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« Interrelacion entre DM vy falla cardiaca

* Impacto de antidiabéticos en falla cardiaca
* iSGLT2 en falla cardiaca con y sin diabetes
* iSGLT2 en HFpEF

* Nuevos mecanismos




El mal matrimonio entre DM vy falla cardiaca

DM Falla cardiaca
* 30 millones en Estados Unidos * 5.7 millones en Estados Unidos

* 9.4% poblacion general * 1.7% poblacion general
* 25.2% de la poblacion >65 afios  * Prevalencia 3x mayor en >60
* Prevalencia falla cardiaca anos

comparado con poblacion * Prevalencia de hasta 44%

general
* 2xen hombres
* 5x en mujeres

Mehta A Clin Geriatr Med. 2020;36:447
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Efecto de glucosa

* Cada 1% de aumento de Hbalc esta asociado a 12% mayor riesgo de
hospitalizacion por falla cardiaca

* Impacto del control glicémico?

Mehta A, Clip Geriatr Med, 2020:36:44:

DM vy riesgo de desarrollar HFpEF
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DM y riesgo de desarrollar HFrEF
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Antidiabéticos vy falla cardiaca




Metformin y desenlaces
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Metandlisis: intervenciones en DM y falla
cardiaca
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Metandlisis: intervenciones en DM y falla

cardiaca
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Time to first HHF
HHF Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
patient-years patient-years (95% CI)
EMPA-REG OUTCOME 94 145 . 0.65 (0.50-0.85)
CANVAS Program 55 87 . 0.67 (0.52-0.87)
DECLARE-TIMI 58 62 85 . 0.73 (0.61-0.88)
CREDENCE 157 253 . 0.61(0.47-0.80)
VERTIS CV 73 105 . 0.70 (0.54-0.90)
Pooled estimate - 0.68 (0.61-0.76)
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028 05 10 20
« -
Favors Treatment  Favors Placebo

iISGLT2 y falla cardiaca con vy sin

diabetes




DAPA-HF

8/10/20

Assessing Dapagliflozin in Patients with Chronic HFrEF
With or Without T2D12

s1py 744 patients Dapagliflozin 10 mg
2 age £
Witho witho T2D + standard of care
" Diagnosis f symotomatic HErEF

(NVPiAclass IV for 2 monihs

LVEF S40% within ast 12 months

RS i 73 e Placebo

i
+ .
Stable SoC HFIEF treatment standard of cares

Median follow-up; 182 months

Visit 1 (envollment) Visit2 (andomization)  Vist3  Visit4  Vist5 Visit6, elc
Day-14 Day0 Day Day60 Day120 Every 120 days

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 e P P
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
Kee
@ - Time to first of any of the of the composite: 250%
sustained decline in eGFR or reaching ESRD® or renal death
- Time to death from any cause

“Indicacién no aprobada por las autoridades de CR-Honduras-Guatemala-Panama- Republica Dominicana

Shatients were tested scconsing o cegiona sandsragt care for N Dose

sisn o gsconinusion

e s el s feled: G

Primary Endpoint: CV Death or hHF or an Urgent HF Visit

a0
DAPA Placebo HR o
o] L163% 21.2% 074 Placeno 26%
g RRR
P DAPA 10 mg
H 4.9% ARR
£" NNT=21
E 10
3
B
o VE———— —
o 3 s 8w 2
Number at Risk Wonths from Randomization “Indicacién no aprobada por las autoridades de
DAPAfOmg 2373 2305 2221 2147 2002 1560 146 612 210  OR-Honduras-Guatemala-Panama- Repiblica
Placebo 25 2163 2075 1917 1478 109 593 210 Dominicana




Effects of Dapagliflozin on Worsening HF? and Mortality’

Dapaglifiozin 10mg | Placebo
Outcome, n (%) (n=2373) 371) HR (95% Cl) HR (95%Cl) | p-value
ﬁ‘éﬂzﬁm hHF, or urgent 386 (16.3) 502 (21.2) —_— 0.74 (0.65,0.85)  <0.001
hHF or urgent HF visit 237 (10.0) 326(137) - 070 (0.50, 0.83) 000003
Hospitalization for HF 231(97) 318 (13.4) 0.70 (0.59,0.83) 0.0001
—_—
CV death 227 (96) 273(115) 082(069,098)  0.02%°
——
CV death or hHF 382 (16.1) 495 (209) 0.75(0.65,085)  <0.001
——
Death from any cause 276 (11.6) 320 (139) |03 071,007 00220
040 0% 1

12
Dapagifiozin 10 mg Botter < M Piacebo Batter

*Indicacion no aprobada por las autoridades de

CR-Honduras-Guatemala-Panama- Republica
Dominicana

HE vt Naminalp-vae.
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Primary Outcome by Diabetes Status’

Dapaglifiozin significantly reduced the primary endpoint, regardless of diabetes status
and HbA1c in the no T2D group

CV death or hHF or urgent HF visit

Dapaglifiozin 10
my Interaction

o o (% o aluet
Total population 38612373 (16.3)  502/2371 (21.2) = 0.74(0.65-0.85)
20 2151075 (20.0)  271/1064 (255) —— | 075(063090)
NoT2D 171M298(132) 2311307 (17.7) == | 0.73(0.60-088)
ﬁg%g'mm (HoAte 53/438 (12.1) 71419(169) O | 067 (047-096)
: —— 072
fg;‘.f/‘f)be'es (HbAtc25.7- 118/860 (13.7) 160/888 (18.0) 0.74 (0.59-0.94)

*Indicacion no aprobada por las autoridades de

CR-Honduras-Guatemala-Panama- Repiblica G w—r

Dominicana Dapsgifazia 10 mg Battar  Placebo Bter

ncudas 1983 patints wit o pre-axising Giagnosi of iabetes 14155 palants wih previusly undiagnosad diabetes (HEATE 36.5% ot Viaks 1 and 2) ' non-aigniicant esut fo an ntaraction
(31 can b Interpread a5 consatency of aiect cross 1he aL0growD
¥ = cardiovascui; HOA1C = gycaled hamaglobi: HE = near falure; N < hospializatin for heart fallre; R = hazard ato; T20 = ype 2 dlabetes

Safety Outcomes?
Dapagliflozin Placebo
Event, n (%) 10 mg (n=2368) n=2368)
AE leading to treatment discontinuation 11 (4.7) 116 (4.9) 0.79
AE of interest
Volume depletionb 178 (7.5) 162 (6.8) 0.40
Renal AES 153 (6.5) 170 (7.2) 0.36
Fracture 49 (2.1) 50 (2.1) 1.00
Amputation 13 (0.5) 12 (0.5) 1.00
Major hypoglycemiad 4(0.2) 4(0.2) -
Diabetic ketoacidosise 3(0.1) 0(0) -
“Indicacion no aprobada por as autoridades de GR-Honduras-Guatemala-
Panama- Repubilca Dominicana
Safety population inciuded all patients who had undergone randomization and received at least one dose of dapaglifiozin or placebo. Wolume depletion serious AEs in 29 dapagiifiozin patients
et i VA A e aDaloss sspipealiownin seauiing e ausltance of saother gareot o scltely adnite casbohygc deslaen e




40% + HHF

EMPEROR-REDUCED
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DAPA-HF and EMPEROR-Reduced:

SGLT?2 Inhibitors in Heart Failure With Reduced EF

PA-HF

4744 patients, with or 3730 patients, with or
without diabetes without diabetes
Primary endpoint: CV death, hospitalization for
heart failure and urgent heart failure visit

Primary endpoint: CV death and
hospitalization for heart failure

= 10% taking

sacubitril-valsartan

= 20% taking
sacubitril-valsartan
Increased levels of
natriuretic peptides

Markedly increased levels

of natriuretic peptides
Focus on patients with EF >30%

Focus on patients with EF < 30%
Annual placebo event rate = 1%‘1&

Annual placebo event rate = 21%

Trial inclusion and exclusion criteria

Inclusi iteri \
EMPEROR-Reduced'?

DAPA-HF?
Age 218 years (Japan, age 220 years) at screening Age 218 years
ic HF NYHA class II-IV
HFTEF (LVEF <40%)

Chronic

HF NYHA class lI-IV
Elevated NT-proBNP

HFrEF (LVEF <40%)
EF (%) NT-proBNP (pg/ml)
Patients without AF*

236 fo <4
231 to

NT-proBNP 2600 pg/ml or NT-proBNP 2400 pg/ml in
patients with HHF within 12 months
atients without AF

thin 12 months

Further inclusion criteria apply
EMPEROR-Reduced
€GFR <20 mi/min/1.73 m?

quiing dialysis

Further inclusion criteria apply

DAPA-HF
©@GFR <30 ml/min/1.73 m?
vidly declining r

enal function




PEROR-Reduced DAPA
hstess | eveen o
Age () 672-108 665-112 662110
Women (%) a37235) 456.244) 54 (238)
Diabetes melius (%) 527 (49.8) 929 498) 993 (418)
Ischemic cardiomyopathy (%) 983 (52.8) 946 (50.7) 1316 (55.5%)
NYHA functional class I (%) 1399 (75.1) 1401 (75.0) 1606 (67.7%)
LV ejection fraction (%) e (e 3o 31267
NT-proBNP (median, IQR), pg/mL et R L] 1428 (857-2655)
Hospitalization for heart failure within 12 months 577 (31.0) 574 (30.7) 1124 (47.4)
Auial ritation 664 (356) 705 (37.8) 916 (38.6)
r Glomerular filtration rate (ml/imin/1.73 m?) 6182217 6224215 66.0+19.6 I
Treatment fo hear falure
RAS inhibitor without nepriysin inhibitor 1314 (705) 1286 (68.9) 2007 (84.6)
[[]__RAS inhibitor with neprilysin inhibitor 340 (18.3) 387 (207) 250 (105) ]
Mineralocorticoid receptor antagonist 1306 (70.1) 1355 (72.6) 1696 (71.5)
Beta blocker 1765 (94.7) 1768 (94.7) 2278 (96.0)
Implantable cardioverter-Gefibrillator 578 (31.0) 593 (31.8) 622 (26.2%)
Cardiac resynchronization therapy 220 (18) 222(19) 190 (8.0%)
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EMPEROR-Reduced: Time to Cardiovascular Death or

Hospitalization for Heart Failure (Primary Endpoint)
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Placebo

Empaglifiozin

462 patients with event
Rate: 21.0/100 patient-years

Patients at risk

0 9 180 270 360 450 540 630

Days after randomization

Placebo 1867 1715 1612 1345 1108 854 611 410
npaglifiozin 1863 1763 1677 1424 1172 909 645 423

720 810

224 109
231 101

361 patien
Rate:

h event

15.8/10 years

(95% Cl 0.65, 0.86)
P <0.0001

Packer etal
N Engl J Med (2020)

EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Number of Events/100 Number of Events/100 SEe

events (%) | patientyr | events (%) patient-yr
Pimory ComPoSite | 361 (19.4%) | 158 | 462(247%) | 210 | o370 0 | <0.0001
Firsthospitalization | yag (132%) | 107 | 342(183%) | 155 (0_58'_5%_81)
Cardiovascular 8700%) | 76 | 22008%) | 81 | (09




EMPEROR-Reduced: Primary Endpoint Subgroups

Ischaemc
Non-ischaemic

"
v

LVEF 530% and NTproBNP <median
LVEF 530% and NTproBNP 2median
LVEF >30%

No
Yes

Empaglifiozin Placebo
n with eventN analysed HR (95% CI)
e
082(068,099) e
B
0.71(0.59,084) -
083 (066, 1.04) et
0.70(0.53,0.93) |
065(053.079) ——
099(076,131)
076(059,097) i
075(063,088) o
077(066,090) o
064(045,089)
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SGLT?2 Inhibition With Empagliflozin Is Effective in Heart Failure

With a Reduced Ejection Fraction With or Without Diabetes

Primary Endpoint
Composite of cardiovascular death
or heart failure hospitalization

25%* in risk
P <0.001

First Secondary Endpoint

Total (first and recurrent 30% * fnirisK

heart failure hospitalizations) P
Second Secondary Endpoint P <0.001
Slope of decline in glomerular (50%* in renal
filtration rate over time events)

Also achieved success on composite renal endpoint, KCCQ clinical summary score,
and total number of hospitalizations for any reason (all nominal P < 0.01)

Bidirectional Benefits of Empagliflozin on NYHA Class

Apparent After Only 4 Weeks and Sustained for One Year

E
3
E
13
$
2
&
E

08 |-

Deterioration

Odds ratio for empaglifiozin : placebo
for changes in NYHA functional class

06 |-

Weeks After Randomization
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Trials in Heart Failure and a Reduced Ejection Fraction (With or Without Diabetes)
EMPEROR-Reduced
(empaglifiozin)
Cardiovascular death or 0.75 (0.65 - 0.85) 0.75 (0.65 - 0.86)
hospitalization for heart failure (877 events] (823 events]
First hospitalization for heart 0.70 (0.59 - 0.83) 0.69 (0.59 - 0.81)
failure (549 events] (588 events]
0.71(0.44 - 1.16) 0.50 (0.32 - 0.77)
67 events) 88 events)
0.82 (0.69 — 0.98) 0.92 (0.75- 1.12)
500 events| 389 events)
Trials in Type 2 Diabetes (With or Without Heart Failure)

EMPA-REG OUTCOME
(empaglifiozin)
Cardiovascular death or 0.83 (0.73 - 0.95) 0.66 (0.55 - 0.79)

hospitalization for heart failure 1913 events] 463 events]
First hospitalization for heart 0.73 (0.61 - 0.88) 0-65 (0-50 - 0-85)

failure [498 events) [221 events]
0.53 (0-43 - 0-66) 0-54 (040 - 0:75)

(365 events) [152 events)
Cardiovascular death in patients 0.92 (0.69 - 1.23) 0.59 (0.44 - 0.79)

with prior myocardial infarction (183 events) (183 events)

Renal composite endpoint

Cardiovascular death

Renal composite endpoint

8/10/20

Empagliflozin reduces time to first hospitalisation for HF

or CV death similarly in patients with or without diabetes

With diabetes Without diabetes
HR 0.72 (0.60, 0.87) Interaction p=0.57 HR 0.78 (0.64, 0.97)
p=0.0006 =0.0225

Placebo

Placebo

In diabetics: In non-diabetics:
Event rate in the empaglifiozin group: Event rate in the placebo group:
17.7/100 patient years 17.6/100 patient years

EMPEROR-Reduced: Serious Adverse Events and

Adverse Events of Special Interest

Empaglifiozin (n=1863)
Serious adverse events 772 (41.4) 896 (48.1)
Related to cardiac disorder 500 (26.8) 634 (34.0)
Related to worsening renal function 59 (3.2) 95(5.1)
‘Adverse events of special interest
Volume depletion 197 (10.6) 184(9.9)
Hypotension 176 (9.4) 163 (8.7)
Symptomatic hypotension 106 (5.7) 103 (5.5)
Confirmed hypoglycemia® 27 (1.4) 28(1.5)
Ketoacidosis. 0(00) 0(0.0)
Urinary tract infections 91(4.9) 83 (4.5)
Genital ract infections 31017 12(06)
Bone fractures 45 2.4) 42 (2.3)
Lower limb amputations (until end of tral) 18(0.7) 10(05)

11
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EMPEROR-Reduced: Symptomatic Hypotension Was Not Increased

by Empagliflozin, Even in High-Risk Patients

Empaglifiozin (
Al events 106 (5.7) 103 (5.5)
[ Events within first 30 days of treatment | 30 (1.6) [ 28 (1.5) |
. Empaglifiozin
Not influenced by rfr'—’j
+ Diabetes o
. . Placebo
+ Renal function

* Age

Ejection fraction

Systolic blood pressure

Neprilysin inhibition P

Metanalisis DAPA-HF y EMPEROR-REDUCED
A Alkcausemortality
Numberwith event/number of patients (%) HR (95% C1)
SGLT2inhibitor Placebo
EMPEROR- Reduced 2401863 (13-4%) 266/1867 (142%) —— 0.02(077-110)
DAPA-HE 7612373 (11.6%) 3207371(139%) 083(071097)
Total 087 (077-0.98)
Test for overall reatment effect p-0.018 A S
Test for heterogeneity of effect 039 0% ok o075 1 135
B Cardiovasculardeath
Numberwith event/number of patients (%) HR (95% C1)
SGLT2 nhibitor Placebo
EMPEROR.Reduced 18711863 (100%) 20211867 (108%) —a— 092(075112)
DAPA-HF 22712373 (96%) 2732371 (115%) —— 082(069-008)
Total - = 086(076-0-98)
Test for overall reatment effect p-0.027 P S—
Test for heterogeneity of effect p-0.40 0% o050 075 1 125
G Lagcer 2020 0q 0

Metanalisis DAPA-HF y EMPEROR-REDUCED
C
"Numberwith event/number o patients (%) HR(95% Q1)
SGLT2inhibitor Placebo
EMPEROR Reduced 3611863 (194%) 46271867 (247%) - 075(065-086)
DAPA-HF 38612373 (163%) 50212371 212%) E o 074(065-085)
Total < 074(0:68-0.82)
Testfor overalreatment ffect p<0.0001 R
Testfor heterogeneity of effect p-0.89 0% 0% o 1 135
D First hospitalsation for heartfallure
"Nomberwith event/number o patients (%) HR (95% C1)
SGLT2inhibitor Placebo
EMPEROR Reduced 26/1863(132%) 34271867 (183%) —.— 060 (059-081)
DAPA-HE 212373 (97%) 31872371 (13.4%) —m— 070(050-083)
Total ‘ 069 (0-62-078)
Test for overall reatment effect p<0.0001 R E—
Test for heterogeneiy of efect p=0.90 0% 0% o5 1 125
Zannad . Lancet. 2020. Online Aug 20.
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Metanalisis DAPA-HF y EMPEROR-REDUCED

E Firstkidney outcome composite

8/10/20

Number with event/number of patients (%) HR (95% 1)
SGLT2inhibitor Placebo
EMPEROR:Reduced 18/1863 (10%) 31867 (18%) 052(020.092)
DAPA-HE 2802373 (12%) 302371 (16%) 071(044116)
Total 062(043-0.90)
Test for overall reatment effect p=0.013
Test fo heterogeneiy of effect p-0.42
F
Nomberwith event/number of patients %) RR(95%CY)
SGLT2inhibitor Placebo
EMPEROR-Reduced 57511863 (30.9%) 75301867 (403%) —— 076 (0-65-089)
DAPAHE S67/2373(3.9%) 74202371 (313%) 075(065-088)
Total 075(068-084)
Test for overallreatment effect p<0.0001 PR S
Test fo heterogeneiy ofeffect p-0.91 025 0% o055 100 15

Zannad F. Lancet. 2020. Online Aug 20.

iSGLT2 y HFpEF

%3“ Methods

®

*EF available in 5202 pts

]

Not HFrEF
N=16,489

@ @ A S, e et

HF without
known rEF
EF245% n=808
EF unknown n=508
N=1,316
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D

DECLARE
b

CV Death/HHF @
HFrEF vs not HFrEF subgroups

HFrEF Dapagliflozin Not HFrEF: Dapagliflozin
(N=671) — Placebo (N=16,489) Placebo
30
27.1
25 HFrEF:
B3 HR 0.62 [0.45, 0.86]
2
© 20
3 P for interaction:
21 :
]
2
& 10
]
£ 3
3 Not HFrEF:
5 HR 0.88 [0.76, 1.02]
0

0

1

2

3

Not HETEE defined gs pts with HE without known reduced EF gnd pts without hx of HE.

8/10/20

Cumulative incident rate (%)

HFTEF:
N=671)

HHF and CV Death @
RECLARE bx HFrEF vs not HFrEF subgroups

HHF CV death
2 19.0% 20
P for interaction: 0.449 HETEF: P for interaction: 0.012
HR 0.64
15 [0.43,0.95) s
12.4%
HFrEF:
10 10 HR0.55
o [034,090]
5 Not HFrEF: s Not HFYEF:
HRO.76 HR 1.08
[0.62,0.92] [0.89,1.31)
) 0
o B ) B PR o 1 2 3 4 s
Dapagliflozin Dapagliflozin Not HFrEF defined as pts with HF without
Piacebo Placebo

N=16,489)

known reduced EF and pts without hx of HF

D

pEciaRE Outcomes by Different EF @

I

KM rate (%) P trend for
Dapa Placebo HR(95%Cl) interaction
CVdeath /HHF  EF<30% 221 44.7 — 0.45 (0.23-0.87)
EF30-<45 170 232 —— 0.68(0.47-1.00) | 0,039
EF45-<55 102 120 —.- 0.83 (0.58-1.20)
EF>55 58 64 - 089 (0.68-1.16)
HHE EF<30% 193 404  ——W— 041 (0.19-0.85)
EF30<45 121 142 —— 0.76(0.47-123) | (0gs
EF45<55 6.7 8.8 —— 0.76(0.48-1.19)
EF 255 39 41 — 0.89 (0.64-1.24)
v death EF<30% 5.0 109 —@—— 0.39(0.12-1.29)
EF30<d5 7.7 128 —— 0.60(035-1.02) | 049
EF45<55 5.4 43 ——  118(0.69-2.01)
EF255 25 26 —8—  105(0.70-157)
Al-causedeath  EF<30% 9.8 171~ W— ~  052(021-133)
EF30-<45 117 179 —— 0.64(0410.99) | 0,026
EF45<55 8.6 86 —8—  0.98(0.66-1.46)
EF 255 5.7 5.4 - 1.02(0.78-1.32)

01 Favors dapa

1 Favors placebo 10
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MUSCAT-HF

* RCT abierto

* Luseogliflozina 2.5 mg OD vs voglibosa 0.2 mg TID
* DM-2, >20 afios de edad

* FEVI >45%, BNP >35 pg/ml y sintomas

* Desenlace primario: cambio en el ratio de BNP a las 12 semanas
comparado con el basal

8/10/20

MUSCAT-HF

20

Change in BNP from Baseline (%)

-30 Luseoglifiozin

Weeks since Drug Administration

[ I
e

e _
il X J

}’\

Nuevos mecanismos propuestos:

como integrarlos las piezas del
rompecabezas?
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Obesity, Type 2 Diabetes, Chronic Heart Failure
and Chronic Kidney Disease Are States

of Intracellular Nutrient Excess

Accumulation of glucose and ||pid
intermediates in cytosol
sc(wﬂ(ad by nu\nem mggeved by energy

Suppression of

SIRT1 S\ autophagy. oxidaive K
stress, organellar
dysfunction, and

it of
Cave | 7 s [mroror]

pathways

)

Accelerated development of
cardiomyopathy and nephropathy

8/10/20

Balance Between SIRT1/AMPK and Akt/mTORC1

Is Determined by Nutrient Supply

Nutrient deprivation

\, .

activated by nutrient 'rlggeled by energy

deprivation

SIRT1 - Actlvahr.)rne ﬁ;' 0’

oxidative stress,
organellar
dysfunction, and
AMPK A mTORC1

Prolongation of cellular
and organismal longevity

By Inhibiting the Energy Surplus Sensor SGLT2, SGLT2 Inhibitors

Mimic Starvation and Induce Nutrient Deprivation Signaling

SGLT2 Inhibitors

rd

Signals Signals
activated by nutrient triggered by energy
deprivation _— surplus

SIRT1 \ Acllvatlrorr; f.’:,, o \/ Akt

oxidative stress,
organellar

2 mnammanoa:d I\ mTORC1

Slowing of the development of
cardiomyopathy and nephropathy
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Ketogenesis, Erythrocytosis and Uric Acid Lowering Are the

Principal Biomarkers for Nutrient Deprivation Signaling

Sirtuin 1 |———| HIF-2a

8/10/20

| PGC-1a/| | FGF21 |
l Oxidative stress ] Gluconeogenesis I Erythropoietin
] :)'/rri\(t:haetgi‘l l Ketogenesis I Hematocrit
[ HIF-1a ] [ HIF2a ]

of subcellular

Oxidative functions l Erythropoietin
organelles production

Inflammation /
l Fibrosis Kv Inflammation
Fibrosis
1 Angiogenesis

Autophagic Autophagic
clearance of clearance of
mitochondria peroxisomes

\1 I Oxygen delivery ‘/

l Oxygen utilization

Packer M. Am J Kid Dis.2020.

Ketogenesis, Erythrocytosis and Uric Acid Lowering

Are the Hallmarks of SGLT2 Inhibitors

SGLT2 inhibitors are the only antihyperglycemic drugs that

. Promote gluconeogenesis and ketogenesis

. Increase hematocrit — through an action to
stimulate erythropoietin and erythrocytosis

. Reduce serum uric acid
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Future Paradigm of Quadruple Therapy For

Heart Failure With Reduced Ejection Fraction

Angiotensin Mineralo-

corticoid
receptor
antagonist

receptor
neprilysin
inhibitor

Beta SGLT2
blockers inhibitor

Adding spironolactone, a neprilysin inhibitor and SGLT2 inhibitor
reduces mortality by an extra 45% above that achieved by an ACE
inhibitor and a beta-blocker

8/10/20

Conclusiones

* DMy falla cardiaca es un mal matrimonio

* Los iSGLT2 se estan posicionando como parte de la terapia para
pacientes con falla cardiaca con o sin diabetes, especialmente en
HFrEF

* Hay que caracterizar mejor falla cardiaca y necesitamos mas datos en
HFpEF

Puede descargar la
presentacion en:

Preguntas... OEAD)

chenku2409@gma'\l.com E

www.EndoDrChen.com
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