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Agenda

* Revisar el impacto que tienen los inhibidores de SGLT2 en:
* Insuficiencia cardiaca
* Nefropatia diabética
* Enfermedad cardiovascular

Enfermedad cardiovascular y falla
cardiaca

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

Inhibidores de SGLT2

0.86 0.87 124 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 0.93 073
(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)
097 X X 092 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)
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D Endpoints and Components @

DECLARE

En una poblacién con >60% de pacientes en
o prevencion primaria, hospitalizacion por falla ocs
Wace N . <o
cardiaca fue al menos igual de frecuente o

40% dec
ESRD, o

e €OMO ictus, muerte no cardiovascular y

. Muerte cardiovascular y mas comudn que los
wrens desenlaces renales! (s6lo 10% de pacientes
wrov tenian historia de falla cardiaca)

040 050 0 s
Fovors Dapagifozn« > Favors Placebo

“P for superiority, **P for non-inferiority
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Por qué nos da la impresién que hay menos
falla cardiaca?

* Subdiagndstico!
* Paciente con obesidad, diabetes y disnea de esfuerzos... no siempre
pensamos en falla cardiaca
« Se confunde el diagnéstico clinico
« Definitivamente hay que pensar en falla cardiaca
* Tratamientos que modifican la historia natural de la enfermedad
« Tratamientos que mejoran sobrevida y tasa de rehospitalizacion

DAPA-HF




Assessing Dapagliflozin in Patients with Chronic HFrEF
With or Without T2D12

s1o, 744 patients Dapagliflozin 10 mg
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Double-blind

Primary Endpoint Secondary Endpoints
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13/11/21

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

DAPA Placebo HR (95%Cl) p-value

b y o
o] L163% 212% 074 (065085) <0001 - 26%
g RRR
3 DAPA 10 mg
£
2
2 9% ARR
B NNT=21
Eo
3
s
T
o 3 6 8 1 15 18 2
Number at Risk Wonths from Randomization

DAPA1Omg 2373 2305 2221 2147 2002 1560 1146 612 210

Placebo 2371 2163 2075 1917 1478 1096

AR = Sbaclts ik agucton; C = Gariovsscuar DAPA = 43paGHfazin;HE = bt alure; HE = hossitlzato for heart aur; R = nazad s10; KNT = numberneadad 1 Ueat RRR * et

Effects of Dapagliflozin on Worsening HF2 and Mortality’

Dapaglifiozin 10mg | Placebo

Outcome, n (%) T=2573) (n=2371) HR (95% CI) HR (95% Cl) value

G death, 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) 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(115) 082(069,098) 0,029

CV death or hHF 382 (16.1) 495 (20.9) — 075(065,085) <0001

—_—
Death from any cause 276 (1.6) 329(13.9) g 071,00 00222
0.40 0.80

Dapaglifozin 10 mg Better < -} Placsbo Better

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




Primary Outcome by Diabetes Status’

CV death or hHF or urgent HF visit

and HbA1c in the no T2D group

Dapaglifiozin significantly reduced the primary endpoint, regardless of diabetes status

Interaction

ome HR (95% CI p-value®

Total population 50212871 (21.2) —_— 0.74 (0.65-0.85)

0 215/1075(200)  271/1064 (25.5) —— | 075(063-090)

No T2D 171/1298 (13.2) 231/1307 (17.7) —— 0.73 (0.60-0.88)
Eg’;t,‘/‘:)'g‘yw“‘c (HoAte 53/438 (12.1) 71419(169)  =o—| 067 (0.47-0.9) 72
f@}‘f)“e‘es (HoAtc 25.7- 118/860 (13.7)  160/888 (18.0) =1 074(059-0.94) 0

Ancludes 1983 patients witha pro-oxsting diagnosis of diabslos and 156 patients withpreviously undiagnosed diabstos (HBA 1o 56.6% at Viits 1 and 2); % non-sianifcant resul foran nferacion
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Safety Outcomes?

Dapaglifiozin
Event, n (%) 10 mg (n=2368)

AE leading to treatment discontinuation
AE of interest

Volume depletion®

Renal AE®

Fracture

Amputation

Major hypoglycemiad

Diabetic ketoacidosis®

o patents (1.7%).p=0.25; Ronalsor

iz oatents (1.0%) and 48 placee

RS LT B RS B A

11 (4.7)

178 (7.5)
153 (6.5)
49 (2.1)
13 (0.5)
4(0.2)
3(0.1)

s (1.6%) and 5 placens
oocomis reauiring he oo

Placebo
(n=2368) p-value

116 (4.9)

162 (6.8)
170 (7.2)
50 (2.1)
12 (0.5)
4(02)
0(0)

0.79

0.40
0.36
1.00
1.00

bonyarates ar glucagon of

EMPEROR-REDUCED




Trial inclusion and exclusion criteria

[ Inclusion criteria ]

EMPEROR-Reduced'? DAPA-HF?
Age 218 years (Japan, age 20 years) at screening Age 218 years
Chronic HF NYHA class II-IV Chronic HF NYHA class II-IV
HFTEF (LVEF $40%) HFrEF (LVEF $40%)
Elevated NT-proBNP
EF (%) NT-proBNP (pg/ml)
Patients without AF* NT-proBNP 2600 pg/ml or NT-proBNP 2400 pg/ml in
>36 fo <40 22500 patients with HHF within 12 months
>3] fo <35 21000 Patients without AF
<3

<40% + HHF within 12 months 2600
Further inclusion criteria apply Further inclusion criteria apply
EMPEROR-Reduced DAPA-HF
©GFR <20 ml/min/1.73 m? ©GFR <30 ml/min/1.73 m?

or requiring dialysis or rapidly declining renal function

13/11/21

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
S Placebo
§
2
3
&
s 2
&
3 Empaglifiozin
& 10
£
o
0

T
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
paglifiozin 1863 1763 1677 1424 1172 909 645 423 231 101

Packer etal.
N Engl J Med (2020)

EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Numberof | Events/100 [ Numberof | Events/100
events (%) | patient-yr events (%) patient-yr

Primary composite

361 (19.4%) 15.8 462 (24.7%)

21.0

0.75
(0.65 - 0.86)

oticoine <0.0001
First hospitalization 0.69

for heart failure 248 (13220 3] MO:TR | R o52((18.3%) 185 | (059-081)
Cardiovascular 0.92

death 187 (10.0%) 76 202 (10.8%) 8.1 (0.75-1.12)




Empagliflozin reduces time to first hospitalisation for HF

or CV death similarly in patients with or without diabetes
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With diabetes

HR 0.72 (0.60, 0.87)

=0.0006
—
Placebo / g
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 = "
—
/'//

/,, =t Empaglifiozin

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

SOLOIST-WHF

Introduccion

« Sotagliflozin es un inhibidor de SGLT2 (rifién) y SGLT1 (intestinal)
* Ensayo realizado en el contexto del paciente con hospitalizacion

reciente por falla cardiaca
* Con HFrEF 6 HFpEF
* Todos con DM-2

« Debian tener PAS >100 mm Hg, sin O2 suplementario, sin necesidad
de soporte inotrdpico IV y con transicion hacia diuréticos orales

« Aleatorizado durante la hospitalizacién o durante los primeros 3 dias

post egreso a sotagliflozin 200 mg por dia vs placebo




-

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

Placebo
90+
80+
704
60-]
50 Sotagliflozin
40+
304
204 Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
104 P<0.001
T T T T T 1
3 6 9 12 15 18
Months since Randomization
614 524 416 305 195 100 25
608 540 430 310 209 97 29
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Efficacy Testing Hierarchy

Sotagliflozin Placebo
Endpoint Rate [Events] Rate [Events] HR (95% CI) P-value
Total CV death, HHF, and urgent HF visit 51.0 [245] 76.3 [355] 0.67 (0.52-0.85)  0.0009
Total HHF and urgent HF visit 40.4 [194] 63.9 [297] 0.64 (0.49-0.83) 0.0008
CV death 10.6 [51] 12.5[58] 0.84 (0.58-1.22) 0.36
Total CV death, HHF, NFMI, and non-fatal 51.4 [247] 71.0 [330] 0.72(0.56-0.92)  0.008*
stroke
Total CV death, HHF, urgent HF visit, and 54.7 [263] 80.6 [375] 0.68 (0.54-0.86)  0.001*
HF while hospitalized
All-cause death 13.5[65] 16.3 [76] 0.82 (0.59-1.14) 0.23*
Change in KCCQ-12 score, points 17.7 136 4.1(1.3-7.0) 0.005*
Change in eGFR, mL/min/1.73m2 -0.34 -0.18 -0.16 (-1.30-0.98) 0.78*

*Nominal p-value. Rate = number of events per 100 patient-years. Values in table for change in KCCQ-12 score and change

in eGFR are least squares means, difference in least squares means, and 95% Cl for difference in least squares means

Primary Efficacy Subgroups

Events Per 100 py

Subgroup Patients Sotaglifiozin Placebo HR (95% Cl)
1222 510 63 067(052,085) = =
LVEF (%)
<50 966 56.9 799  0.72(0.56,0.94) —_—
250 256 306 640 048(0.27.086) R ——
Geographic Region
Americas 346 683 1030 064 (043,095) ——
Europe 800 44.1 647  0.69(050,0.95) ——
Rest of World 76 484 783 060(023,158) ~————s——T—
First Study Drug Dose
Before Discharge 59 52.1 766 0.71(051,099) —a
After Discharge 626 500 761 0.64(0.45,090) —a
Sex
Female 412 419 520  080(051,1.25) —
Male 810 557 803 062(047,082) —.—
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  090(058,137) —_—
—_—

025 05 1

Bhatt DI, Szarek M, Steg PG, et al. and Pitt B, N Engl.J Med, 2020, Bhatt DI AHA 2020, virtual,

2

ottor




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

100 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 Pineraction =0.33
(by continuous EF)

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

20 0 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 withany history o HF are incuded
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EMPEROR-PRESERVED

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

RRR ARR
Placebo

Empaglifiozin HR: 0.79
(95% CI: 0.69, 0.90)
p<0.001

Estimated cumulative incidence (%)

0 3 6 9 12 15 18 21 24 27 30 33 36

Months since randomization

Patients at risk
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ndividual components

Empagliflozin Placebo
(n=2997) (n=2991) [y P
Number of Events/100 Number of Events/100 (L) RN
events (%) | patient-yrs events (%) patient-yrs
Primary composite s o s o 0.79
outcome 415(138%) | 69 | 511(17.1%) | 87 | 697 0gg) | 00003
First hospitalization | - b | = o 0.71
e haart Tailline 259 (8.6%) 43 352 (11.8%) 6.0 (0.60 —0.83)
Cardiovascular P a0, P oy, 0.91
death 219 (7.3%) 34 244 (8.2%) 3.8 (0.76 — 1.09)

EMPEROR-Preserved: Results

Empaglifiozin Placebo HR (95% ClI)
Subgroup No. of patients with events/total no.
Overall 415/2997 511/2991 i 0.79 (0.69-0.90)
Diabetes at baseline
Yes 239/1466 29111472 —_— 0.79 (0.67-0.94)
No 176/1531 220/1519 —— 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% 132/974 145/973 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. confidence nterval. HR. hazard rato LVEF. let venticular efction fracton
AnkerS. ot ol N Engl Med 2021.dot. 10-1056NEMoa2 107038 (Epub ahead of print]

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

i 4
‘
9 —_—

05
All patients | >42.5-<52.5 >52.5-<62.5  >62.5 Al patients | >42.5-<52.5 >52.5-<62.5  >62.5

o.
08
07
06

Hazard ratio
gsse
—o}
T
LogE
g
g
gt
Hazard ratio

Total (first and recurrent) heart failure hospitalizations
12
11

o

ardiovascular death

2 213
g 1 g11
5 09 + | L85 -+ --------------- 4 s
08 09
IR B g8
06 86
5 0s
All patients  >42.5-< 52.5 >52.5 -<62.5 >62.5 All patients  >42.5-< 525 >52.5 -< 62.5 >62.5
+ PARAGON-HF + EMPEROR-Preserved Solomon Circulation 2020;141:352-361
Packer Circulation 2021;doi:10.1161/CIRCULATIONAHA.121.056657
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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%
* eGFR 220 mU/mini/1.73m’
* NT-proBNP 2225 pg/mL or BNP 275 pg/mL*
+ Requirement for diuretic therapy
+ Atleast 1 of the following:
+ Recent HF hospitalization or urgent HF visit requiring IV
diuretic
« Elevated fllng pressures by right or left heart
catheterization

+ Structural heart disease by echocardiography.

Placebo
+ standard of

Dapaglifiozin 10 m

g
+ standard of care
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Primary Endpoint
* Change from BL in KCCQ-CSS at 12 weeks

Key Secondary Endpoints
* Change from BL in KCCQ-OSS at 12 weeks
* Proportion of patients with a 25-point increase® in KCCQ at 12 weeks
* Change from BL in 6MWD at 12 weeks
 Change from BL in NT-proBNP and BNP at 6 and 12 weeks
* Change from BL in HbA1c at 12 weeks
* Change from BL in Weight and SBP at 6 and 12 weeks

Dapagliflozin Improved Both Symptoms and Physical Limitations Scores

KCCQ Total Symptom Score

KCCQ Physical Limitation Score

75 75
Dapaglifiozin
04 04
8 2 Dapagliflozin
gy 65 y 65
g Placebo g
g g
0 Effect =5.8(2.0-9.6) points. 60 4
=0.003
E Placebo
554 554
o o
Baseline Week 12 Baseline Week 12
N=32 N=304 2 N=293

Therapies successful in HFrEF have not demonstrated success

in full range of HFpEF

Intervention

H

Beta blocker
ACEI/ARB

ARNI

Cardiac glycosides
MRA

Vasodilators

CRT

IcD

Exercise

Infravenous iron

AN N N N NN

HFpEF!*2%

) 0 X0 X XX

11



Meta-analyses in of SGLT-2i in 10 RCT with T2 diabetes
Effects in Type 2 diabetes (n= 65 708)
Pooled HR for heart failure hospitalisation 0.69 (0.64-0.74)

o2 Hosp. heart failure
Study of Inhibitor  Placebo Hazard Ratio Hazard Ratio
subgroup log (Hazard Ratio) SE Total Total  Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
CANVAS 0.4004775 0.1312919 5795 4347 81% 067[052,087] ——
CREDENCE 04942963 01356834 2202 219  76% 061(047,080) _
PAHE 02744369 0113011 1075 1064  110% 076[061,095) ——
DECLARE-TIMI 58 03147107 0.0934854 8582 8578 160% 0.73(0.61,088] e
04307829 01353644 4687 2333 76% 065[050,085) —_—
EMPEROR.Pre 03147 01276 1466 1412 86% 073(057,094) ——
A -0.4004775 0.1096573 927 929 116% 067(0.54,083] —
SCORED 04004775 010188 5292 5292 135% 067(055,082] ——
SOLOIST 04462871  0.134444 608 614 7.7% 064 [0.49,083) "
VERTIS-CY 0356675 01303126 5499 2747  82% —_—
Total (95% C1) 36133 29575 100.0% | 0.690.64,0.74) *
Heterogeneity: Chi = 2.83,di = 9 (p = 0.97); F = 0% = 8
Test for overall effect: 2 = 10.02 (p < 0.00001) E

avours SGLT2 inhibitors Favours placebo

C results of type of CV-di S CVD or HF!
31% reduced risk for heart failure hospitalisation in type 2 diabetes
HR 0.69 (0.64-0.74)

Courtesy from Robert Ryder, Thomas Crabtree & Robert Ryder, Br J Diabetes 2021;21:ONLINE
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Prediction of HF in T2D: practical clinical approach

1

wimcane sopomt | [ WTonneso-124pomi NTponp 125 pomt | | Comir o schocsdogam io
Y : 31 31 strceurs ot daesse
| [ commder . cinicat judgment

Curr Opin Cardiol 2019; 34:578.583.

Efectos en nefropatia diabética

12
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Desenlace Desenlace Nueva aparicion Doblamiento Terapia reemplazo Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal

Inhibidores de SGLT2

062 0.62 056 0.45 NA
(empaglifiozina) (0.54-0.70) (054-0.72) (039-0.79) (0210.97)

CANVAS (canaglifiozina) 086 0.80 050 NA
(0.75097) (0.79-0.88) (0.30-0.84) (030-197)

DECLARE (dapaglifiozina) NA 053 (0.43-0.66) NA NA NA NA

CREDENCE NA 0.6 (0.53-081) NA 0.60 (0.48-0.76) 0,74 (0.55-1.00) NA

(canagliflozina)
VERTIS (ertugliflozina) NA 0.81(0.63-1.04) NA NA NA NA
SCORED NA 071 NA NA NA NA
(0.46-1.08)

Estudios con desenlaces renales:
pacientes con DM vy proteinuria
(CREDENCE)

Study Design

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
ACE or ARB for >4 weeks Diabetic ketoacidosis o T1DM

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)
Partici i tr if @GFR was <30 mL/min/1.73 m2 until chronic dialysis was

initiated or kidney transplant occurred.

CREDENCE

13



Primary Outcome:

g
£ " |Hazard ratio, 0.70 (95% c1, 0.59-0.82)
£ P = 0.00001
o
>
H
S 1s
=
S
3 10
g
2
£
g s ~— Placebo
K] — Canaglifiozin
T
& 0+
o o 6 12 18 24 30 36 42
Months since randomization
No.at risk
Placebo 2199 2178 2132 2047 1725 1129 621 170
Canaglifiozin 2202 2181 2145 2081 1788 1211 646 196

ESKD, Doubling of Serum Creatinine, or Renal or CV Death

340 participants

245 participants

CREDENCE

13/11/21

2
Hazard ratio, 0.66 (95% CI, 0.53-0.81)
P <0.001

15
10
B

ESKD, Doubling of Serum Creatinine, or Renal Death

=== Placebo
= Canagliflozin

Participants with an event (%)
"

° 6 12 18 24 30
Months since randomization

No. at risk
Placebo 2199 2178 2131 2046 1724 1129
Canaglifiozin 2202 2181 2144 2080 1786 1211

36 a2
621 170
646 196

224 participants

153 participants

CREDENCE

Summary Forest Plot

Hazard ratio

Dialysis, kidney transplantation, or renal death* —t— 0.72 (0.54-0.97)
025 05 1.0 2.0 4.0

—_—
Favors Canaglifiozin Favors Placebo

(95% CI) P value

Primary composite outcome — 0.70 (0.59-0.82)  0.00001

Doubling of serum creatinine P 0.60 (0.48-0.76)  <0.001

ESKD —— : 0.68 (0.54-0.86)  0.002
eGFR <15 mL/min/1.73 m* - 0.60 (0.45-0.80) -
Dialysis initiated or kidney transplantation — 0.74 (0.55-1.00) -
Renal death ——— 0.39 (0.08-2.03) -

CV death - 0.78 (0.61-1.00)  0.0502

ESKD, doubling of serum creatinine, or renal death == | 0.66 (0.53-0.81)  <0.001

CREDENCE

14



Pacientes con DMy ERC
independientemente de
proteinuria (SCORED)

13/11/21

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
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Pacientes con proteinuria cony
sin DM (DAPA-CKD)

13/11/21

Objectives

« To assess whether treatment with dapagliflozin, compared with placebo, reduced the risk of renal and
CV events in people with CKD with or without type 2 diabetes, and who are receiving standard of
care including a maximum tolerated dose of an ACE inhibitor or ARB

 Primary outcome
- Composite outcome of sustained 250% eGFR decline, ESKD, renal or CV death

« Secondary outcomes (in hierarchical order)
- Composite outcome of sustained 250% eGFR decline, ESKD or renal death
- CV death or hospitalizations for heart failure
- All-cause mortality

DAPAC

i rate; ESKD, end-st
Transplant. 2020 Feb

idney disease

GFR, estmated g
¢ 5(2).274.26:

Heerspink HIL_of

Study Design

Key inclusion criteria: Key exclusion criteria:

+ 218 years of age « Type 1 diabetes

+ eGFR 25 to 75 mUmin/1.73m? « Polycystic kidney disease, lupus nephritis, ANCA-associated
+ UACR 200 to 5000 mg/g (22.6 to 565 mg/mmol) vascultis

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

24 weeks (if not contraindicated) enroliment

Randomization (1:1)
'

chefning H Dapaglifiozin 10 mg once daily
] i ITT principle; 681 events needed for 90%
1 I’ power to detect 22% relative risk reduction
for the primary composite outcome
1
: Matching Placebo once daily
S ig
-2W  Dayo 2w 2M 4m M Study End Date Study Closure Visit

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 DAPACKD
ANCA, antineutrophil cytoplasmic antibody. T, intention-to-treat; UACR. urinary albumin-to-creatinine ratio
ok HOL. of al. Nophrol Dial Transplant, 2020 Feb 1.35(2) 274.262: Wheeler DC. et al. Nephrol Dial

nsplant 2020 DOI 10.1093ndifaa234.
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Primary outcome:

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

lacebo
No es una indicacion aprobada para Costa Rica

Heerspink HJL_etal_Presented at ESC 2020.

21" Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
21 p=0.000000028 )
20{ NNT=19 - /312 Events
gm" Placebo
g e _
g
£ 2 o 197 Events
£ I
g —
3 s -
4 S Dapagliflozin
N -
0
0 4 8 12 16 20 24 28 32
Months since Randomization
No.atRisk
Dapagifiozn 2152 2001 1955 1898 841 1701 1288 831 09
212 183 196 @8 791 tees 12 77s 210

DAPAC

13/11/21

Secondary outcome:

Sustained 250% eGFR decline, ESKD, renal death

201 Hazard ratio, 0.56 (95% Cl, 0.45-0.68)
181 p=0.000000018

) 243 Events

1
£ 4 Placebo
g )
§ 2 PR
H p
" J 142 Events
g e T
£ 6
3
4 s 2
B o Dapagliflozin
0=y, —
0 : 5 7 6 2 2% 2 ®
Months since Randomization
No.atRisk
Owsgitozn 212 aon  tess e e ot e st a9
Placeto o ot e e e 122 7 2w
No es una indicacion aprobada para Costa Rica DAPACKD
Chronic dialysis, kidney transplantation, renal death
101 Hazard ratio, 0.66 (95% CI, 0.49-0.90)
p=0.0072
8
g Placebo /— 103 Events
§ 6
2 , 71 Events
H o
3 .
2 P
e Dapagliflozin
ol
o T s 7 6 2 % @ ®
Months since Randomization
Mo atRisk
Piacebo we e tom e e e s 3%

a 152 o
No es una indicacion aprobada para Costa Rica

Heerspink HJL_etal_Presented at ESC 2020.

DAPACKD
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Summary of the primary outcome and its components

13/11/21

Dapaglifiozin Placebo Hazard Ratio p-value
nts  events (95% CI)

Primary composite endpoint 197 312 boe 0.61(0.51,0.72) 0.000000028|
250% eGFR decline 112 201 ——— 0.53(0.42,067) <0.0001
ESKD 109 161 ] 0.64 (0.50, 0.82) 0.0004

eGFR <15 mU/min/1.73m? 84 120 e 0.67 (0.51,0.88) 0.0045
Chronic dialysis 68 99 S e 0.66 (0.48, 0.90) 0.0080
Transplantation 3 8 NC
Renal death 2 6 NC
CV death 65 80 0.81(0.58, 1.12) 0.2029
—
DAPACKD
Consistent effect of dapagliflozin across CKD aetiology
Dapagiiiozin  Placsbo Wazardratio  Ineracton
No.cparscparsilne 5% Gy
iy compoehe Sukeer
Diabetc nepnropay tsanart 20230 _ ossstom 083
Ischaemic/hypertensive CKD 241324 35/363 ——t 0.75 (0.4, 1.26)
Glomerulonephritides 22/343 49352 ——— 043(026,071)
Otvernronn 2214 2118 ==tll 058 (025,1.19)
Kidney-specifc outcome
Diaetic nephropathy anart ) . ossoaom) o7
Ischacmicypertensive CKD 181324 20383 L 074 (040,136)
Glomeruonephitdes 21343 ez = 043(025,072)
Other/unknown 101214 14/198 - - - 081(0.35.1.83)
Cardlovascular death o heart falur hospialisation
Dibetcnephvopatry T2 o712 = os70%.000 026
Iechaamihyporonshve CKO 171324 15063 E=I5s 129064, 260)
Glomenonepnides S5t 752 . 048012, 19
Ohertnknown b 039012128
Allcause moraity
Oibatic nephropathy Ttz Tou1230 . omzstomm 055
Iechaamichyporonsie CKO 141324 2263 ool 070036, 131
Gomeroneghrisces 343 w2 c . 5 031008, 113)
w21 anos . = ’ 057020, 161)
 Depagifionin beter  Piacebo Beter
DAPACKD
Consistent effect of dapagliflozin across CKD stages
Depagitiosin Plaoebo Hazard Ratio Interaction
No.of partipanisotal no. ) Patue
Primary ovteeres
Overal 172182 w22 £ 061051,072)
Stages asst ] om0 0z
stage 20 Tsatase P — 0s8(047,071)
Kideyspoctic wriooms
Overal 1z1s2 2212 = 056 (0.45,068)
siago 28 saese a1 = 051(040,068)
Cardlovaseular deathor heart falure hospitalization
Overal 1002152 1882152 == 071(05,082)
sage 4 1823 2031 Py omO4s 15 08
Stage 23 s2nsso ezt = 069(052,092)
Allcause moraity
Ovral Tora1s2 12152 == 069(052,088)
Stago 4 10299 svs T 08800120 09
stago 23 a6 sz =2 069(052,052)
~ Depagiforin Betier  iacebo Betier

4 CKD, 0GFR <30 mUiminy1. 73
(CKD, chronic kidney dseasa; oGFR.
Cheriow GM. JASN 2021; dothips:

230 mUmiv1 73
tmated glomerular fitration rate; ESKD, end stage kidney iease.
10.019/10.1681/ASN 2021020167
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Lesser declines in eGFR over the study

.
1% acute drop
ah—o

w e scm o g

with dapagliflozin

- Stage 213 CKD
@ S o
8 $ ' 4 -+ Dapagiiozin
H 3- " + Placebo
H
%
4 7 3% acute drop
Euli i+
g7k e & Stage 4 CKD
®  |&% acute drop H L § 3 o
H = Dapagitozn
} = Piaceno
s
A H R )
Time, months

Between slope difference’ (SE) m Stage 2/3 CKD

13/11/21

Acute, mUmin/1.73m?%/2 weeks -1.4(0.5) -26(0.2)
Chronic, mL/min/1.73m?/year 1.8(0.4) 19(0.2)
Total, mUmin/1.73m?/year 12(04) 09(0.2)
jo 2/3 CKD, 0GFR 230 mbLimin/1. 73 DAPAC
Secondary outcome:
All-cause mortality
121 Hazard ratio, 0.69 (95% CI, 0.53-0.88)
p=0.0035
10
g - 146 Events
g ® Placebo "
H A
§ ° i ,/” 101 Events
1. e
3 7 I
2 g Dapagliflozin
0 - -
S T S S R YR R
Wonths since Randomization
No.at ek
DAPACKD
Main causes of death in DAPA-CKD participants were sudden
cardiac death and infections
- T E WintT2D
£
1
22
i3
'g%
H
i
3
[
F IS PSS FH TSI LST S
g yefﬁ""\@ P gy
Ve S S
& e
Cause of death
DAPACKD

HE_ hoar tadure: M1 myocardial infarcbon
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Dapaglifiozin

Placebo

Benefit of dapagliflozin on all-cause mortality driven by reduction in
non-cardiovascular death

13/11/21

Hazard Ratio
No.of particpantstota o )
All-cause mortality 10172152 14612152 —.— 0.69 (0.53, 0.88)
Cardiovascular death a12152 5012152 —— 0.82(0.54,1.24)
Sudden cardac death w2rs2 s ol 089051, 159
Heart akre a21s2 wars2 PR 027(008,098)
Acute myocardl ifarcton 62152 sa152 = » 11903301
stoke sa152 s1s2 , . 1000029345
Non-cardiovascular death su2ns2 awnts2 . 054 (036,081
Infection 182152 282152 » R 0.64 (0.35, 1.15)
Makgnancy w212 0212 — 042(018,096)
Renal falure 22152 w2152 . . 034 007,170
RN X
—
Dupagifiozin betir . Placeo Beter
DAPACKD
Despite RAS blockade, patients with T2D and
advanced CKD are at risk of CKD progression
RENAAL: Losartan vs placebo’ IDNT: Irbesartan vs amlodipine vs placebo?
gl ) Prmas composte enooit g1} ) Frmar composte et
70 70
3 3 =
5 § o
£z g2 5
t £ H 0
25 8 0
¢ SIBISS
£3 £$s .,
& .
o - "
0 0

Months.

Reducing residual risk of renal events

CREDENCE: Canaglifiozin (+ ACEI/ARB)

vs placebo’

@l ) rimeny composte cutcome:

g2 E 2
£2 ~ 3
e /// I3
s . - =1 §
g — £
B S — H
g _— 2
H / =4 Residual H
s — risk
e ol &
Months

DAPA-CKD: Dapaglifiozin (+ACEi/ARB)
vs placebo (T2D subgroup)?

@]lf) | Socondar composie enaloutcome
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FDA NEWS RELEASE

FDA Approves Treatment for Chronic Kidney
Disease

Approval is First to Cover Many Causes of Disease

 share in Unkedin %5 Email & Print

For Immediate Release:  April 30, 2021

Today, the U.S. Food and Drug Administration approved Farxiga (dapagliflozin) oral
tablets to reduce the risk of kidney function decline, kidney failure, cardiovascular death
and hospitalization for heart failure in adults with chronic kidney disease who are at risk
of disease progression.

13/11/21

Consideraciones practicas y
reflexiones finales

Consideraciones practicas

« A pesar de su efecto nefroprotector, el efecto en reduccién de glucosa
va bajando entre menor sea TFG
* La reduccién es minima con TFG <45 cc/min/1.73 m2
* Se sigue manteniendo el efecto en reduccion de peso y presion arterial
* No estd claro los mecanismos
* En nefroproteccion, todos los estudios con TFG >25 cc/min/1.73 m2

* Algunos efectos adversos se presentan con mas frecuencia en TFG
<45 cc/min/1.73 m2
* Hipotensidn postural: ajustar dosis de diuréticos
 Algunos datos de hiperkalemia: no asi demostrado en los estudios con
desenlaces renales, sélo en los fases IlI
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Consideraciones practicas

* En quiénes tener mas cuidado?
+ Adultos mayores y personas fragiles
* pacientes con amputacion previa
« Parece que estd claramente establecido el papel que tiene en
insuficiencia cardiaca,
+ Independiente de si tiene 0 no DM
* Independiente de fraccion de eyeccién
* Lo que no esta tan claro es la secuencia de formacos

« Seguridad en pacientes aun sin diabetes

13/11/21

Puede descargar la
presentacion en:

Preguntas... OELAD)

chenku2409@gmail.com E

www.EndoDrChen.com

22


mailto:chenku2409@gmail.com

