (SR) Biomarker (AF) _

Average Efe’ 15: 2 points 'l' Perform invasive haemodynamic

measurements
Average Efe’ 15 and D _ A9 (right heart catheterisation at rest
TRvelocity > 3.4 m/s : 3 points

or during exercise)

B Invasive Haemodynamic Measurements (Left and Right Heart Catheterisation)

Minor Criteria: 1 point 2-4 points: Diastolic Stress Test or Invasive Haemodynamic Measurements )
es
¥

Echo Stress Test l

or

Pieske. Eur Heart J 2019; 40:3297-3317



Diagnostic HFpEF

Heterogeneitat. Diferents fenotips

T BMI-Related
Exercise Inefficiency

LV-syst vasc
dysfunction

Chronotropic
Incompetence

RV-pulm vasc
dysfunction

J Peripheral Skeletal
Muscle O, Utilization

Comorbidity clusters in ASIAN-HF.

( ) 3y
Young Ischemic
ki Japan Korea ' -‘
India Malaysia
| ' -H‘gi vy
L,
! o

Thailand

Characteristics

* Few comorbidities.

* More often HFrEF

* Eccentric hypertrophy

* Best outcomes

* Best effect of medication

Indonesia

Characteristics
Male patients with CAD
and ischemic aetiology
of HF
More often HFrEF
Eccentric hypertrophy
+ 2" worst outcomes y

Elderly/AF

Japan

Korea

Characteristics

* Eldest with AF and high rates
of previous stroke

* More often HFpEF

* Concentric remodeling

Metabolic
Malaysm
-7
Singapore

-/.

"
-

Philippines

»

Taiwan

Characteristics

* High prevalence of obesity,
hypertension and diabetes

* More often HFpEF

* Concentric remodeling

Tromp. PLOS MED. 2018
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Lean Diabetic

S

. T

Malaysia

Singapore

Hong Kong

Characteristics

*  Most often diabetic with
low BMI.

*  More often HFpEF

*  Concentric hypertrophy

*  Worst outcomes and

\_ quality of life Yy
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Nefrona bloqueada completamente
A
Assaigs en DM ISGLT2 redueixen el risc hospitalitzacié T
per IC i preserven funcioé renal: Sy R (e
6112 oy
Acetagotamids™ || | _ Iramterens
MEDULA I fwosemids

* EMPA-REG (Empaglifozina) e
e CANVAS (Canaglifozina) ik e
* DECLARE-TIMI 58 (Dapglifozina) i

@ ESC European Journal of Heart Falure (2019) CONSENSUS DOCUME *
European Society  doi:10.1002/ejhf.1531
of Cardiology

Sodium-glucose co-transporter 2

L. . . inhibitors
Clinical practice update on heart failure 2019:

Consensus recommendation

phal’maCOthe rapy, PI'OCEdUI"eS, devices and The 2016 guidelines indicated that empagliflozin should be consid-
. ered in patients with type 2 diabetes mellitus (T2DM) in order to
patlent management' An expert consensus preventpor delay the otlzet of HF or prolong Iif‘e.3 )
meeting report Of the Heart Failur‘e The 2019 expert consensus was that_canagliflozin and
. e 5 dapagliflozin should also be considered for patients with T2DM
ASSOCIa‘tlon Of the Europea‘n SOCIetY and either established cardiovascular (CV) disease or at high CV
of Cardiology risk in order to prevent or delay the onset of and hospitalizations
for HE
Petar M. Seferovicl, Piotr Ponikowski?, Stefan D. Anker3*, Johann Bauersachs4, At this stage, no specific recommendations for the use of
Ovidiu Chioncel’, John G.F. Cleland?, Rudolf A. de Boer’, Heinz Drexel?, sodium—glucose co-transporter 2 (SGLT?2) inhibitors in patients
Tuvia Ben Gal?, Loreena Hill'% Tiny Jaarsmall, Ewa A. JankowskaZ, with established HF can be made.

Markus S. Anker'2, Mitja Lainscak'3, Basil S. Lewis'4, Theresa McDonagh's,

16 eic17 Wil 18 ; : 19
M.arco Metra'®, Davor Milicic™/, Yv'lf”ed Mulletn.s ‘ Masmmc.) F. P'eEOI' ’ Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure.
Giuseppe Rosano??, Frank Ruschitzka?l, Maurizio Volterrani?2, Adriaan A. Voors’, 2019.

Gerasimos Filippatos??, and Andrew ).S. CoatsZ%#
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Table 6. Recommendations for Glucose-Lowering Treatment for
Patients with Diabetes

Recommendations

SGLT2 inhibitors

Empagliflozin, canagliflozin, or dapagliflozin are rec-
ommended in patients with T2DM and CVD, or at very
high/high CV risk, to reduce CV events.

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

A Type 2 DM - Drug-naive patients

ASCVD, or high / very high
CV risk (target organ damage or
multiple risk factors)

» Consider adding the

other class (GLP SGLT21 || soLT2l | LR [Sae 2o
RA or SGLT2i) with TZD TZD of TZD ||GLP-1 RA
proven CVD benefit ¥ ¥ ¥ v

+ DPP-4iif not on
GLP-I RA

+ Basal insulin

+ TZD (not in HF pat.)

* 5U

I

Continue with addition of other
agents as outlined above

|+

Consider the addition of SU OR

basal insulin:

+ Choose later-generation SU with
lower risk of hypoglycaemia

+ Consider basal insulin with lower
risk hypoglycaemia

Cosentino F et al. 2019 ESC Guidelines on diabetes, pre-diabetes, and cardiovascular diseases

B Type 2 DM - On metformin

ASCVD, or high / very high
CV risk (target organ damage or
multiple risk factors)

+ Consider adding the

other class (GLP
RA or SGLT2i) with

proven CV D benefit
+ DPP-4iif not on

GLP-IRA

+ Basal insulin
+ TZD (not in HF pat.)
+ 50

SGLT2I || SGLT2l ||GLP- RA ||SGLT2 or
or or or DPP-4i DPP-4i or
TZD TZD or TZD LP-1 RA

|
-
|
-

Continue with addition of other
agents as outlined above

S

|+

Consider the addition of SU OR

basal insulin:

+ Choose later generation SU with
lower risk of hypoaglycaemia

+ Consider basal insulin with lower
risk hypoglycaemia

developed in collaboration with the EASD. Eur Heart J. 2019.
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DAPA-HF

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Dapagliflozin in Patients with Heart Failure
and Reduced Ejection Fraction

J.J.V. McMurray, S.D. Solomon, S.E. Inzucchi, L. Keber, M.N. Kosiborod,
F.A. Martinez, P. Ponikowski, M.S. Sabatine, I.S. Anand, J. Bélohlavek, M. Bshm,
C.-E. Chiang, V.K. Chopra, R.A. de Boer, A.S. Desai, M. Diez, J. Drozdz, A. Dukit,
J. Ge, J.G. Howlett, T. Katova, M. Kitakaze, C.E.A. Ljungman, B. Merkely, J.C. Nicolau,

E. O’'Meara, M.C. Petrie, P.N. Vinh, M. Schou, S. Tereshchenko, S. Verma,

C. Held, D.L. DeMets, K.F. Docherty, P.S. Jhund, O. Bengtsson, M. Sjostrand,
and A.-M. Langkilde, for the DAPA-HF Trial Committees and Investigators™

1. McMurray JJV et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.N Engl J
Med2019;381:1995-2008.
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4744 patients

» 218 years of age . .
« With or without T2D Dapagliflozin 10 mg

+ standard of care

» Diagnosis of symptomatic HFrEF o
(NYHA class II-IV) for 2 2 months %
* LVEF <40% within last 12 months )
« Elevated NT-proBNP 32
e eGFR 230 ml/min/1.73 m? a P b
» Stable SoC HFrEF treatment aceno
+ standard of care
Excl criteria I I T 7T 7 I >
* SBP <95 or symptomatic | visit 1 (enroliment) Visit 2 (randomization)  Visit 3 Visit4  Visit5 Visit 6, etc, | 12rget primary endpoint events: 8441
hypotension Day -14 Day 0 Day 14 Day 60 Day 120 Every 120 days Median folloyv-up: 18.2 months®
* Type 1DM Completion: July 20193
Primary Endpoint Secondary Endpoints
: : * Time to first occurrence of either of the components of the composite: CV
 Time to first occurrence of any of the death or hHE
components of the composite: CV » Total number of (first and recurrent) hHF and CV death
death or hHF or an urgent HF visit » Change from baseline measured at 8 months in the total symptom score of the
KCCQ

* Time to first occurrence of any of the components of the composite: 250%
sustained decline in eGFR or reaching ESRD or renal death
e Time to death from any cause

CV = cardiovascular; eGFR = estimated glomerular filtration rate; ESRD = end stage renal disease; HbAlc = glycated hemoglobin; HF = heart failure; HFrEF = heart failure with reduced ejection fraction;

hHF = hospitalization for heart failure; KCCQ = Kansas City Cardiomyopathy Questionnaire; LVEF = left ventricular ejection fraction; NT-proBNP = N-terminal pro B-type natriuretic peptide; NYHA = New Yorfé—leart Association; SoC = standard
of care; T2D = type 2 diabetes.

1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J Med2019;381:1995-2008.



e DAPA-HF

Primary composite outcome
CV Death/HF hospitalization/Urgent HF visit

@ HR 0.74 (0.65, 0.85) 269% RRR
= dCcepo
= NNT=21
8’ ﬂ- _‘__,l-——'—
© =
[~ et
3 R
& 1
Q - Dapagliflozin
T
S o4 .
o - -ﬂ'“";:ﬁ
] 1 1 ] 1 1 ] | I
0 3 6 9 12 15 18 21 24
Months since Randomization
Number at Risk
Dapagliflozin 2373 2305 2221 2147 2002 1560 1146 612 210
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210
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1. McMurray JJV et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.N Engl J

Med2019;381:1995-2008.



DAPA-HF

Components of primary outcome

Worsening HF event
HR 0.70 (0.59, 0.83); p=0.00003

S

Cardiov{ascular death
HR 0.82 (0.69, 0.98); p=0.029

R =
2 T 9 Placebo
E - e —
& el ‘-/ &1_ 7 J;'-'.
m ‘,J, © R
I et £
[e] - @
% o x""" S =)
il o Q2
2 Dapagliflozin 2
i =
o - ©
= I
2o e 2o
= 5
Q Q
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I L Ll T T T T T T ! ] Ll ] | 1 L 1 ]
0 3 6 g 12 15 18 21 24 0 3 6 g 12 15 18 21 24
Months since Randomization Months since Randomization
MNumber at Risk
Dapaglifiozin -~ 2373 2305 2221 2147 2002 1560 1146 G612 210 2373 2339 2293 2248 2127 1664 1242 671 232
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210 2371 2330 2279 2230 2091 1636 1219 664 234
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DAPA-HF
Primary Endpoint: Prespecified subgroups

HR (95% Cl)
Overall effect —_— 0.74(0.65, 0.85)
rs)
<65 B E— 0.78(0.63, 0.96)
>65 — 0.72(0.60, 0.85)
ex
Male —_— 0.73(0.63, 0.85)
Female - 0.79(0.59, 1.06)
Race
White —_— 0.78 (0.66, 0.91)
Black or African —e & 0.62 (0.37, 1.04)
Asian — 0.64 (0.48, 0.86)
Other
Geographic region
Asia — 0.65(0.49, 0.87)
Europe —— 0.84(0.69, 1.01)
North America s 0.73(0.51, 1.03)
South America — 0.64 (0.47,0.88)
NYHA class
| I —_— || 0.63 (0.52, 0.75)
|1l or IV 0.90(0.74, 1.09)
LVEF
< Median —_— 0.70(0.59, 0.84)
> Median - 0.81(0.65, 0.99)
| | | | ||
0.5 08 10 125
Dapagliflozin Better Placebo Better
..‘ —

HR (95% Cl)

0.63 (0.49, 0.80)
0.79 (0.68, 0.92)

0.67 (0.56, 0.80)
0.84 (0.69, 1.01)

0.74 (0.63, 0.87)
0.74 (0.57, 0.95)

NT-proBNP
| < Median +—— |
ian —
Prior hospitalization for HF
Yes —_—
NO —_—- =
MRA at baseline
——
- .
———
P W—

0.75 (0.63, 0.90)
0.73 (0.60, 0.88)

enrolment ECG

Yes SE—— 0.82 (0.63, 1.06)
No —_— 0.72 (0.61, 0.84)
Main Etiology of HF
Ischemic —_— 0.77 (0.65, 0.92)
Non-Ischemic/Unknown —_— 0.71(0.58, 0.87)
BMI (kg/m?)
<30 —_— 0.78 (U.EG, 0.92}
=30 e — 0.69 (0.55, 0.86)
Baseline eGFR
(mL/min/1.73m?)
<60 —— 0.72 (0.59, 0.86)
260 —_— 0.76(0.63, 0.92)
I | 1
0.5 0.8 1.0 1.25

Dapagliflozin Better
-+

Placebo Better
—

iCor.cat
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Primary composite outcome
CV Death/HF hospitalization/Urgent HF visit

Diabetes No Diabetes

[Ty]
A &
HR 0.75 (0.63,0.90) Placebo HR 0.73 (0.60,0.88)
8 _ r o _|
(<]
uc:ﬁ . ° &
8 g Placebo
c = p————
2 8 e
oW o |
2 2"
= «
= L= 3 (=]
5~ el
3 3 Dapagliflozin
wy — -
(=T -
T T T T T T T T T © T T T T T T T T T
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months since Randomization Months since Randomization
I\Iumbe_r at Bisk Number at Risk
Dapagliflozin 1075 1037 994 955 876 678 500 259 88 Dapaglifiozin 1298 1268 1227 1192 1126 882 646 353 122
Placebo 1064 1005 949 899 816 630 469 253 89

Placebo 1307 1253 1214 1176 1101 848 627 340 121

P interaction 0.80

1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J
Med2019:381:1995-2008.
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Secondary Endpoint: Kansas City Cardiomyopathy Questionnaire

(KCCQ) Total Symptom Score (TSS):
Change from baseline to 8 months*

DAPA +6.1+18.6 2.8 points (95% Cl 1.6, 4.0)

Placebo +3.3+19.2 p<0.001"

Total Symptom Score:
Proportion with 25 point change from baseline to 8 months*

o 1.15 (1.08, 1.23)
> 7 ?
>5 point improvement 58% 51% p<0.001

: : : 0.84 (0.78, 0.90)
> (0 (o)
>5 point deterioration 25% 33% 0<0.001

*Increase in score indicates an improvement
*Calculated from win ratio, incorporating death. Win ratio = 1.18 (Cl 1.11, 1.26). Win ratio >1 indicates superiority of dapagliflozin over placebo.

*Taking account of death CI = confidence interval; DAPA = dapagliflozin.
1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J Med2019;381:1995.
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CV death or HF hospitalization

DAPA-HF

Total HF hospitalizations and CV death

Including first and repeat hospitalizations

%1 HR 0.75 (0.65, 0.85)
—2- p=0.00002 ¥ Rate Ratio 0.75 (0.65, 0.88) . Placebo
= g =
%R Placebo g p=0.0002
= - 1 —
£ ",.a-""’ £ § 2 - ~~ Dapagliflozin
8= _err=”” __,.—'J_ ‘§§. 0 o
o -~ i -~
& . L er,_/_ﬂ—f Dapagliflo 38 g T
- - i E - '." e
e P 38 ¢ et
2o e e et
g - __4"’ ,-“"'J e "
& e ,_r-'-""'r . s
o, ot R
o o
gt ; : . . . . : .
P 0 3 6 9 12 15 18 21 24
°1 " Months since Randomization
T T T T T T T Number at Risk
0 3 6 15 18 21 24 Dapaglifiozin 2373 2339 2293 2248 2127 1664 1242 671 232
Months since Randomlzallon Placebo 2371 2330 2279 2230 2091 1636 1218 664 234
Number at Risk
Dapaglifiozin = 2373 2306 2223 2153 2007 1563 1147 613 210
Placebo 237 2264 2168 2082 1924 1483 1101 586 212

Worsening renal function endpoint

Composite of: Sustained* 250% reduction in eGFR, end-
stage renal disease (ESRD) or death from renal causes

R\
iCor.cat

All-cause death

{ HR 0.83 (0.71, 0.97)
p=0.022*

20

Placebo

==

15
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Dapagliflozin

5
1

Cumulat ve Percentage (%)
10

a
L

T T T T T T T T T
0 3 & g 12 15 18 21 24
Manths since Randomization
Number at Risk
Dapaglifiozin 2373 2342 2206 2251 2130 1886 1243 872 233

N
Placebo 2371 2330 2278 2231 2082 1638 1221 ees 235 nominalpvalue

Patients exposed to at least Dapagliflozin Placebo
one dose of study drug (n=2368) (n=2368) p-value

Adverse events (AE) of interest (%)
Volume depletion*

Renal AE*
Treatment No. (%) Hazard ratio (85% CI) ;:cture.
Dapagliflozin 28 (1.2) 0.71 (0.44, 1.16) putation |
_ Major hypoglycaemia
Placebo 9 (1.6) pro.-17 Diabetic ketoacidosis

AE leading to treatment discontinuation (%)
Any serious adverse event (incl. death) (%)

1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J

Med2019:381:1995-2008.

7.5 6.8 0.40
6.5 7.2 0.36
2.1 2.1 1.00
0.5 0.5 1.00
0.2 0.2 -

0.1 0.0 -

4.7 4.9 0.79
38 42 <0.01
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Glucosuria

7 |

4

weight  glycemia

‘"

|
\- J;Uri:'acid

JBody JHyper- | Glucose

L systolic blood pressure

Natriuresis

\{'- J/ Arterial stiffness
Diuresis % Plasma volume
Uricosuria Hemodynamic

effects

toxicity

\

JInsulin

J
Meta-
bolic |7/ Heart
effects

M Glucagon 1 Ketones resistance

CENTRAL ILLUSTRATION: Postulated Effect of Empagliflozin on Heart
Failure

Heart Failure Myocardium Myocardium on Empagliflozin Rx

Healthy Myocardium

T

Y ) L
Glycosuria —» } élluni:g:n_’ Lipolysis ———— Ketogenesis

Santos-Gallego, C.G. et al. J Am Coll Cardiol. 2019;73(15):1931-44.




PIONEER-HF

ORIGINAL ARTICLE

Angiotensin—Neprilysin Inhibition
in Acute Decompensated Heart Failure

Eric J. Velazquez, M.D., David A. Morrow, M.D., M.P.H.,
Adam D. DeVore, M.D., M.H.S., Carol |. Duffy, D.O., Andrew P. Ambrosy, M.D.,
Kevin McCague, M.A_, Ricardo Rocha, M.D., and Eugene Braunwald, M.D.,

for the PIONEER-HF Investigators*

e 881 pts amb FE<40% ingressats per IC
e Randomitzat enalapril vs Sacubitril/Valsartan durant 8

setmanes

e Sacubitril/Valsartan va ser superior a enalapril en reduir

NT-proBNP,
e Subgrup de novo i naive
e Segur

Change in NT-proBNP
from Baseline (%)

Enalapril

Sacubitril-valsartan

T T I T T 1 1 1 |
Baseline 1 2 3 4 5 6 7 8

Weeks since Randomization

No. at Risk
Enalapril 394 359 351 350 348
Sacubitril-valsartan 397 355 363 365 349

¢
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JAMA | Original Investigation

Association of Change in N-Terminal Pro-B-Type

Natriuretic Peptide Following Initiation of Sacubitril-Valsartan
Treatment With Cardiac Structure and Function in Patients
With Heart Failure With Reduced Ejection Fraction

PROVE-HF

¢
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James L. Januzzi Jr, MD; Margaret F. Prescott, PhD; Javed Butler, MD, MPH, MBA; G. Michael Felker, MD, MHS; Alan 5. Maisel, MD; Kevin McCague, MA;
Alexander Camacho, PhD:; lleana L. Pifia, MD, MPH; Ricardo A. Rocha, MD; Amil M. Shah, MD, MPH; Kristin M. Williamson, PharmD; Scott D. Solomon, MD;

for the PROVE-HF Investigators

Reduccio rapida i significativa de NT-proBNP,

c 900- . . s .
Sereening i3 major part reduccio les primeres dues setmanes
[+
Period g‘é 800
Open-label treatment period (N=795) g iy
Class IV gz 700+
Sacubitril/valsartan 50 mg—200 mg BID* S £
3. 600
52
g9
| T T 1 T T T g £7% 500
Day -28 1 14 30 45 60 90 120 270 365 s
Visit Echo Echo Echo §%8
S E 400
\ A J g8
o e 98
Titration phase Follow-up phase 2 30— . . . .
Basal Dia Dia Dia Mes Mes Mes Mes Mes

4 30 45 2 3 6 9 12

Januzzi JL, et al. Prospective Study of Biomarkers, Symptom Improvement and Ventricular Remodeling
During Entresto Therapy for Heart Failure . Presentacién oral en la ESC 2019, Paris, France



FEVI (%)

Objetiu primari PROVE-HF g

iCor.cat
Parametro Pearson r (IQR) P valor
NT-proBNP (pg/mL) / FEVI (%) -0.381 (-0.448, -0.310) <0.0001
NT-proBNP (pg/mL) / VTDVIi (mL/m?2) 0.320(0.246, 0.391) <0.0001
NT-proBNP (pg/mL) / VTSVIi (mL/m?2) 0.405 (0.335, 0.470) <0.0001
NT-proBNP (pg/mL) / VAIi (mL/m?2) 0.263 (0.186, 0.338) <0.0001
NT-proBNP (pg/mL) / E/e’ 0.269 (0.182, 0.353) <0.0001
FEVI VTDVIi VTSVIi E
> VAIi
45 100 £ 40
+9.4%
40 20 g9 -6-65 B 35 37.76
35 .:E 80 -12.25 g
30 3 70 g 30
£ 8
25 = 60 61.68 367 5 25
g 50 -15.29 2
20 28.2 £ .0 3 20
15 En 12 meses, un 25% de los >§ 30 f 15
10 sujetos experimentaron un = -g
5 incremento de 213% del 20 g 10
- - 10 3
0 0 S °
BL 6M 12m BL 6M 12M BL 6M 12M 0

BL 6M 12M

Januzzi JL, etal. Prospective Study of Biomarkers, Symptom Improvement and Ventricular Remodeling
During Entresto Therapy for Heart Failure . Presentacién oral en la ESC 2019, Paris, France

E/e’: velocidad de flujo mitral E sobre e’ de Doppler tisular; NT-proBNP: fraccion N-terminal del propéptido
natriurético tipo B; VTDVIi: volumen telediastdlico del ventriculo izquierdo indexado; VTSVIi: volumen
telesistélico del ventriculo izquierdo indexado; VAli: Volumen auricula izquierda indexado



PROVE-HF

Subgrups interés prespecificats

De novo en IC y naive en IECA/ARA Il (N=118) Niveles NT-proBNP < PARADIGM-HF (N=292) Con dosis inferior a dosis objetivo (N=278)

15%

37%

35%

<0001 FEVI 2 12,8 %

FEVI 29,4 %

e icio a 108 12 meses (C 9% S icioa 1os 12 meses (C 95%) Aicioa 1os 12 meses (1C 95%)
FEVI (%) +12.8 (+11.05,+14.5) FEVI (%) +9.4 (+8.6,+10.3) FEVI (%) +9.4 (+8.4,+10.3)
VTDVIi (mL/m2)| -13.81(-15.78,-11.83) VTDVIi (mL/m2) -11.32 (-12.24,-10.40) VTDVIi (mL/m2) -10.99 (-12.21,-9.77)
VTSVIi (mL/m2)| -17.88(-20.07,-15.68) VTSVIi (mL/m?2) -14.15 (-15.15,-13.15) VTSVIi (mL/m2)| -14.32(-15.67,-12.97)
VAli (mL/m?2) -8.44 (-9.73,-7.15) VAli (mL/m2) -7.06 (-7.54,-6.58) VAli (mL/m2) -7.23 (-7.97,-6.50)
E/e’ -2.60(-3.83,-1.37) Ele’ -0.93 (-1.43,-0.43) Ele’ -0.46 (-1.32, +0.40)*
p<0,001 p<0,001, excepto *

FEVI 29,4 %

Adaptado de Januzzi JL. JAMA 2019

Januzzi JL, et al. Prospective Study of Biomarkers, Symptom Improvement and Ventricular Remodeling
During Entresto Therapy for Heart Failure . Presentacién oral en la ESC 2019, Paris, France
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Sacubitril/valsartan

Consensus recommendation

Sacubitril/valsartan is recommended as a replacement for
angiotensin-converting enzyme inhibitors (ACE-I)/angiotensin
receptor blockers (ARB) to reduce the risk of HF hospitaliza-

tion and death in ambulatory patients with HFrEF who remain
symptomatic despite optimal medical treatment with an ACE-l, a

beta-blocker and a mineralocorticoid receptor antagonist (MRA).

Initiation of sacubitril/valsartan rather than an ACE-l or an ARB
may be considered for patients hospitalized with new-onset HF
or decompensated chronic HF to reduce the short-term risk
of adverse events and to simplify management (by avoiding the
need to titrate ACE-| first and then switch to sacubitril/valsartan).

Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure.
2019.
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Me PARAGON-HF >

The NEW ENGLAND INCLUSIO: EXCLUSIO:

JOURNAL o MEDICINE e FE>45% e Mesura previa EF<40%
e |IC(ll-IV) tt ditrétic 30 dies abans ¢ ICaguda

ESTABLISHED IN 1812 OCTOBER 24, 2019 VOL. 381 NO. 17
. . — e . ° i i °
Angiotensin—Neprilysin Inhibition in Heart Failure Patologia estructural (AE dil/HVE) TA <110 0> 180 mmHg
with Preserved Ejection Fraction * Elevacio peptids natriliretics * FG<30K>5,2
S.D. Solomon, J.J.V. McMurray, I.S. Anand, J. Ge, C.S.P. Lam, A.P. Maggioni, F. Martinez, M. Packer, M.A. Pfeffer, : 2
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, (Va Iors SegonS Ingres o nO)
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.J. Shah, J. Zhou, A.R. Rizkala, J. Gong, V.C. Shi, and M.P. Lefkowitz,
Randomization 1:1 Double-blind treatment period
: 4822 pts

Active single-blind run-in period

A
— -
-~ N - :
i Sacubitril/valsartan 97/103 mg BID
- Valsartan Sacubitril/valsartan
- 80 mg BID 49/51 mgBID  gH
=" Valsartan 160 mg BID
~ - H
- H
Valsartan : On top of optimal background medications for co-
40 mg BID 5 morbidities (excluding ACEi and ARB)

up to 2 weeks 3-8 weeks ~35 months

Primary Endpoint Secondary Endpoints:

Composite of total (first and recurrent) HF hospitalizations * Improvement in NYHA functional classification at 8 months
and CV death * Changes in KCCQ clinical summary score at 8 months

* Time to first occurrence of worsening renal function
* Time to all-cause mortality

Eligibility Screen
S
.
el

e

4
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PARAGON-HF primary results

Recurrent event analysis of total HF hospitalizations and CV death™

55—
50—
45
40
35—
30
25—

Mean cumulative events per 100 patients

Total HF hospitalizations and CV death

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

Sacubitril/valsartan (n = 2407)

20 894 events, 12.8 per 100 pt-years
15+
10—

5 Rate ratio 0.87 (95% Cl 0.75, 1.01)

= 0.059
0™ | - | | |
0 1 2 3 4
Years

*Semiparametric LWYY method.

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N EnglJ Med 2019;381:1609-1620



N PARAGON-HF

HF hospitalizations and CV death

HF hospitalizations™

Events
Valsartan 797
557 Sacubitril/valsartan 690
504
457 Rate ratio 0.85 (95% Cl 0.72, 1.00)

p =0.056

Mean cumulative events
per 100 patients
&

*Semiparametric LWYY method

0.55 7
0.50
0.45 7
0.40
0.357
0.30 7

Proportion

0.257
0.207
0.157
0.10 7
0.057

0.00 1

¢

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

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

I I I
1 2 3 4

Years

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N EnglJ Med 2019;381:1609-1620
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' Secondary endpoints

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

OR for improvement

NYHA functional classification at 8 months —
Change from baseline (%)

Improved 15.0% 12.6% 0.004
Unchanged -6.3% +7.9% 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) Lsgﬂoc;f(c:)lgzrezn;:;a B 0.051
KCCQ responder 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 144% 2.7% H R = 050 (033, 077} 0002

relative to baseline.

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

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N EnglJ Med 2019;381:1609-1620
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Pre-specified subgroups for primary endpoint

Evidence for overall heterogeneity

No. of events Rate ratio

Subgroup /patients (95% CI)
Overall 1003/4796 0.87 (0.75-1.01) a4
Age (years)

Less than 65 years 276/825 0.99 (0.64-1.53) ]

65 years or older 1627/3571 0.85 (0.73-0.99) .
Age (years)

Less than 75 years 938/2597 0.82 (0.66-1.02) [ ]

75 years or older 9i55/2199 0.92 (0.76-1.11) [ |
Sex*

Male 980,/2317 1.03 (0.85-1.25) [ |

Female 923/2479 0.73 (0.59-0.90) |
Race

Caucasian 1542/35307 0.83 (0.71-0.97) .

Black 83/102 0.69 (0.24-1.99) v

Asian 237/607 1.25 (0.87-1.79)

Other 35/180 1.03 (0.47-2.28) .
Region

Morth America 478/55% 0.80 (0.57-1.14) |

Latin America 83/370 1.33 (0.75-2.36)

Western Europe 54471330 0.69 (0.53-0.89) |

Central Europe 466/1715 0.97 (0.76-1.24) |

Asia/fPacific 332/762 1.10 (0.79-1.52) L

i
0.4 0.6 0.8 1.0

Multivariate interaction p < 0.05.

Togethear with

Rate ratio (95% Cl)

2.0

¢
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No. of events Rate ratio
Subgroup /patients (95% C1)
Diabetic
Yes 104172069 0.89 (0.74-1.09) L]
No 862/2727 ___ 0.84(0.68-1.04) .
LVEF*
at or below median (57%) 1048/2495 0.78 (0.64-0.95) i
above median {57%) 855/2301 1.00 (0.81-1.23) ]
History of AF
Yes 114072521 0.83 (0.69-1.00) ]
No 763/2275 0.94 {0.75-1.18) L]
Screening NT-proBNP
at or below median {911 pg/mL) 708/2379 0.85 (0.67-1.08) B
above median (311 pg/mL) 1183/2378 0.87 (0.73-1.05) L |
Screening SBP
at or below median (137 mmHg) 984/2450 0.88 (0.72-1.07) B
above median {137 mmHg) 913/2344 0.86 (0.69-1.06) [ ]
MRA use
Yes 543/1238 0.73 (0.56-0.34) n
No 1360/3558 0.94 {0.79-1.12) B
Baseline eGFR
<60 mL/min/1.73m? 1115/2341 0.79 [0.66-0.95) |
=>=60 mL/min/1.73m? 787/2454 1.01 (0.80-1.27) |
NYHA class
i 1402/3843 (.90 (0.76-1.06) |
my 499/951 0.79 {0.59-1.08) .
I T I I 1
0.4 0.6 0.8 1.0 2.0

Rate ratio (95% Cl)



PARAGON-HF

Subgroup No. of events/
patients
Sex
Male 980/2317
Female 923/2479
LVEF
at or below median (57%) 1048/2495
above median (57%) 855/2301

Rate ratio
(95% ClI)

1.03 (0.85-1.25)
0.73 (0.59-0.90)

0.78 (0.64-0.95)
1.00 (0.81-1.23)

0.6

Primary endpoint

Multivariable
interaction p-value

P <0.006

P =0.03 (categorical)
P =0.002 (continuous)

08 1.0

20

Rate ratio (95% Cl)

iCor.cal
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Sensor
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Systolic PAP
Mean PAP

CARDIOMEMS

Home electronics unit

Daily PA measurement

PA systelisch: 80 ne-g PA diastabsch: 36 ek PA-Wielwart: 24 g Herfrequess: & nin-1

i

LAMMAAWAMANAMA

T T L T T T T
[} 1 2 3 R T £ IS S ¥ R PR A LT I

-2 6

205

-6

122016

-2

Ak

Selunden

¢

iCor.cat

Monitoring of pulmonary artery
pressures using a wireless
implantable haemodynamic
monitoring system (CardioMems)
may be considered in symptomatic
patients with HF with previous

HF hospitalization in order to
reduce the risk of recurrent HF
hospitalization.

Eur Heart J 2016; 37: 2129

628, 629




CardioMEMS Post Approval Study (PAS): Study Design

A prospective, multi-center, open-label trial in ~1200 patients with
NYHA Class lll Heart Failure and a HFH within the prior 12 months

—t+———+—+—

12 mo

Screening Baseline
Visit Visit

Right Heart Catheterization
Baseline Hemodynamics
PA Sensor Implantation

1 mo 6 mo

Scheduled Study visits

Patients instructed to
transmit PA pressures daily

All hospitalizations submitted
to CEC* for adjudication

Primary Efficacy Endpoint:
Reduction in rate of HFH at 1-year post-implant
compared with the year prior to enroliment

Primary Safety Endpoints:
Freedom from DSRC** > 80% at 2 years
Freedom from Sensor Failure > 90% at 2 years

Supplemental Analysis:
HFH or death at 1 year
Death at 1 year

Patient compliance
Outcomes in subgroups

*CEC = Clinical Events Committee; **DSRC = Device and System-Related Complications; HFH = Heart Failure Hospitalization




CARDIOMEMS PAS study

Hospitalizations for HF Hospitalizations for HF/Death All Cause Hospitalizations
at 1 year at 1 year at 1 year

0.42 (0.38, 0.47) 0.56 (0.51, 0.62) 0.72 (0.67, 0.77)
p<0.0001 p<0.0001 - 225 p<0.0001

28%
1.61

-
~
-
FS

1.24

-
N

12 44%

1

0.8 0.69
0.6

iy

58%

o

o
-
w

0.52

=
[=2]
-

0.4

o
IS

HFH Rate (events/pt-yr)
(=]
()

0.2

o
[N}

All Cause Hospitalization
(events/pt-yr)

0
1-Year Pre Implant |:| 1 Year Post-Implant

0
D1-Year Pre Implant |:| 1 Year Post-Implant

0
D 1-Year Pre Implant D 1 Year Post-Implant

[] HFH/Death Rate (events/pt-yr)

Hazard Ratio, 95% Confidence Interval and p-value estimated from the Anderson-Gill model.
All hospitalization events adjudicated by CEC.

Heart Failure Hospitalizations at 1 year Primary Safety Endpoints
Stratified by Ejection Fraction

Freedom from Device/System Related Freedom from Sensor Failure

EF < 40% (n=637) EF 41-50% (n=198) EF> 50% (n=363) Complications at 1 year at 1 year
1tk o owemae o 032 01 - . i

— 1.12 Device/System Sepsor

Related Complications 90% opc  Failure

4% 63% 4/1214 (0.3%) 111200 (0.1%)

1 80% OPC

06 0.46

04 0.4 DSRC: Adverse event that is possibly Sensor Failure: No readings can be

° related to the system and has at least obtained after troubleshocting system to
1 of the following: treated with invasive 1 rule out any problems with external
0.2 0.2 means (cther than IM medication or electronics
| . RHC), results in death of subject or
| results in explant of device.

D1-Year Pre Implant D 1 Year Post-Implant Shavelle. Pulmonary Artery Pressure-Guided Therapy for Ambulatory Heart Failure Patients in Clinical Practice:1-Year Outcomes from the
CardioMEMSPost-Approval . ACC 2019

HFH Rate (events/pt-yr)
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JAMA Cardiology | Original Investigation
Association of Ambulatory Hemodynamic Monitoring
of Heart Failure With Clinical Outcomes

in a Concurrent Matched Cohort Analysis

CARDIOMEMS

Jamob Abraham, MD; Rupinder Bharml, M5; Orvar Jonsson, MD; Guiherme H. Oivelra, MD; Andre Artis, MO;
Al valka, MO Robert Capodiupao, MO; Philip B. Adamson, MO: Gregory Roberts, B5; Miaw Dalal, MBA:
Akshay 5 Desal, MID, MPH; Raymond L. Benzz, MD

1087 pacients CardioMEMS

Aparellar amb cohort control

Disminucid ingressos

Figure 2_ Cumulative Events After Pulmonary Artery Pressure (PAP)

Sensor Implant

IE‘ Cumutative HF hospitallzztions after PAP sansor implantation
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é?.’. MODULADORS CONTRACTILITAT CARDIACA g

absolute refractory period
to the RV septum via standard
pacing leads

Consensus recommendation ; CCM Signal applied during

Cardiac contractility modulation (CCM) may be considered in
patients with HFrEF (LVEF 25-45%) and a narrow QRS complex
(<130 ms) in order to improve exercise capacity, quality of life and

Rechargeable

alleviate HF symptoms. e e P
remof(l-zly over time
C%rgﬁc-c?q";rgﬁtw\t(yﬂo&uIat'ﬁp ANALISIS SUBGRUP PREESCPECIFICAT PER j
( )in I; lant a3 DETERMINAR S| EL BENEFICI DE LA CCM VARIA ol e ssn apdyin __ improvedpesvoz
= .l 4 l:lfr:f?vm T EN FUNCIO DE LA NYHA 111 O IV (SUBESTUDI Reduced HE Hosphalations
aniel burkno
Cardiovascular Research Foundation FIX-HF-5C STUDY)

Primary Endpoint: Peak VO2
CCM IN NYHA 4

050 Treatment Effect 050+ Tyt et
_ 0.9 mi/kg/min - : p=ug4 NYHA 4 NYHA 4 at Baseline NYHA 4
E 0.25+ P<0.001 E 0.25+ ’ 5- 100- Treatment Effect 35-
18%
= = N=16 N=20 = N=18 - _ ] Treatment Effect
2 000 2 0.00 E p=0.25 g3 1.0 meters
= = £ E 7154 2 =0.97
5 = N=23 2 259 P
E 425 E L25] g 23 ;E;ZB
S a8 Z 10 E 8 g5 30|
g -0.50 g -0.50 E 2 E g 454 N=17
z N =z ] = 15 Treatment Effect S 2
< x -21.2 points ® o £
2 -0.754 & 0751 -204 p=0.001 o g |
- Al ©w
N=139 25 : i o ol
-1.00 T T -1.00 T . ccm Control ccM Control ccm Control
CCMm Control CCM Control

Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure.
Burkoff. Late breaking trial Ill - Innovative and device therapy . HFA 2019 2019.



https://esc365.escardio.org/Congress/Heart-Failure-2019-6th-World-Congress-on-Acute-Heart-Failure/Late-breaking-trial-III-Innovative-and-device-therapy/26078-late-breaking-trial-iii-innovative-and-device-therapy
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MitraClip

Consensus recommendation

Referral of patients with HF and secondary (i.e. functional) mitral
regurgitation to a multidisciplinary HF team that will decide on
management is recommended.

Reduction in mitral regurgitation using a MitraClip device may
be considered for patients with HFrEF who fulfil the COAPT (Car-
diovascular Outcomes Assessment of the MitraClip Percutaneous
Therapy for Heart Failure Patients With Functional Mitral Regur-
gitation) selection criteria (Table 3).”

Tractament optimitzat
IM severa desproporcionada

Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure.
2019.



é?!. CURES PAL-LIATIVES

Articulo especial

Documento de consenso y recomendaciones sobre cuidados paliativos
en insuficiencia cardiaca de las Secciones de Insuficiencia Cardiaca
y Cardiologia Geriatrica de la Sociedad Espanola de Cardiologia

José Manuel Garcia Pinilla®”, Pablo Diez-Villanueva“*, Ramén Bover Freire™, Francesc Formiga®, _
Marta Cobo Marcos™, Clara Bonanad”#, Maria G. Crespo Leiro™", Juan Ruiz Garcia', Beatriz Diaz Molina/,
Cristina Enjuanes Grau®, Lluisa Garcia', Lourdes Rexach™, Alberto Esteban” y Manuel Martinez-Sellés™°

Quality of Life —

‘ Onset
of CHF -{ Relatively stable phase H Episodic [sub-Jacute decompensation H Pump failure }-0

Paciente y familiares

-

Familiares

-t

>

Tratamiento de
la enfermedad

Cuidados paliativos

Atencion
al duelo

T

Diagnostico

Progresion de la enfermedad

~ 1

Muerte

Insuficiencia cardiaca en situacion de final de la vida

Situacion de final de la vida

Evaluacion
integral Muerte
i
1
I P ' ' ‘Situacion Duel
ituacion uelo
! Planificacién Cuidados S{illt{acmn
* anticipada paliativos udlgsos

2\

= Redefinir objetivos terapéuticos

* Anticipacion a eventos

= Manifestacion de voluntades anticipadas
= Order de no reanimar

* Revision de dispositivos

¢
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ESTUDIS EN CURS

 HFrEF: Vericiguat (VICTORIA)
 HFpEF: ISGLT2 (4), 2 estudis ARM, Vericiguat (VITALITY-HFpEF)

* Dispositius:
e RELIEVE-HF (V-Wave shunt interauricular)
e BeATHF (baroreceptors sinus carotidi)



REPTES DE FUTUR (VISIO PERSONAL)

* Medicina de precisio—2 Individualitzar tractament—> Qui es beneficia
d’una pastilla o dispostiu extra??

* Fenotipar millor ICFEp

e Estratificar risc de MS en MCD (RM)

* Valoracid integral geriatrica: fragilitat per cardiopatia o ja no té
reserves—> evitar tractaments futils



CONCLUSIONS Corcat

Causes de mort IC 17 anys: increment molt significatiu de la mortalitat no cardiovascular, sent el cancer la
més frequent. La mortalitat CV s’ha reduit a expenses principalment de la MS.

Nou algoritme diagnostic HFpEF ESC: molt centrat en eco, complexe.

HFrEF:

* Dapaglifozina (ISGLT2) nou tractament en la IC, mecanisme accid no aclarit. Assaigs popers: Efecte de
classe, HFpEF.

* Sacubitril/Valsartan: és segur iniciar en ingrés per ICA, de novo/naive i millora el remodelat—> beneficis
clinics

HFpEF: PARAGON-HF Sacubitril/Valsartan

* Reduccido modesta de l'objectiu primari que no assoleix significacié estadistica.
* Potencial benefici en subgrup de dones i FE < 57% (heterogeneitat fenotip HFpEF

CARDIOMEMS: estrategia util per reduir ingressos per IC
Moduladors de la contractilitat cardiaca: no en CF IV

Importancia implementacio cures pal-liatives de forma precog, elaboracio protocols, multidisciplinar.



Moltes gracies!
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DAPA-HF

ARNI/no ARNI post hoc subgroup:
Primary endpoint

Dapagliflozin  Placebo
(n=2373) (n=2371)

All patients 386/2373 502/2371

Angiotensin Receptor
Neprilysin Inhibitor (ARNI)
Yes 41/250 56/258

No 345/2123 446/2113

o
——

0.5

0.8 1.0 1.25

HR
(95% Cl)

0.74 (0.65, 0.85)

0.75 (0.50, 1.13)
0.74 (0.65, 0.86)

Dapagliflozin Better Placebo Better
-+ >

¢
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Resultados: analisis de sensibilidad pre-especificado del endpoint primario

Analisis de sensibilidad

Analisis primario LWYY
(estratificado por region) - adjudicado

Analisis primario (LWYY) incluyendo visitas a urgencias
por IC adjudicadas en el endpoint compuesto

Eventos reportados por el investigador (LWYY)
Modelo binomial negativo

Analisis primario LWYY (estratificado por pais)*

Tiempo hasta primer evento primario compuesto
(muerte CV u hospitalizacion por IC)

Estimacion (RR o HR)

RR=0.87 (0.75, 1.01)

RR=0.86 (0.75, 0.99)

RR=0.84 (0.74, 0.97)

RR=0.87 (0.74, 1.01)

RR=0.86 (0.75, 0.997)

HR=0.92 (0.81, 1.03)

P valor nominal

0.099

0.040

0.014

0.066

0.045

0.15

¢
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