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Presentacion de caso Xm

« Visto por primera vez en agosto 2015, 63 afios, con historia de DM-2
de 10 afios de evolucién
* Metformin 500 mg tid + glibenclamida 5 mg tid, hasta 4 meses previo a la cita
* Cambio a sitagliptina/metformin 50/1000 mg bid
* Hace 1 mes le agregaron insulina glargina U100 12 u al dia
* En el dltimo afio ha perdido unos 8 kg con modificacion de estilos de
vida. Hbalc en atencidn primaria entre 7.5% y 8.5%
* Usa ademd ezetimibe/simvastatina 10/20 mg 1 tab por dia, enalapril 5
mg por dia y AAS 100 mg por dia
* Peso 76.5 kg, talla 172 cm, PA 130/70
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* Vuelve a consulta 4 meses después

« Se le hizo prueba de esfuerzo, fue positivo, se llevd a cateterismo y le
colocaron 4 stents

« En rehabilitacién cardiaca en CENARE

* Ha perdido 4 kg

* Peso 72.7 kg PA 120/70

* Hbalc 6.1%, LDL 42 mg/dl, HDL 23 mg/d|, triglicéridos 173 mg/dI

* Viene usando atorvastatina 80 mg, atenolol 25 mg, enalapril 5 mg,
AAS 100 mg por dia, clopidogrel 75 mg, glargina 8 u,
sitagliptina/metformin 50/1000 mg bid

4/9/21

Caso clinico

* 8 meses después se presenta asintomatico

* Peso 77 kg, PA 130/70 mm Hg

* Hbalc 6.9%, proteinuria 195 mg/24 horas, AEC 128 cc/min
« Al repetir la proteinuria estd en 350 mg/24 horas

* Cual seria la conducta?

D Primary Efficacy Endpoints @
recLare by Presence of ASCVD vs MRF

Dapagliflozin Placebo
Eventsper  Eventsper Hazard Ratio P value for
Outcomes 1000 ptyears 1000 pt years (95% CI) interaction
CV death/HHF 122 147 0.83 (0.73-0.95) - 0.99
ASCVD 19.9 29 0.83(0.71-0.98) e
MRF 70 84 0.84 (0.67-1.04) .
MACE 226 242 0.93 (0.84-1.03) - 025
ASCVD 368 410 0,90 (0.79-1.02) .
MRF 134 133 1.01(0.86-1.20) et

050 10 15
Favors Dapagiflozin « > Favors Placebo




Participantes con evento(%)

_F'__,_—F"_—/ 78 participantes

Didlisis, transplante renal o muerte renal*

Razén de riesgo, 0.72 (95% CI, 0.54-0.97) = Placebo

—cCanagliflozina

105 partici

Placebo 2199
Canaglifiozin 2202

6 12

18

24 30 36 a2

Meses de aleatorizacion

2183 2147
2184 2148

2077
2100

1776 1178 653 180
1811 1236 661 199
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CREDENCE

Area Risk Parameter
Metabolic HbATC
Hypoglycemia
Cardiac BP (mm Hg)
LDL-C (mg/dL)
Renal GFR (mL/min/1.73 m?)
“Albuminuria

—

Treatment Objectives of Goals s}

7%-8%

il hypoglycemia Without

P
>130/80 and <140/90 <130/80 and

>100 and <130 <100

30-90

Microalbuminuria
from 30 to 300 mg/g | Absent or <30 mg/g

(albumin/creatinine)

Mehta R, Pichel R, Chen-Ku CH. Diabetes Ther. 2021;12:1-20

Cuales son las intervenciones que

benefician a este paciente?




Perspectiva renal

4/9/21

Desentace
compuesto

Desentace
compuesto renal

Nueva aparicion
microalbuminuria

Doblamiento
creatinina

Terapia reemplazo.
nal

Muerte renal

Inhibidores de SGLT2

MPAREG 052 061 062 056 0.45 NA
(empagifiozina) (0:54-0.70) (053-0.70) (054-072) (0.390.79) (021:097)
CANVAS (canaglifiozina) 086 060 0.80 050 0.77 NA
(0.75-0.97) (0.47-077) (0.79-0.88) (0.300.84) (030-1.97)
DECLARE (dapaglifiozina) N 053 (0.43-0.66) NA NA NA NA
CREDENCE NA 0,66 (0.53-081) NA 0,60 (0.48- 0.74 (0.55-1.00] A
inhibidores de DPP4
AVOR NA 108 NA 11 0.50 NA
(saxagliptina) ©088-1.32) (0.89-1.36) (©0.61132)
EXAMINE NA A NA NA NA NA
(alogliptina)
TeCos NA A NA NA NA NA
sitagliptina)
[CARMELINA (Iinagliptina) | 0186 (078:0/95) NA NA NS
©082-1.1) (0.69-1.10)
Analogos de GLP1
ELXA NA A NA 116 Ns ns
(xisenatide) 02 (©0.74-1.82)
LEADER (Iraglutide) 084 078 074 088 057 159
(©.79-0.97) (0.67-092) (©0.600.91) (©0.66-1.18) ©06124) (©052:487)
SUSTAIN-G (semaglutide) A 0564 054 128 051 NA
(0.46-0.85) (©037:077) (©0.642:58) (©0.402.07)
HARMONY (albiglutide) NA NA A NA NA A

Estudios con desenlaces renales:
pacientes con DMy proteinuria
CREDENCE




Study Design

Key inclusion criteria Key exclusion criteria
+ 230 years of age « Other kidney diseases, dialysis, or kidney transplant
+ T2DM and HbALc 6.5% to 12.0% « Dual ACEi and ARB; direct renin inhibitor; MRA
+ eGFR 30 to 90 mL/min/1.73 m? Serum K+ >5.5 mmol/L
+ UACR 300 to 5000 mg/ CV events within 12 weeks of screening
+ Stable max tolerated labelled dose of NYHA class IV heart failure
ACEi o ARB for >4 weeks Diabetic ketoacidosis or TIDM

Canagliflozin 100 mg

2-week placebo run-in

Double-blind

Placebo

randomization
(1:1) Follow-up at Weeks 3, 13, and 26 (F2F)
then every 13 weeks (alternating phone/F2F)
Parti tr if €GFR was <30 mL/min/1.73 m2 until chronic dialysis was

initiated or kidney transplant occurred.

CREDENCE
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Primary Outcome:
ESKD, Doubling of Serum Creatinine, or Renal or CV Death

340 participants

Hazard ratio, 0.70 (95% CI, 0.59-0.82)
1

P = 0.0000
20

Participants with an event (%)

5 === Placebo

= Canagliflozin
o4
° 6 12 18 24 30 36 a2
Months since randomization
No. at risk

Placebo 2199 2178 2132 2047 1725 1129 621 170
Canaglifiozin 2202 2181 2145 2081 1786 1211 646 196

_ “

ESKD, Doubling of Serum Creatinine, or Renal Death

32
g Hazard ratio, 0.66 (95% CI, 0.53-0.81) ~ Placebo
o P <0.001 — Canagliflozin
o
H P
o 224 participants
s
&
=
x
32 10
2
2
H
s °
S
k]
& 0+
o o 6 12 18 24 30 36 a2
Months since randomization
No. at risk
Placebo 2199 2178 2131 2046 1724 1129 621 170
Canaglifiozin 2202 2181 2144 2080 1786 211 646 19

— “




Pacientes con DMy ERC
independientemente de
proteinuria (SCORED)
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Key Inclusion and Exclusion Criteria SCOREDq
Inclusion:

« Type 2 diabetes with HbA1c=>7%
+ eGFR 25-60 mL/min/1.73m?

- with no requirement for macro- or micro-albuminuria
* CVrrisk factors

Exclusion:
* Planned start of SGLT2 inhibitor

Bhatt DL Szarek M, Pitt B etal, and Steg PG _N Eng/J Med, 2020, Bhatt DL AHA 2020, virtual

Efficacy Testing Hierarchy SCOREDq
Sotagliflozin Placebo

Endpoint Rate [Events] Rate [Events] HR (95% CI) P-value
Total CV death, HHF, and urgent HF visit 5.6 [400] 7.5[530] 0.74 (0.63-0.88) 0.0004
Total HHF and urgent HF visit 3.5[245) 5.1[360] 0.67 (0.55-0.82) 0.0001
CV death 22[155] 2.4[170] 0.90 (0.73-1.12) 0.35
Total CV death, HHF, non-fatal MI, and non- 7.6[541] 10.4 [738] 0.72(0.63-0.83)  0.000008*
fatal stroke
Total CV death, HHF, urgent HF visit, and 6.4 [453] 8.3 [589] 0.76 (0.65-0.89) 0.0005*
HF while hospitalized

First sustained** 250% decrease in eGFR, 0.5[37] 0.7[52] 0.71(0.46-1.08) 0.11*

chronic dialysis, renal transplant or
sustained* eGFR <15 mL/min/1.73m?

All-cause death 3.5 [246] 3.5 [246] 0.99 (0.83-1.18)
Total CV death, non-fatal MI, and non-fatal 4.8(343] 6.3 [442] 0.77 (0.65-0.91)
stroke

0.93*
0.002*

**For 230 days. “Nominal p-value. Rate = number of events per 100 patient-years.

Bhatt DL Szarek M. Pitt B etal. and Steg PG N Eng/J Med, 2020, Bhatt DL AHA 2020, virtual




Pacientes con proteinuria cony
sin DM (DAPA-CKD)
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Study Design

Key inclusion criteria: Key exclusion criteria:

« 218 years of age « Type 1 diabetes

+ eGFR 25 to 75 mLmin/1.73m? « Polycystic kidney disease, lupus nephritis, ANCA-associated
+ UACR 200 to 5000 mg/g (2.6 to 565 mg/mmol) vasculiis

+ Stable maximum tolerated labelled dose of ACE or ARB for « Immunosuppressive therapy within 6 months prior to

24 weeks (if not contraindicated) enroliment

Randomization (1:1)

"
Scmfning : Dapaglifiozin 10 mg once daily
1 ! ITT principle; 681 events needed for 90°
1 L power to detect 22% relative risk reduction
for the
!
: Matching Placebo once daily
Cod ] i i ! g
2W  Dayo 2w 2M am M Study End Date Study Closure Visit
y y
Visits every 4 months. Within 6 weeks

+ Outcome analysis based on Cox proportional hazard model stratified by type 2 diabetes and UACR and adjusted for éGFR

No es una indicacion aprobada para Costa Rica, Honduras, Panama, Guatemala, Republica Dominicana DAPAC
'ANCA, ant-neutophi cylplasmic anbocy. 1T, infenion 0 eat. UACR, urinary abumin-o-creainin fatio
Hesrspink HIL. efal Nephrol Dia Transplant 2020 Feb 1:35(2) 274-262 Wnesier DG et a. Nep T 020 DO 10.1093ttaa234.

Baseline characteristics

Dapaglifiozin Placebo
(N=2152) (N=2152)

Age, years, mean 62 62
Sex, female, % 33 33
Race, %
White 52 54
Black or African-American 5 4
Asian 35 33
Other 8 8
Type 2 diabetes, % 68 67
Systolic blood pressure, mmHg, mean 137 137
eGFR, mL/min/1.73m?, mean 43 43
UACR, mg/g, median 965 934
ACEi or ARB, % 97 97
No es una indicacién aprobada para Costa Rica, Honduras, Panam, Guatemala, Repblica Dominicana DAPACKD

Whesler DC. etal. Nephrol Dl Transplant. 2

DO 10.1093ndgfas23s.




Primary outcome:

21 p=0.000000028

21 NNT=19

18

1
14
12
10

Cumulative Incidence

1

Hazard ratio, 0.

61 (95% Cl, 0.51-0.72)

Sustained 250% eGFR decline, ESKD, renal or CV death

/312 Events

Placebo /

197 Events

No. at Risk
Dopagifiozn 2152 2001 1955
Placebo 212 1903 1936

Heerspink HJL_etal_ Presented at ESC 2

12 16 20 2 28
Months since Randomization

1898 1841 1701 1288 831
1858 1791 ees 1232 4

No es una indicacion aprobada para Costa Rica, Honduras, Panamd, Guatemala, Republica Dominicana
020,

00
21
DAPAC
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101 Hazard ratio, 0.66 (95% Cl, 0.49-0.90)

Chronic dialysis, kidney transplantation, renal death

Heerspink HUL. et al. Presented at ESC 2

No es una indicacion aprobada para Costa Rica, Honduras, Panam, Guatemala, Republica Dominicana
020,

p=0.0072

8

103 Events
6 Placebo
- 71 Events
4
2
Dapagliflozin
B -
0 4 8 12 16 20 2 28 32
Months since Randomization

No.at Risk
Dapagifizn 2152 2035 2021 2004 1977 1887 1481 985 £
Pracebo 212 2081 2006 to71 16 dss  1ead 955 356

DAPACH

Summary of the primary outcome and its components

Dapaglifiozin Placebo

events events

Primary composite endpoint 197 312

250% eGFR decline 12 201

ESKD 109 161

€GFR <15 mUmin/1.73m? 8 120
Chronic dialysis 68 99
Transplantation 3 8
Renal death 2 6
CV death 65 80

Hazard Ratio  p-value
(95% C1)

0.61(0.51,0.72) 0.000000028
0.53(0.42,067)  <0.0001
0.64(0.50,082)  0.0004
0.67(0.51,088)  0.0045
0.66(0.48,090)  0.0080
NC
NC

0.81(0.58,1.12)  0.2029

0.6 10
Hazard Ratio (95% C1)

Favours dapaglifiozin

No es una indicacion aprobada para Costa Rica, Honduras, Panamd, Guatemala, Republica Dominicana

NC, not calculable.
Herspink HL_etal_Presented at ESC 2020.

avours placebo

DAPAC




Primary outcome - pre-specified subgroup analysis

Dapaglifiozin Placebo
events events

All patients 197 312 —_—
With type 2 diabetes 152 229 —r—
Without type 2 diabetes 45 8 —_—
UACR £1000 mg/g 44 8 —_—
UACR >1000 mg/g 153 228 —
€GFR <45 mUmin/1.73m? 152 217 ————
€GFR 245 mL/min/1.73m? 45 % —_—

03

06
Hazard Ratio (95% CI)

Hazard Ratio  p-value
(95% CI) interaction

0.61(0.51,0.72)

064 (0.52,0.79)
0.50(0.35,0.72) 024
054(0.37,0.77)

062 (0.50,0.76) 052
063 (0.51,0.78)
0.49(0.34,0.69) 022

—_—
Favours dapagiifiozin Favours placebo

No es una indicacion aprobada para Costa Rica, Honduras, Panamd, Guatemala, Republica Dominicana

Heerspink HJL_etal_ Presented at ESC 2020.

DAPAC
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Secondary outcome:
All-cause mortality

121 Hazard ratio, 0.69 (95% Cl, 0.53-0.88)

p=0.0035
10
g - 146 Events
8 8 o
H Placebo -
N
© 101 Events
E ¢ -
3
2
oL~
0 4 s 12 16 20 24 2 32
Months since Randomization
No.atRisk
Oepegitazn 212 209 208 20 s s 131 1028 398
Piaceno 212 2ms 2018 18 ez ez 1502 09 79

No es una indicacion aprobada para Costa Rica, Honduras, Panam, Guatemala, Republica Dominicana
Heerspink HiL. et Presented at ESC 2020

Otros andiabéticos
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Desenlace Desenlace Nueva aparicion Dablamiento Terapia reemplazo Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal
Inhibidores de DPPA
SAVOR NA NA 0.90 NA
(saxagliptina) ) (0.88-1.32) (0.89-1.36) (0.61-1.32)
EXAMINE NA NA NA NA NA NA
(alogliptina)
NA NA NA NA NA NA
(sitagliptina)
[cARMELINA (iinagliptina) [ 0.86 (0.78-0.95) 098 NA NA NS
(0.82-1.18) (0.69-1.10)
Analogos de GLP1
XA NA NA NA 116 NS NS
(ixisenatide) 07) (0.74-1.82)
LEADER (liraglutide) 084 078 074 088 087
(0.79-0.97) (0.67-0.92) (0.60-0.81) (0.66-1.18) (0.6-1.24) (0.52-4.87)
SUSTAIN-6 (semaglutide) NA 0.64 054 1 NA
(0.46-0.88) (0.37-0.77) (0.64-2.58) (0.40-2.07)
HARMONY (albiglutide) NA NA NA NA NA NA

Effect of Efpeglenatide on Change in eGFR

AMPLITUDE;

Least Square Mean Change in

\ated GFR (ml/min/1.73m?

Est

6 3 2 18 2 2
Months
No. of Participants.
Efpeglenatide 2717 2566 2520 253 2024 490
Placebo 1357 1274 1250 1194 953 25

Gerstein H. N Engl J Med. 2021; online Jun 28,

AMPUITUDE
AMPLIUDE

Efpeglenatide 4 or 6 mg versus Placebo
Kidney Composite Outcome*

20 - Hazard Ratio 0.68 (95% Cl 0.57, 0.79) .
P <0.0001
15 A

g -

2 '
'

2 10 e

kK i

g ]

3 0 Efpeglenatide 4/6mg

N
5 h
I
“New MA, 6GFR fall 2 40%, kidney
replacement therapy, or eGFR < 15
0 T T T 1
0 12 2
Mo, ot Risk Time Since Randomization (Months)
acobo 1359 1183 1118 1062 200
Efpogenatde 27117 2513 2403 2294 Gerstein HEMEngl J Med. 2021; online Jun 28]
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Finerenona: estudio FIDELIO
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The FIDELIO-DKD trial was designed to evaluate the effect of
finerenone on kidney and CV outcomes in patients with CKD and T2D

w . Patients with CKD and T2D are at high risk of CV events
Finerenone is a novel, nonsteroidal, selective MRA tha
inhibits inflammation and fibrosis and is designed 1o red

f CVD and CKD progression

734 patients randomized

© %9 48 countries
: Finerenone 10 or 20 mg od*
| QDT scrcening

2.6 years’ median follow-up +

Key endpoints

G - v C o, nontata Wi, nontaal ks, o hospialzationfo HE

@ FIDELIOD

Key inclusion and exclusion criteria Enrolled patients were well-controlled
and well-treated
I

:
el @ oo,

GFR
Uncontrolled

Mean HBATC of
7.781

o
226-<78 mUmin/1.73 m?
arterial

On max. tolerated

dose of ACEi or ARB
for 24 weeks.
HbAtc >12%
Moderately/severely
clevated albuminuria
Other kidney disease*

Kiyunm $4.8 mmoliL

11



FIDELIO-DKD met its primary and key secondary endpoint with
relative risk reductions of 18% and 14%, respectively

Primary endpoint Key secondary endpoint
WR=0.82 (95% C10.73-0.93) HR=0.96 (95% C10.75-0.99)
2 | pooon 5 | poou
g, i z,
£ i ¥
H i
i p i,
J, i -
i J § 2
{ P - -
~ 3 e
- ' el
s L
Tome 1ot event i menthe) T s ot vt G mmt

@ FIDELIO
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There was a 14% relative risk reduction for both CV death and
hospitalization for heart failure with finerenone

CV death Hospitalization for heart failure
HR=0.86 (95% C10.68-1.08) HR=0.86 (95% C10.68-1.08)
g 2 &
5 W 2
H -/
{ =

LIO

om0 0%
Overall treatment-emergent adverse events were similar between
treatment arms with a manageable increase in hyperkalemia

c Any TEAE TEAE with clinical consequences
;!75 516 Placebo (n=2831)

F£20 { (18.3%)
'2 < 15 255
% E 10 (9.0%)
&

e 1263‘%) T

o — (09%) ( ) (0.3%) 0 0

Any hyperkslemia "
AE* leading to leading 1o leacing 1o death
pormanent  hosptakzaton
aiscontination (U] FIDELIO

12



Enfermedad cardiovascular

IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total | Hospitalizacién por
falla cardiaca

Inhibidores de SGLT2

4/9/21

0.86 0.87 1.24 0.62 0.68 0.65
(0.74-0.99) (0.70-1.09) (0.92-1.67) (0.49-0.77) (0.57-0.82) (0.5-0.85)
CANVAS 0.86 0.85 0.90 0.87 0.87 0.67
(canagliflozina) (0.75-0.97) (0.69-1.05) (0.71-1.15) (0.72-1.06) (0.74-1.01) (0.52-0.87)
DECLARE 0.93 0.89 1.01 0.98 0.93 0.73
(dapagliflozina) (0.84-1.03) (0.77-1.01) (0.84-1.21) (0.82-1.17) (0.82-1.04) (0.61-0.88)
0.97 1.0 1.0 0.92 NA 0.70
(0.95-1.11) (0.86-1.27) (0.76-1.32) (0.77-1.11) (0.54-0.90)
SCORED 0.77 NA NA 0.90 0.99 0.67*
(sotagliflozina) (0.65-0.91) (0.63-0.83) (0.83-1.18) (0.55-0.82)
SOLIST-WHF NA NA NA 0.84 0.82 0.64*
(sotagliflozina) (0.58-1.22) (0.59-1.14 (0.49-0.83)
Reflexiones

* Podemos seguir hablando de efecto de clase?

* Por qué ertugliflozina fue negativo en VERTIS a pesar de tener
criterios de inclusion casi idénticos a EMPAREG?

* SOLOIST y SCORED no tenian poder para demostrar efectos en
enfermedad cardiovascular porque se tuvo que reducir el nimero de
pacientes y cambiar el desenlace a falla cardiaca

13



MACE IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total

Hospitalizacién por

falla cardiaca

4/9/21

Andlogos de GLP1
1.02 1.03 112 0.98 0.94 0.96
(0.89-1.17) & (0.87-1.22) (0.79-1.58) (0.78-1.22) (0.78-1.13) (0.75-1.23)
LEADER (liraglutide) 0.87 0.88 0.89 0.78 0.85 0.87
(0.76-0.97) (0.75-1.03) (0.72-1.11) (0.66-0.93) (0.74-0.97) (0.73-1.05)
SUSTAIN-6 0.74 0.74 0.61 098 1.05 111
(semaglutide SC) (0.58-0.95) (0.51-1.08) (0.38-0.99) (0.65-1.48) (0.74-1.50) (0.77-1.61)
PIONEER-6 0.79 118 0.74 0.49 0.51 0.86
(semaglutide oral) (0.57-1.11) (0.73-1.90) (0.35-1.57) (0.27-0.92) (0.31-0.84) (0.48-1.55)
EXSCEL (exenatide) 091 0.95 0.86 0.88 0.86 0.94
(0.83-1.00) (0.84-1.09) (0.70-1.07) (0.73-1.05) (0.77-0.97) (0.78-1.13)
0.78 0.75 0.86 093 0.93 0.95
(0.68-0.90) (0.61-0.90) (0.66-1.14) (0.73-1.19) (0.73-1.19) (0.79-1.16)
REWIND 0.88 0.96 0.75 091 0.90 0.93
(dulaglutide) (0.79-0.99) (0.79-1.15) (0.61-0.95) (0.78-1.06) (0.80-1.01) (0.77-1.12)
AMPLITUDE-O 0.73 0.78 0.74 0.72 0.78 061
(efpeglenatide) (0.58-0.92) (0.55-1.10) (0.47-1.16) (0.50-1.03) (0.58-1.06) (0.38-0.98)
Evolucion del caso clinico
* Estdbamos con DM-2 de 12 afios de evolucién
* Enfermedad coronaria revascularizado recientemente
 Lesion renal con proteinuria 350 mg/24 horas
+ Bien controlado LDL (42 mg/dl), PA (130/70 mm Hg), beta bloqueado
« Afinales del 2016 se le agregd dapagliflozina 10 mg por dia y se
suspendid glargina (tenia 8 u al dia) para ayudar a controlar lesion
renal
~ >

Evolucion del caso

* Se presenta en marzo 2021

« Disnea de grandes esfuerzos (trota todos los dias en plano 5 km)

« Tuvo COVID19 en enero 2021, no se complicd y resolvié bien
* Peso 68.5 kg, PA 110/70 mm Hg
* Hbalc 6.4%, HDL 42 mg/dl, LDL 70 mg/d|, proteinuria 174 mg/24 horas

« Tratamiento actual:

* Valsartan 80 mg, bisoprolol 5 mg, eplerenona 25 mg por dia

* AAS 81 mg
* Atorvastatina 80 mg
+ Dapagliflozina/metformin 5/1000 mg 2 tab por dia

e
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Evolucion del caso

* Se le realiza nuevo ecocardiograma por la disnea de grandes
esfuerzos y post COVID19
* Eco stress post ejercicio
* Induccidn de nuevos trastornos de la contractilidad al 100% de FCMT en
segmento septal medio, sin cambios en ECG de isquemia
* FEVI 60%, con disfuncidn diastdlica
* Al cardidlogo no le parece que requiera nuevo cateterismo
* Cudl seria la conducta?

4/9/21

Insuficiencia cardiaca

MACE IAM no fatal | Ictus no fatal | Mortalidad CV | Mortalidad total Hospitalizacién por
falla cardiaca

Inhibidores de SGLT2

086 087 124 062 068
(0.74-0.99) (0.70-1.09) (0.92-1.67) (0.49-0.77) (057-0.82)

CANVAS 0.86 085 090 087 087
(canagliflozina) (0.75-0.97) (0.69-1.05) (0.72-1.15) (0.72-1.06) (0.74-1.01)

DECLARE 093 089 101 098 093
(dapaglifiozina) (0.84-1.03) (0.77-1.01) (084-121) (0.82-1.17) (0.82-1.04)

097 10 10 092 NA

(0.95-1.11) (086-1.27) (0.76-132) (0.77-1.11)

SCORED 077 NA NA 090 099
(sotagliflozina) (0.650.91) (0.63-083) (0.83-1.18)

SOLIST-WHF NA NA NA 084 082
(sotagliflozina) (0.58-1.22) (0.59-1.14

0.65
(0.5-0.85)
0.67
(0.52-0.87)
073
(0.61-0.88)
0.70
(0.54-0.90)
0.67*
(0.55-0.82)
0.64*
(0.49-0.83)
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DAPA-HF
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Assessing Dapagliflozin in Patients with Chronic HFrEF
With or Without T2D12

4744 patients

+ 218 years of age

Mt orwithout 120

. of eymptomatc HF/EF
(FRiacs Ry Tor 2 monin
LVEF $40% within last 12 months

+ Elovated NT-proBNP

+ eGFR 230 mUmin/1.73 ¥

ble SoC HFFEF treatment

Dapaglifiozin 10 mg
+ standard of carea
Placebo
+ standard of care2

f T T T T
Vit 1 (eollvert) Vist2 (andomizaon)  Vist3  Visté Vit  Vistg ctc. ..Median followup: 182months |
Day-14 Day0 Dayi4  Daye0 Da

Y120 Every 120 days

Primary Endpoint

« Time to first occurrence of any of the
components of the composite: CV
death or hHF or an urgent HF visit

1

Secondary Endpoints

« Time to first of either of the of the cv
death or hHF

 Total number of (first and recurrent) hHF and CV death

+ Change from baseline measured at 8 months in the total symptom score of the
Kcea
+ Time to first of any of the he composite: 250%
 sustained decline in eGFR or reaching ESRD® or paseTitee:

ime to death from any cause

st weeested scorng o ot stanrdgf e o 7 Don edctin o dcontnanto o sndar of e hray PR——

Unini i o Sk S kY

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

21.2% _0.74 (0.65-0.85) <OOD1

HR (95% Cl)

Placebo 26%
RRR

DAPA 10 mg

4.9% ARR
NNT=21

“] [DAPA Placebo
b
o Lis3%
S
£ 20
; 15
F
£ 10
3
5!
—
3 6

Number at Risk
DAPA10mg 2373
Placebo 2371

12 15 18
Months from Randomization
2002 1560 1146 612 210

16



Effects of Dapagliflozin on Worsening HF2 and Mortality’

D: e 10mg | Placebo
Outcome, n (%) 73) (n=2371) HR (95% CI) HR (95% CI)
—_—

ggs‘ﬁm, hHF, or urgent 386 (16.3) 502 (21.2) 074 (0.65,0.85)  <0.001
hHF or urgent HF visit 237 (10.0) 306(13.7) I 0.70 (059, 0.83) 0-0000%
Hospitalization for HF 231(9.7) 318 (13.4) 0.70(0.59,0.83) 0.0001
—_—
CV death 227 (96) 273 (11.5) 082(069,0.98) 0029
CV death or hHF 382 (16.1) 495 (20.9) . 0.75(0.65,0.85)  <0.001
——
Death from any cause 276 (11.6) 329(139), . 083(071,097) 0022
0.40 0.80 1

0 12
Dapaglifiozin 10 mg Bettor < > Piacabo Bettor

Wrsening HF includes AHF or wrgont HE visic Nominal -value.

4/9/21

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

Dapa
Placebo,
Outcome N (%) W (%) R (95% C
Total population 38612073 (163)  502/2371 (21.2) —_— 074 (0.65-0.85)
2D 2151075(200)  271/1064 (25.5) —— | 075(063-090)
NoT2D 1711298 (132)  2311307(177) = |  073(060-088)
ﬁ‘g%ﬁ_’)g‘y*mic (HoAle 53/438 (12.1) 711419 (169)  =o—=| 067 (0.47-0.9)
4 072
fge;?,/'f)be‘es (HbA1c25.7- 118/860 (137)  160/888 (18.0) 00— 0.74(050-094)

5 (HBATe 26.5% at Vishs 1 and 23, P non-signfcant resulfor an interacton

nclute 1583 patints win o pr-exsingdagnosi ofdabees an 158 atentswih previoush ndianosed
160 2 cansatency of fact crass the subgroup.
ovascular, HDATE - gycated hemogionin. HE  Near fallre; HHF = Rospialzation for hesri faiure: HR = hazard rato: T20 = ype 2 disbetes.

EMPEROR-REDUCED
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EMPEROR-Reduced: Time to Cardiovascular Death or

Hospitalization for Heart Failure (Primary Endpoint)

40 462 patients with event
Rate: 21.0/100 patient-years

g
3
g 30 Placebo
3
3
£
A
2
s Empaglifiozin
E 10
5
3
0

0 9 180 270 360 450 540 630 720 810
Days after randomization
Patients at risk
Placebo 1867 1715 1612 1345 1108 854 611 410 224 109
Empaglifiozin 1863 1763 1677 1424 1172 909 645 423 231 101

Packer et al.
N Engl J Med (2020)

4/9/21

EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Numberof | Events/100 |  Numberof | Events/100

events (%) patient-yr events (%) patient-yr
Primary composie | 361 (19.4%) | 158 | 462(2.7%) | 21.0 (o.sgz bee) | 00001
o oeaton | 246 (13.2%) | 107 | 342(183%) | 155 | o000
Sardiovasculay 187(100% | 76 | 2020108%) | 81 | o 0%

Empagliflozin reduces time to first hospitalisation for HF

or CV death similarly in patients with or without diabetes

With diabetes

HR 0.72 (0.60, 0.87) Interaction p=0.57
p=0.0006

Placebo /_/j

Empaglifiozin

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

Without diabetes

HR 0.78 (0.64, 0.97)
p=0.0225

Placebo /—’_'r
—

Empaglifiozin

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

4/9/21

—)

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

Events per 100 Patients

No. at Risk
Placebo
Sotagliflozin

1004 Placebo
90
80
70
604
so] Sotagliflozin
404
301
204 Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
1ol P<0.001
3 & 9 2 15 13
Months since Randomization
614 524 416 305 195 100 25
608 540 430 310 209 97 29

Primary Efficacy Subgroups

Events Per 100 py

Subgroup Patients Sotaglifiozin Placebo HR (95% Cl)
1222 510 63 067(052,085) = =
966 56.9 799  0.72(0.56,0.94) —_—
256 306 640 048(0.27.086) — .
Geographic Region
Americas 346 683 1030 064 (043,095) ——
urope 800 44.1 647  0.69(050,0.95) ——
Rest of World 76 484 783 060(023,158) —————s———
First Study Drug Dose
Before Discharge 59 52.1 766 0.71(051,099) ——
After Discharge 626 500 761 0.64(0.45,090) —a
Sex
Female 412 419 520  080(051,1.25) ——
Male 810 557 893 062(047,0.82) —_—
Age (years)
<65 364 571 714 079(051,123) ——
265 858 480 785  062(047,082) —.—
€GFR (mi/min/1.73m2)
<60 854 50.1 858  0.59(0.44,0.79) ——
260 368 531 581 0.90(058,137) —_—
—_—
025 05 1 2
Bhatt DI, Szarek M, Steq PG, ot al,. and Pitt B, N Engl J Med, 2020, Bhatt DL AHA 2020, virtual etier
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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 Pipieraction =0.35
(by EF category)

Events Per 100 Patient.Years

RR Pneraction =0.33
(by continuous EF)

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

20 30 40 50 60 70 80
Baseline Ejection Fraction, %
Sotaglifiozin = 95% CI Placebo 7 95% CI
Bhatt DL. ACC 2021, virtual. For s anaiysis, paents rom SCORED wihany history o HF are incuded

4/9/21

EMPEROR-PRESERVED

Empagifazin Placebo Hazard Ratio or
Variable N-2997) (N-2991) Difference (95% CI) P Value
eventsper cverts per
100patientyr 100patiers
Primary composite outcome — no. (%) a5 133 69 s1117.) 57 079 (063-090) <0001
Hospitaization for heartfailure 29 86) 43 352118 60 071 (060-083)
Cardiovascular death 21903 34 24 (s2) 38 091 (076-109)
Totalno. of hospitaizationsfor heart faiure w7 = sa1 = 073 (061-088) <0001
€GFR (CKD-EP1) mean slope change peryear — mi/min/L73 mif  ~1.25:011 - -262:0m - 136 (1.06-16) <0001
Other prespecified anlyses
Change in KCCQ dlinical summary score at 52 wki 451:031 - 318:031 - 132 045-219)
Total no.of hospitalzations for any cause 2566 = 2769 = 093 (085-101)
Compositerenaloutcome — no. (%) 108 36) 21 1207 22 095 (073-12¢)
Onset of newdiabetes in patients with prediabetes — no. (¥) 120 (120) 61 137 (140) 74 084 (065-107)
Death rom any cause — no. (%) 22041 66 7 43) 67 100 (087-115)

Anker SD. N EnglJ Med. Online Aug 27 2021

EMPEROR-PRESERVED

Subgroup Empaglifiozin  Placebo Hazard Ratio (95% Cl)
no. of patients with events/total no.
Overall 415/2997 511/2991 HH 079 (0.69-0.90)
Diabetes at baseline
Yes 239/1466 291/1472 - 079 (0.67-0.94)
No 176/1531 22071519 = 0.78 (0.64-0.95)
LVEF at baseline
<50% 145/995 193/988 = 071 (0.57-0.38)
250% to <60% 138/1028 173/1030 080 (0.64-0.99)
260% 132/974 145/973 087 (0.69-1.10)

Anker SD. N EnglJ Med. Online Aug 27 2021
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Conclusiones

* Podemos estratificar el riesgo metabdlico-cardio-renal de cada
paciente para definir las prioridades de tratamiento
* El uso de iSGLT2 ha venido a cambiar el paradigma del tratamiento de
la diabetes con proteccion de 6rgano blanco
* Falla cardiaca
* Muerte cardiovascular
* Lesion renal
* Incluso usado en pacientes sin DM-2 con proteinuria o falla cardiaca,
independientemente de la FE

4/9/21

Puede descargar la
presentacion en:

Preguntas... OELAD)

chenku2409@gmail.com E

www.EndoDrChen.com
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