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Asociacion entre DM vy falla cardiaca
Impacto de antidiabéticos en falla cardiaca
Impacto de farmacos de falla cardiaca en DM

Revisar los iSGLT2 en todo el espectro de falla cardiaca
— HFpEF
— Falla cardiaca agua
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Las hospitalizaciones por falla cardiaca en personas con
DM en USA van en aumento
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Las visitas a urgencias por falla cardiaca en personas
con DM en USA van en aumento
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DM vy riesgo de desarrollar HFpEF
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DM vy riesgo de desarrollar HFrEF
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The 5-y risk of death and the expected decrease in lifespan in T2D patients in
relation to development of 1 cardiovascular or renal diagnosis
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Unlike M, residual HF risk remains despite optimal control of

traditional CV risk factors (including HbA1c)

Excess acute MI
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5 Core Risk Factors Controlled HR (95% CI)
80yrs - 0.72(0.49-1.07)
> No excess risk
65 to <80 yr ¢ 080(0.69-093) RO Scows o
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A Excess HF hospitalization
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v Smoking
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Plasma glucose and HbAlc in prediction of HF in T2D

Meta-analysis of 21 prospective studies including more than 500.000 T2D patients

Its of meta-analysis—hazard ratio of risk variables of incident HF in

Risk variables

ichotomous/  Unadjusted HR Fully adjusted HR

Sty Total 95%Cl) 12 (%) P P(?) Total (95%CI) IP(%) P PP
Age Sy increase 147 [125173] 91 000001 00007 126(113,140] 100  <0.0001 0.00001
Gender(male) YN 115[100132] 6 004 006
BMI 1 unit increase 1.04 [1.01,1.06] 93 0003 0.00001
Hypertension ¥ G0E10 4 08 00
18014123 0 <owm o0& 7 <0000 00004
TT0% 125(047329] 6 065 007 3 R 54 089 on
7.0-8.0% 241 [162,3.59] 0 0.00001 051 1.29 [0.97,1.70) 75 008 0.003
80-9.0% 110102119] 0 002 097
90100 4.1.50) 2 0.0001 028
TStng ghicose Dincrease 128[110151] 48 0002 017 TP 013 6 0001 004
7.4-8.4 mmol/L 1.09 [0.40,3.01) 81 087 0.02
85106mmolL  132(082212] 19 026 027
106-365mmolL  201[098415] 70 006 007

Diabetes Res Clin Pract. 2015; 108: 55-66.

CONTROL GLICEMICO, ESTILOS DE VIDA Y FALLA

CARDIACA




Metanalisis: intervenciones en DM vy falla cardiaca

Diabetestherapies Standardcare  Welght Risk ratio (951% 1)
(WN) (WN) (%)
Intensive control
UKPDS 33 (1998) 802729 361138 26 —— E— 091 (062134
'ACCORD (2008) 12508 124513 38 — 118 (093-149)
ADVANCE (2008) 05571 BUSSEY 42 PR 095 (079-114)
VADT (2009) 7682 827899 31 091 (066-125)
Subtotal (95% C1) 5814320 4BM7Y B e 100(0-88-113)
Heterogeneity.I"= 0% (p-0.42)
Test foroveral effect: p-0.99
Weight loss
Look AHEAD (2013) 9972570 1197575 36 — 080(062-104)
Subtotal (95% Cl) 992570 11972575 36 —— 080 (0-62-1:04)
Heterogeneity: not applicable
Testfor overal effect p=010

Ghosh-swaby OR_ Lancet Diab Endocrinol. 2020;8:418.
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CUAL DEBE SER LA META DE HBA1C EN DM +

FALLA CARDIACA?

First author (year)

De:
population and follow-up

Use of medications for the
treatment of diabetes

Relationship of HbA1c with
mortality if generally not  Relationship of HbA1c with
treated with antidiabetic  mortality if generally treated

antidiabetic drugs

Studies that evaluated
only patients treated
‘with antidiabetic
drugs

Eshaghian® (2006)

Aguilar® (2009)
Romero* 2013)
Grembowski® (2014)
Pastomerlo® (2015)

Blecker” (2016)

123 patients with heart
failure and disbetes
followed for 2 years

5815 patients with heart

failure and diabetes
followed for 2 years

5314 patients with heart
failure and diabetes
followed for >4 years.

1230 patients with heart
failure and diabetes

81% treated with antidiabetic
rugs, of whom 20% were

treated with metformi

Al treated with antidiabetic
drugs, of whom 20%-30%
were treated with
metformin

Patients with diabetes were
treated with metformin
(76%),insuiin (66%) and
sulphonylureas (32%)

Al treated with antidiabetic
drugs, but information

years

276 patients with diabetes
and heart failure followed
forup to 5 years

4723 patients with heart
failure and diabetes
followed for up to 3 years

about drug not

specified

Use of insulin and oral
antidiabetic medications in
most patients; use of
metformin not described

Majority treated with
antidiabetic medications
(metformin in 15%-20%)

Not reported

Not reported

Not reported

Not reported

Not reported

Not reported

Inverse relationship, with
lower mortality if
HbA1c >7.0%

U-shaped relationship, with
lowest mortality if HbALC
7.1%7.8%

HbALC < 6.5%

Inverse relationship,
with lowest mortality if
HbALc 2

No relationship between
HbA1c and mortality if LV
ejection fraction <38%

U-shaped relationship, with
lowest mortality if HbALC
80%8.9%

Packer M. Diab Obes Metab. 2018;20:1766




atients treated with

Studies that evaluated
P
or without
antdisbetic drugs
Gersteir® (2008)

‘Goode? (2009)

Sit® 2010)

Tomovat* (2012)

Elder2 2016)

Keistensen®® (2016)

Keds™ (2017)

2412 patients with heart
falure with or without
diabees followed for

antidiabetic medications.

HbALc and mertality

and with heart falure with
systolic dysfunction
followed for 3 years

269 patients with heart

845 patients with heart
falure with and without
history of diabetes
followed for 2 years

1447 patients with heart
falure and diabetes
followed for 28 years

8399 patients with heart
failure with and without
diabees followed for up to
3years

271 patients with heart
falure with or without
diabees followed f

4dyears

HoAL and mortality was.
fully attenuated in those

with disbetes
i . . T
medications HbA1C and martality with
abruptincrease if >6.7%
Most patents not recefving  Direct relationship between Nt reported
antidiabetic medications, IbALC and mortalty
especially if HbA1c < 7.0%
Useof those HbALcand with

with i
whom 15% 30% were
taking metformin

75% treated with antidiabetic
drugs,typically insulin or
insulin secretagogus

No information about use of
antidiabetic medications.

Antihyperglycaemic drugs
were used in <5%

antidabetic medications

No increased risk in those:
with HbAC < 7.0%

Direct relationship between
HbALC and morbidity/
ortality

Direct relationship between
HbALE and mertality

falure with and without

70% of p i
were treated with

in isk of
death in patients with

HoAL > 7.2% in disbetics

U-shaped relationship, with
Towest mortaity if HbALC
70%7.9%

Not reported
Not reported

Usshaped relationship, with
lowest mortaty if HbALC

26 years

antidiabetic medications

HbALC during prior
12 months associated with

pdS7ERER KB G5 wetb. 2018,20:1
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Consideraciones

 Estudios realizados con agentes viejos que pueden producir
hipoglicemias
— Activacidn simpdtica y sus consecuencias

— Arritmias y muerte subita

* Mayoria estaban siendo tratados con insulina, SU o TZD

Packer M. Diab Obes Metab. 2018;20:1766

Impacto de antidiabéticos en falla
cardiaca




Metformin y desenlaces

Metformin vscontrol
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Wyocdalinfucion 8 162605 3155342 — omEm) o1 0 tow
sugke s 228 1w 02066128 o5l ° Veyiow
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Zhu ). Lancet Diab Endocrinol. 2020;8:192
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Metandlisis: intervenciones en DM vy falla

cardiaca

Dibetestherapies Standardcare  Weight sk atio (95% )
(N) (wN) (%)

PROactive (2005) 2812605  198/2633 43 — 143121171

KDOPT 2006) Zase e 17

DREAM (2006) 142635 2634 03 > 7031603090

BARI2D (2006) 2481183 2181185 44 114097134

—

RECORD (2006) 6220 292227 23 21003537)

RieCardio 2014) maee 00360 36

s Q014) snow  ansy 25 ——— 1zosa

[H— ————

ToSCAT (o14) s s 12

Sobtotl (95% ) syt Gonseu 203 —— 130(117-165)

Heterogeneity: '=51% (p=0.05)

Testforoveral et p=00002

0PP-4 ntibitrs

BXAMINE (2013) ez swers 34 119 090:158)

SAVOR-TIMI 53 (2013) 280/8280  228/8212 43 127 (107-151)

TeCos a01s) mm nermn 42 100 (083:120)

CARMEUINA (2016) wovuu  meEs 42 090 (074-108)

Subtotal (95%Cl) 8221807 77221715 161 -— 107 (091-127)

Heterogeneity:~63% (p-0.04)
Test for overalleffect: p-0.41

Ghosh-Swaby OR. Lancet Diab Endocrinol. 2020;8:415.

Toscatt Adjudicated Serious Events

Pioglitazone Sulfonylurea P value
(N=1535) (N=1493)
N (%) N (%)

Any serious adverse events

208 (13.6)

195 (13.1)

0.69

Heart Failure

19 (1.2)

12 (0.8)

0.11

Any fracture
Pathological fractures
- Male (1774)

- Female (1254)

27 (1.8)
6 (0.4)
3(0.3)
3(0.5)

36 (2.4)
4(0.3)
1(0.1)
3(0.5)

0.24
0.75
0.61
1.00

Macular edema

7(0.5)

3(0.2)

0.34

Diabete
Ricerca




CAROLINA: linagliptina vs glimepiride

Incidence Rate/
100 Patient-Years
Linagliptin (n = 3023) Glimepiride (n = 3010) EI'::Q"" b
Rate/100 Gli HR?/Odds Ratio®
Outcome No.(%) _Patient-Years No.(%) Patient-Years (95%Cl) (95%Cl)
it heart failure 12@7) 06 23D 05 01(-0.1t03) 121(092to 159

Rosenstock J. JAMA. 2019; online Sep 19
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Insulina y desenlaces

Insulin vscontrol

1 10406264 10136273 + 102(004111) Hgh
pdeath 3 S8y 16782 100(090110) 053188 o High
Myocrdalinfarcion 4 B8 6808785 097(085110) 074177 o High
Stuoke 827651 4540182 102(08817) 040256 9 High

Lican failore 651 182 J— 082(062.1.08) 0061082 2 Moderate |
‘Angna 2 7807175 8938403 — — 098 081-117) 289 Hgh
Insulin vsplacebo or diet
Ddeath 2 1671325 uvnion — 095(077-118) Moderate
Myocrdilinfartion 2 66m25  18ym101 L 17062262 Verylow

ks 1 A2 LB QEE0 I3 It

Licac ol 1 N 028030 L 1

o3 2%
«——
Benefit Harm

Zhu J. Lancet Diab Endocrinol. 2020;8:192

AMPUTUDE]
Summary of CV/Kidney Effects of Efpeglenatide

Outcome N (%) %ly N (%) %ly HR (95%Cl)
MACE 189(7.0) 39 125(9.2) 53 —e—| 0.73(0.58,0.92) Primary
MACE/Cor Revasc/UA 257(9.5) 54 158(11.6) 6.8 —e—| 0.79(0.65,0.96) Secondary
Renal Composite 353(13.0) 7.7 250 (18.4) 11.6 - | 0.68(0.57,0.79)
MACE or Death 216(7.9) 45 143(10.5) 6.0 —— | 0.73(0.59,0.91)
Renal (no MA) or Death 121(45) 25 76(56) 3.1 —e— 0.77(0.57,1.02)
_MACE, Death, HF, Renal | _ 243(89) _ 51 _164(121).7.0 _ _ = |_071(059.087) “¥_
Fatal or Nonfatal MI 91 (333) 19 ~ 58(4.3) 24 —e— 0.75(0.54, 1.05)
2| Nonfatal Mi 85(3.1) 17 53(39) 22 —e— 0.78(0.55, 1.10)
% Fatal or Nonfatal Stroke 47 (1.7) 1.0 31(2.3) 13 —— (.74 (0.47,1.17)
54 Nonfatal Stroke 41(1.5) 08 25(1.8) 1.0 ——e——0.80(0.48, 1.31)
2| cvMortality 75(2.8) 15 50(3.7) 21 —e— 0.72(0.50. 1.03)
w | Total Mortality 1M @1) 22 69(51) 28 —e— 0.78(0.58, 1.06)
Coronary Revascularization 126 (4.6) 2.6 66 (4.9) 2.8 —e—0.93(0.69. 1.26)
New Macroalbuminuria 348 (12.8) 7.6 244(18.0) 11.3 —e- | 0.68(0.58, 0.80)
20 (1.5) 08 31(23) 13

I Heart Failure

——e—| 0.61(0.38, U‘JB)I

025 05 HR

115




Metanalisis: intervenciones en DM vy falla
cardiaca
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Diabetes therapies Standardcare  Welght Risk ratio (95% C1)
@n) () )
GLP receptoragonists
ELIXA (2015 1223034 1273034 37 — 096 (075123)
LEADER (2016) N@aces 24814672 pt} P— 087 (073-1.05)
SUSTAIN-6 (2016) Su1648 541649 28 F— 111 (077-161)
EXSCEL (2017) 297356 23u7396 a2 —T 094 078-113)
Ovicomes QO17) 664731 884732 31 —_— 075(055-103)
PIONEER 6 s aanse 16 86 (048-1.55)
REWIND (201 2134949 226/4952 42 — 093 (077-112)
Subtotal (95%Cl) 01807977 99828077 238 -] 091 (084-1.00)
Heterogeneiy: -0% (=
st for overaleffect: p-0.05
SGUT2 inhbitors
EMPAREG OUTCOME (2017) 126/4687 9572333 36— 065 (050-085)
CANVAS (201 L3705 1204347 36 e 067 (052-087)
DECLARETMISS (2017)  212/8582  286/8578 a2 — 073(061-088)
CREDENCE (2019 o202 14172199 35— 061 (047-080)
Subtotal (95%l) 55021266 64217457 149 — 068(060-076)
Heterogeneity:~0% (p-072)
Test foroveral effct: p=0.0
Total (95%l) 41201114665 4049/110640 1000 0.98(0.90-1.08)
. T T T T
Heterogeneity: F~74% (p<0.0001) s % Bs T
Test for overallffect p-0.7 — —
“Test for subgroup differences: °-87.0% (p<0.0001) Favours lucose lowering  Favoursstandard care
drugorstrategy  or placebo.
Ghosh-Swaby OR. Lancet Diab Endocrinol. 2020:8:418.
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La revolucion “inesperada”,
inhibidores de SGLT2




HFrEF
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Effects of Dapagliflozin on Worsening HF?* and Mortality?

Dapaglifiozin 10 mg
Outcome, n (%) (n=2373)

‘%f“"" hHE, or urgent HF 386(16.3) 502(21.2) — 0.74(0.65,0.85)  <0.001
RHF or urgent HF visit 237(100) 326(137) — 070(059,083 00000
— 0.0001:
Hospitalzation for HF 21(07) 318(134) 070(059,083) O
—_—
Vdeath 227(96) 273(119) 082(069,098) 0029
—_—
v death or hHF 382(16.1) 495 (209) 075(065,085) <0001
——
Death from any cause 276 (11.6) 329(139) |_gs07100) o022
040 0 100 1

05 2
Dapagifozin 10 mg Better < M Piacebo Better

Worsening M incudes HF o srgent HE it Nominsi v

Primary Outcome by Diabetes Status?!

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

CV death or hHF or urgent HF visit

Total population 386/2373(163)  502/2371(21.2) — 0.74(0.65-0.85)
20 215/1075 (20.0) 271/1064 (25.5) — 0.75 (0.63-0.90)
NoT2D 171/1298(132) 231/1307 (17.7) —— 0.73(0.60-0.88)
Normo-glycemic (HbALc <5.7%) 53/438 (12.1) 71/419 (16.9) - 0.67 (0.47-0.96)
072
Pre-diabetes (HbA1c 25.7-<6.5%) 118/860(13.7) 160/888 (18.0) 0.74(0.59-0.94)
oiZoe oa 1o 1z 14
u.hqh’“.m 10ms Botter Placebo ot

g 1983 pstints with 3 prs-exsting isgnoss ofdsBetes 0156 ptents wih reviouly undingnesed dsbetes (4DALE 26.5% at Vise 1 and 2) h nom gnfcent rsulfo 3 ntracton st can be
€U - Corgonaseulr HBALE » iested nom olabi,HE - hear aare WF  Rasptaaain for ear liure HA < hsrd (i, T20 - type 2 dibites. W
1 Potrie MC ot al JAMA_2020.923'1353:1369: 2 ot saisas 1611178

10



de FC

ButtJW. Eur) Heart Fail. 2021

Beneficio de
dapagliflozina
independiente
de la etiologia

(A) Primary outcome: Worsening heart failure or cardiovascular death

Ischaemic

10

——
Pineracson= 0.5
Nonischaemic ——
Hypertensive ——|
Idiopathic ——
Nonischaemic ! Pirenacton= 0.73
Other —_—
Unknown —_——
o1
Favors dapagiifiozin Favors placebo
HR (95% CI)
(B) Cardiovascular death
Ischaemic ——
. Pineracton=0.13
Nonischaemic ——
Hypertensive — L
Idiopathic ——
Nonischaemic : Piveracion=0.59
Other B —
Unknown —
01
Favors dapaglfiozin Favors placebo
HR (95% CI)
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de ARNI

Beneficio de
dapagliflozina
independiente
del uso basal

Solomon SD. J Am Coll Cardiol HF. 2020.

Event Rate per
100 Patient - Years

Event Rate per
100 Patient - Years

Primary Outcome

% 3 W

¥

w B

™
Event Rate per

100 Patient - Years
3 % 3 W

o w

bl

ARNI

3 @ 8

y

ARNI

o«

No ARNI

25
iézo
gLl

. N
£E
] a% 5
T o
No ARNI

ARNI

B!

ARNI

© Placebo m Dapagliflozin

No ARNI

All-Cause Death

No ARNI

EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Number of Events/100 Number of Events/100

events (%) | patient-yr events (%) patient-yr
Primary composite | 361 (19.4%) | 158 | 462(24.7%) | 21.0 (o.egz %.55) <0.0001
forst hospiianzalion | 246 (13.2%) | 107 | 342(18.3%) | 155 (O.ng%.tﬂ)
Caraicvascyary 187 (100%) | 7.6 | 202(10.8%) 8.1 (0.75?'?2: B

11



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 p=0.0225
o
Placebo / - . _—
7. lace! -
g _—
Empaglifiozin Empagiifiozin

In diabetics:
Event rate in the empagliflozin group:
17.7/100 patient years

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

18/11/21

ARNI +iSGLT2

A ony i
08 o 4RI plus dapagiiozin cordiac mortaiy) ARNI only ARNIDapa

‘AR onty (compating event - noncac mority) Clinical endpoint, n (%) (n = 163,668%) (n=81,332%) P
Rehospitalization 34 20.9%) 16 (19.8%) 84
031 Cardiac death 32 (19.5%) 6 (7.4%) .01
T — Non-cardiac death 10 (6.1%) 5 (62%) 99
Pt nancard morilty =097 Allcause death 42 (25.8%) 11 (13.6%) .03

Cumulative incidence
!

Estudio retrospectivo HFrEF

Mas pacientes con DM en el grupo
tratado con dapagliflozina
Seguimiento medio 2.5 afios

Follow up (years)

Number at risk
o 183 148 108 52 0
181 75 54 6 0

Karabulut U. Angiology. 2021; early online

Efecto de tratamiento de falla cardiaca en glucosa

IECA/ARA: no aumentan glucosa, algunos estudios con reversién a
normoglicemia en pacientes con prediabetes

Beta bloqueadores:

— Carvedilol mejora resistencia a la insulina

— Metoprolol aumento discreto Hbalc

MRA:

— Espironolactona: aumenta hasta 0.2% Hbalc

— Eplerenona: neutro

ARNI:

— Reduccién de hasta 0.26% de Hbalc

Mehta A_Clin Geriatr Med. 2020;36:447
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Falla cardiaca aguda

18/11/21

SOLOIST-WHF ) | —

Vean la frecuencia de
los eventos! (muerte
CV, hospitalizacién por
falla cardiaca, visita a

Events per 100 Patients
3
;

Sotagliflozin
urgencias por falla
cardiaca) 40
30+
204 Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
10 P<0.001
T T T T T )
3 6 9 12 15 18
Months since Randomization
No. at Risk
Placebo 614 524 46 305 15 100 25
Sotagliflozin 608 540 430 310 209 97 29

8hatt DL N EnglJ Med. 2020; online Nov 16

Pooled Data: SOLOIST and SCORED SOLOIST:
Total CV Death, HHF, and Urgent HF Visit =~ SCORED
in 4,500 Patients with History of HF

1004 EF<40% (N=1758)  EF 40-50% (N=811) EF250% (N=1931)
0.78 (0.63-0.96) HR 0.57 (0.40-0.82) HR 0.67 (0.51-0.89)
P=0.002 P=0.006

HR Pieraction =0.35
(by EF category)

Events Per 100 Patient-Years

RR Pneraction =0.33
(by continuous EF)

1L ARR 9.1/100p-y ARR 11.1/100p-y  ARR 5.0/100p-y

20 30 40 50 60 7 80
Baseline Ejection Fraction, %
Sotaglifiozin = 95% CI Placebo 7 95% CI
Bhatt DL. ACC 2021, virtual. For s anaiysis, paents rom SCORED wih any history o HF are incuded
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~
EMPULSE: EMPagliflozin 10 mg compared to placebo, initiated in patients hospitalised for acUte heart faiLure =
(de novo or decompensated chronic HF) who have been StabilisEd (EMPULSE)

Purpose: To investigate the safety and eficacy of Primary endpoi Empaglifiozin vs placebo | p-value
empagliflozin in patients hospitalized for acute HF (de novo stratified win ratio (95% Cl)

or decompensated ohronic HF), imespecive oftype 2 -

diabetes (T2D) status, and with either HFFEF or HFpEF. Clinical benefit 1.36(1.09,1.68) 0.0034

Trial design: N=530. Mult-center, randomized, double-blind, E’"pagr"";‘};';,/: scf)la”'”
90-day superiorty tial

Time to cardiovascular death or first HFE 069 (0.45,1.08) 04021
Primary endpoint: Cinical benefit - composite of death, - .
number of HF events (HFE; includes hospitaiizations for H, e
urgent HF visits, and unplanned outpatient visits), ime fo mean difference (95% Cl)
first HFE, and change from baseline in Kansas City Change in KCCQ-TSS from baseline 445(0.32,859) 00347
C: Total Sy S

Secondary endpoint Adjusted geometric mean ratio

o T-proBNP concentration from 090, (0.82,0.98)
endpokis] death or first under curve)
HFE, change in KCCQ-TSS from baseline at ater 90 days, o

and chiange in NT-proBNP concentration from baseline at
Day 30.

Change in N
(

- F— - p—
HF resulted 90 days in qualityof fe,
greater reduction in NT-proBNP, and no safety concerns.

e Neteriands. o1,
American Hear Assocaton. Al g reserved.

Results reflect the data availabe at the time of presentation|

Results: primary endpoint

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

.
== - —
win ratio: 1.36
(95% CI: 1.09, 1.68)
72 p=0.0054

Time to death

| g
e oy [ Empaglifiozin:

Superior in 53.9% of

Timo o rE™ | 04

comparisons
recarss [N
= Placebo:
Ties, none of the Superior in 39.7% of
previous comparisons
B Erosgitozinwoner [l Piacobowiner [l » :
- e o e HFE v
change rom baseine i 90 days of vesiment “HFE forheart fakre,Lrgent hear s vats, and Unglanned cupatiert vsts. C.confdence erva
L. hoart toure ovent KCCOTSS. tomare Totl Symgtom Scove

HFpEF

18/11/21
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Therapies successful in HFrEF have not demonstrated success

in full range of HFpEF

Intervention

Beta blocker
ACEI/ARB

ARNI

Cardiac glycosides
MRA

Vasodilators

CRT

IcD

Exercise

Infravenous iron

=
ES

R S SRR ORGPl

HFpEF!*2%

0 0 e X0 X XX

18/11/21

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

Estimated cumulative incidence (%)

Placebo

Empagilifiozin

3 6 9 12

15 18 21

Months since randomization

Patients at risk

agiiozin

RRR ARR
21% 3.3%

HR: 0.79
(95% ClI: 0.69, 0.90)
P<0.001

Empagiifiozin:
415 (13.8%) patients with event
6.9/100 patient-years

Rate: 8.7/100 patient-years

ndividual components

Empaglifiozin Placebo
(n=2997) (n=2991) Fiazard rafio P
Numberof | Events/100 |  Numberof | Events/100 Lot L
events (%) | patientyrs | events (%) | patientyrs
Primary composite " , 0.79
outcome 415 (13.8%) 6.9 511 (17.1%) 8.7 (0.69-0.90) | 0-0003
First hospitalization - aach axe o 0.71
for heart failure 258 (8.6%) 43 362 (11.8%) 60 | (0.60-0.83)
Cardiovascular P 04 5 20, 0.91
iseth 219 (7.3%) 34 244 (8.2%) 38 (0.76~1.09)
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EMPEROR-Preserved: Results

Empaglifiozin Placebo HR (95% CI)
Subgroup No. of patients with events/total no.
Overall 415/2997 51112991 i 0.79 (0.69-0.90)
Diabetes at baseline
Yes 230/1466 29111472 —_— 0.79 (0.67-0.94)
No 176/1531 2201519 —.— 0.78 (0.64-0.95)
LVEF at baseline
<50% 145/995 193/988 —— 0.71 (0.57-0.88)
250% to <60% 138/1028 173/1030 0.80 (0.64-0.99)
260% 1321974 145/973 0.87 (0.69-1.10)
025 05 1 2

Empaglifiozin better «———— ———— Placebo better

Consistent results across diabetes status and LVEF at baseline
(interaction P>0.10)

1. contidence nterval, HR. hazard rato LVEF.let venticular eection fraction
AnkerS. ot 8. N Engl J Ve o 10 38 5

18/11/21

Side-by-Side Display of EMPEROR-Preserved and

PARAGON-HF in Ejection Fraction Subgroups (Post Hoc)

Cardiovascular death and heart failure hospitalization Time to first heart failure hospitalization

12 12
g 11 g 1h
- | 1 l g1 1 1
K | |1 e e s
goo T HEIRE

07 T B IS - il

06 0S5

All patients | >42.5-< 52.5 >52.5 -<62.5 >625 All patients | >42.5-<52.5 >52.5 -<62.5 >62.5

Total (first and recurrent) heart failure hospitalizations Cardiovascular death

12 14
g 11 | .
g1 f 17
B 09 + I B 1 +» + 777777777 -
g — %03
joe + $- Ir ; §%
I ee==1"T T o7

06 - 06

os 8

All patients  >42.5-< 52.5 >52.5 -<62.5 >62.5 All patients  >42.5-< 52.5 >52.5 -< 62.5 >62.5
+ PARAGON-HF + EMPEROR-Preserved Solomon Circulation 2020;141:352-361

Packer Circulation 2021;d0i:10.1161/CIRCULATIONAHA. 121.056657

PRESERVED-HF: Effects of Dapagliflozin on Biomarkers, Symptoms and Functional Status in Patients
with Preserved Ejection Fraction Heart Failure'?

324 Patients
* HF with NYHA class 1V symptoms (with o without T20)
« WEF 245%
* €GFR 220 m/mini/1.73m
* NT-proBNP 2225 pg/mL or BNP 275 pg/mL*
+ Requirement for diuretic therapy
wing;

Dapaglifiozin 10 mg
+ standard of care

+ Atleast 1of the
+ Recent HF hospitalization or urgent HF visit requiring IV
diuretic

« Elevated fllng pressures by right or left heart
catheterization

+ Structural heart disease by echocardiography.

Primary Endpoint Key Secondary Endpoints
+ Change from BL in KCCQ-CSS at 12 weeks CEITTH I RS AT S
+ Proportion of patients with a 25-point increase® in KCCQ at 12 weeks
+ Change from BLin 6MWD at 12 weeks
+ Change from BLin NT-proBNP and BNP at 6 and 12 weeks
+ Change from BLin HbALc at 12 weeks
+ Change from BL in Weight and SBP at 6 and 12 weeks

16
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Dapagliflozin Improved Both Symptoms and Physical Limitations Scores
KCCQ Total Symptom Score KCCQ Physical Limitation Score

Dapaglifiozin points

a Dapagliflozin
Placebo

60 Effect Size = 5.8 (2.0-9.6) points 604
=0.003

Mean KCCQ-TSS
Mean KCCQ-PLS

Placebo

Baseline Week 12 . Baseline Week 12
Qué papel tienen los iISGLT2 en
)
las guias de FC del 20217
Management of patients with HFrEF
|
+  ACE-VARNF
*  Beta-blocker
* MRA
+ Loop dureic for fd recendon
(Class )
; f
ESC 2021 _—— — o
. . ‘where appropriate or inappropriate. QRS 2130 ms
guidelines i T i
<o CRT-D*-P
Non-ischaemic Ischaemic ‘QRS 130-149 ms QRS 2150 ms.
(Class lla), (Class I) (Class lla) (Class )
! :
If symptoms persist, consider therapies
with Class Il recommendations.
@esc
McDonagh TA. Eur Heart J. 2021;42:3599
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HFFEF Stage C Treatment
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mas M. Mt . Am Coll arll 2021 777231
Thomas M. Maddos t 1. A oll i 2021 11724810, ®|JACC
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Prediction of HF in T2D: practical clinical approach

[[Patens v e 2 e wtnou ot ASCYO o et i

4

J

NTproBNP <50 pgmL NToroBNP 50-124 pomL NToroBNPZ1Zspgmt | mfp | Comsidersn o
4 4 L4

Continuetomentor Conside fSaton of SLT2 mhifors based on cicl dgment

Curr Opin Cardiol 2019; 34:578.583.

Conclusiones

« Falla cardiaca puede ser la primera manifestacion de enfermedad
cardiovascular en pacientes con DM

* Es igual o mds prevalente que IAM, ictus y muerte cardiovascular

« El tratamiento estdndar de HFrEF no produce deterioro del control
glicémico

* Hay una correlacién entre impacto en peso con antidiabéticos y
empeoramiento de falla cardiaca

* Los iSGLT2 tienen beneficio en todo el espectro de falla cardiaca

18



Las hospitalizaciones por falla cardiaca en personas con
DM en USA van en aumento

i. Diabetes ii. No Diabetes

Age-standardized rate (95%C)
8 8 8

-+ Total
Elimpacto que tiene sobre = Men
la calidad de vida del -+ Women
paciente y el sistema de
salud si podemos reducir en
alrededor del 30% HHF!!!

g
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2006 2007 2008 2009 2010 2011 2012 2013 2014 2016 2016 2017 2008 2007 2008 2009 2010 2011 2012 2013 2014 2016 2016 2017

Harding JL. BMJ Open Diab Res Care. 2021;9:00237
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Puede descargar la
presentacion en:

Preguntas... (=l o]

chenku2409@gmail.com E

www.EndoDrChen.com
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