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Agenda

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




Insuficiencia cardiaca
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Assessing Dapagliflozin in Patients with Chronic HFrEF
With or Without T2D12

4744 patients

Dapaglifiozin 10 mg
+ standard of carea

+ LVEF $40%within last 12 months

©GFR 230 mLimin1.73 m? lacebo

jmini1. Placeb
+ a

+_Stable SoC HFIEF treatment standard of cares

Median follow-up: 18.2 months

Visit 1 (envollment) Visit2 (andomization)  Vist3  Vistd  VIStS _Visits,etc
Day-14 bay0 Dayi4  Day6o Day120 Every120cays

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 ° i
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
Kcea
* Time to first of any of the of the :250%
sustained decline in eGFR or reaching ESRD" or renal death

- Time to death from any cause
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Primary Endpoint: CV Death or hHF or an Urgent HF Visit

a0
DAPA Placebo _HR (95% CI) o
o 3%  21.2% 0.74(065-085) Praceno 26%
g RRR
g DAPA 10 mg
£
3
g 49% ARR
5" NNT=21
Eo
H
s
——TTTT
o 3 s 9 1 15 18 2
Number at Risk Wonths rom Randomization

DAPA10mg 2373
Placebo 23

2147 2002 1560 1146 612

AR - sheoiut sk tecucion; OV = cardevasculr, DAPA - dapagozin; HE = i flure. AF - hosplaizalonfor hear ;I - hazerd rao; NNT * number needed 1o oot AR - refatie

Effects of Dapagliflozin on Worsening HF? and Mortality’

Dapa 10mg | Placebo
Outcome, n (%) (n=2373) (n=2371) HR (95% CI) HR (95% CI) value
—_—

G death, hHF, or urgent 386 (16.3) 502(21.2) 0.74(065,085)  <0.001
hHF or urgent HF visit 237 (10.0) 306(13.7) — 0.70(059,0.83) 0-00003
—_— ,
Hospitalization for HF 231(97) 318 (13.4) 0.70 (059, 0.83) 0:0001
—_—
CV death 227 (96) 273(115) 082(0.69,098) 0,029
—_—
CV death or hHF 382(16.1) 495 (209) 0.75(0.65,085)  <0.001
—_—
Death from any cause 276 (11.6) 329 (139) | 083071007 00220
0% 1

2
Dapaglifozin 10 mg Better < > Piacabo Better

Wrsaning HE inclucos WHF orurgant HE vist Nominal p-vaive




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
mg,

Placebo,

Outcome N (%) 1N (%) HR (95% CI)
Total population 386/2373(163) 50212371 (21.2) e 0.74 (0.65-0.85)
20 2151075 (20.0)  271/1064 (25.5) —— |  075(063090)
NoT2D 1711298(132) 2311307 (17.7) == |  0.73(0.60-088)

ﬂgg%g'y"e'“'c (HoAte 53/438 (12.1) 71419 (169) =S| 067 (0.47-0.96)
3 —_—
f&%be'es (HbATc25.7- 118/860 (13.7) 160/888 (18.0) 0.74 (0.59-0.94)

usly undlagnosed dlabates (HDATE 36.5% at Vishs 1 ana 2): A non-signiicant resul for
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Safety Outcomes?

_ oo e _
Event, n (%) 10 mg (n=2368) n=2368) alue

AE leading to treatment discontinuation 11 (4.7) 116 (4.9)
AE of interest

Volume depletiond 178 (7.5) 162 (6.8)
Renal AE® 153 (6.5) 170 (7.2)
Fracture 49 (2.1) 50 (2.1)
Amputation 13(0.5) 12(0.5)
Major hypoglycemiad 4(02) 4(02)
Diabetic ketoacidosise 3(0.1) 0(0)

3 7). 20.23;

0.79

0.40
0.36
1.00
1.00

y AES in 20 dapaoifizin patients
(1:2%) and 40 paceo patents (1 2 rious AES in 35 dagagiezin patents (1 6%) and 65 piaced patients (2.7% ), p=0.000. Serious adverse avents o acuts kidney injuy were
Enaed 02 Sapaghiely natens (1. 0%) a0t 48 plrae pelae (10X D Pl onit i e esane ol ik anan e ety sdier uvebyiries o issgonor
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Trial inclusion and exclusion criteria

Inclusion criteria

EMPEROR-Reduced'?
Age 18 years (Japan, age 220 years) af screening
Chronic HF NYHA class II-IV
HFYEF (LVEF <40%)
Elevated NT-proBNP

EF (%) NT-proBNP (pg/ml)
Patients without AF*
236 fo <40
231 to <35

<40% + HHF within 12 months
Further inclusion criteria apply

EMPEROR-Reduced
€GFR <20 mi/min/1.73 m?
or requiing dialysis

DAPA-HF*
Age 218 years
Chronic HF NYHA class II-IV
HFYEF (LVEF <40%)

NT-proBNP 2600 pg/ml or NT-proBNP 2400 pg/ml in
patients with HHF within 12 months

Patients without AF

Further inclusion criteria apply

DAPA-HF
€GFR <30 ml/min/1.73 m?
or rapidly declining renal function
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EMPEROR-Reduced: Time to Cardiovascular Death or

Hospitalization for Heart Failure (Primary Endpoint)
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Empaglifiozin

T
540

Days after randomization

Patients at risk
Placebo 1867 1715 1612 1345 1108 854

Emp: 1863 1763 1677 1424 1172 909

611
645

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

(95% C 0.65, 0.
P <0.0001

= q
630 720 810

410 224 109 Packer et al.
423 231 101 N Engl J Med (2020)

EMPEROR-Reduced: Effect on Individual

Components of the Primary Endpoint

Number of | Events/100
events (%) patient-yr

Number of Events/100

events (%) patient-yr

Primary composite
outcome

0.75
361 (19.4%) 15.8 462 (24.7%) 21.0 (0.65-0.86) <0.0001

First hospitalization

for heart failure 246 (13.2%) 10.7 342 (18.3%) 15.5

0.69
(0.59-0.81)

Cardiovascular

187 (10.0%) 76 202 (10.8%) 8.1

0.92
(0.75-1.12)




ces 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)
p=0.0006

-

Placebo /‘
/// .

/ ~"" 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 =

Empaglifiozin

-

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

Introduccién

« 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 02 suplementario, sin necesidad
de soporte inotrépico IV y con transicién hacia diuréticos orales

« Aleatorizado durante la hospitalizacion o durante los primeros 3 dias
post egreso a sotagliflozin 200 mg por dia vs placebo




100
90-|
Vean Ia frecuencia 80-
de los eventos!
(muerte CV,
hospitalizacién por

falla cardiaca, visita
a urgencias por falla

Events per 100 Patients
3
;

Placebo

Sotagliflozin

cardiaca) 40+
304
204 Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
10 P<0.001
T T T T T 1
3 6 9 12 15 18
Months since Randomization
No. at Risk
Placebo 614 524 416 305 195 100 25
Sotagliflozin 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 514 [247] 71.0 [330] 0.72(0.56-092)  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 1.0 763 __067(052,085) = =
LVEF (%)
<50 966 56.9 799  0.72(0.56,0.94) ——
250 256 306 640 048(0.27,086)
Geographic Region
Americas 346 683 1030 064 (043,095 ——
Europe 800 441 647  069(050,0.95) ——
Rest of World 76 484 783 060(0.23,158) ——————s—
First Study Drug Dose
Before Discharge 59 52.1 766 071(051,099) —a
After Discharge 626 500 761 064(0.45,090) — -
Sex
Female 412 419 520 080(051,1.25) ——
Male 810 557 83 062(047,082) ——
Age (years)
<65 364 571 711 079(051.1.23) —_—
265 858 480 785  062(047,082) i
©GFR (mlimin/1.73m2)
0 854 50.1 858  059(0.44,079) —.—
260 368 53.1 581 0.90(058,137) —

025 05 1

Bhatt DL Szarek M, Steq PG, ot al.. and Pitt B, N EnglJ Med, 2020, Bhatt DL AHA 2020, virtual,

Better




Adverse Events of Special Interest

Sotagliflozin Placebo
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N=605 N=611
Composite Term n (%) n (%) P-value
Bone fractures 12 (2.0) 9(1.5) 0.52
Diabetic ketoacidosis 2(0.3) 4(0.7) 0.69
Genital mycotic infections 5(0.8) 1(0.2) 0.12
Urinary tract infections 52 (8.6) 44(7.2) 0.40
Volume depletion 57 (9.4) 54 (8.8) 0.77
Diarrhea 42 (6.9) 25(4.1) 0.032
Pancreatitis 0 3(0.5) 0.25
Venous thrombotic events 0 7(1.1) 0.015
Malignancies 4(0.7) 4(0.7) 1.00
Adverse event leading to amputation 4(0.7) 1(0.2) 0.22
Severe hypoglycemia 9(1.5) 2(0.3) 0.037
BhattDI_Szacek M Stec PG atal and Pt BN Fool [ Med 2020 Bhatt DI_ANA 2020 vicual

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

1001 EF<40% (N=1758)  EF 40-50% (N=811) EF250% (N=1931)
0.78 (0.63-0.96) HR0.57 (0.40-0.82) HR 0.67 (0.51-0.89)

-0 -
H

H

i

- |

g " HR P paracion =0.35
i (by EF category)
£ RR P peracion =0.33

(by continuous EF)

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

20 0 4 50 60 7 80
Baseline Ejection Fraction, %
Sotaglifiozin = 95% CI Placebo = 95% CI
Bhatt DL. ACC 2021, virtual. For s anaiyss, paerts fom SCORED withany hisory of HF are nchded

Breakthrough results for empagliflozin confirm EMPEROR-Preserved
as first and only successful trial for heart failure with preserved
ejection fraction

o The EMPEROR-Preserved Phase il trial met its. for the

and risk
cardiovascular death or hospitalization for heart failure in patients with heart failure with preserved ejection fraction (HFDEF)
« HFDEF has been dlassified as ‘the single largest unmet need in cardiovascular medicine™ based on prevalence, poor outcomes and the absence of cinically
proven therapies to date’
the firstand. therapy to improve outcomes for the full spectrum of heart failure patients

regardless of ejection fraction




Efectos en nefropatia diabética
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Desenlace
compuesto

Desenlace
compuesto renal

Nueva aparicion
microalbuminuria

Doblamiento
creatinina

Terapia reemplazo
renal

Muerte renal

Inhibidores de SGLT2

EMPAREG 0.62 0561 0.62 056 045 NA
(0.54-0.70) (0.53-0.70) (0.54-0.72) (0.39-0.79) (0.21-0.97)

CANVAS (canaglifiozina) 060 0.50 077 NA
(0.75-0.97) (0.47-0.77) (0.79-0.88) (0.30-0.84) (0.30-1.97)

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

CREDENCE NA 0.6 (0.53-0.81) NA 0.60 (0.48-0.76) 0.74(0.55-1.00) NA

VERTIS (ertuglifiozina) NA 0.81(0.63-1.04) NA NA NA NA

SCORED NA NA NA NA NA

(0.46-1.08)

Estudios con desenlaces renales:

pacientes con DM y proteinuria
(CREDENCE)




Study Design

Key inclusion criteria Key exclusion criteria
+ 230 years of age + Other kidney diseases, dialysis, or kidney transplant
- T2DM and HbA1C 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/g + CV events within 12 weeks of screening
- Stable max tolerated labelled dose of + NYHA class IV heart failure
ACEi or ARB for 24 weeks - Diabetic ketoacidosis or TIDM

Canagliflozin 100 mg

2-week placebo run-in

Double-blind
randomization
(1:1)

Placebo
Follow-up at Weeks 3, 13, and 26 (F2F)
then every 13 weeks (alternating phone/F2F)

Partici il 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

9
g Hazard ratio, 0.70 (95% CI, 0.59-0.82) 340 participants
] P = 0.00001
§ 20
>
o
51
r
s
3 10
@
2
€
S s == Placebo
2 == Canagliflozin
£
5 oF
a ° 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 1786 1211 646 196

_ “

ESKD, Doubling of Serum Creatinine, or Renal Death

ok
e Hazard ratio, 0.66 (95% CI, 0.53-0.81) ~ Placebo
= P <0.001 — Canagliflozin
g 2
2 .
o 224 participants
c
S
£
]
2 10
2
2
g
S s
ol
£l =
a o 6 12 18 24 30 36 42
Months since randomization
No. at risk
Placebo 2199 2178 2131 2046 1724 1129 621 170
Canagifiozin 2202 2181 2134 2080 1786 211 646 1%

— “
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Summary Forest Plot

Hazard ratio

(95% CI) P value

Primary composite outcome —— ! 0.70 (0.59-0.82) 0.00001

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

ESKD ot 1 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 w—— 0.74 (0.55-1.00) -
Renal death —— 0.39 (0.08-2.03) -

CV death -l 0.78 (0.61-1.00) 0.0502

ESKD, doubling of serum creatinine, or renal death == | 0.66 (0.53-0.81)  <0.001
Dialysis, kidney transplantation, or renal death* _i_.l 0.72 (0.54-0.97) -

025 05 1.0 2.0 4.0

— —
Favors Canagliflozin Favors Placebo

Renal Safety

Number of participants
with an event, n

Canagliflozin Placebo Hazard ratio
(N =2200) (N =2197) (95% CI)
All renal-related AEs 290 388 —_— 0.71 (0.61-0.82)
1
Hyperkalemia 151 181 —_— 0.80 (0.65-1.00)
1
Acute kidney injury 86 98 —_— 0.85 (0.64-1.13)
—_—
05 10, 20

Favors Canagliflozin  Favors Placebo

octices s eated paricpants tough 20 g e st doce
_ e

Other AEs of Interest

Number of participants
h an event, n

Canaglifiozin _Placebo Hazard ratio
(N =2200) (N=2197) (95% CI)
Male genital mycotic infections* 28 3 I et 9,30 (2.83-30.60)
Female genital mycotic infections® 22 10 Le_ 2.10 (1.00-4.45)
Urinary tract infections 245 221 IS 1.08 (0.90-1.29)
Volume depletion-related AEs 144 115 Lo 1.25 (0.97-1.59)
Malignancies* 98 99 ol 0.98 (0.74-1.30)
Renal cell carcinoma 1 5 ——tm 0.20 (0.02-1.68)
Breast’ 8 3 e e—— 2.59 (0.69-9.76)
Bladder 10 9 —_— 1.10 (0.45-2.72)
Acute pancreatitis 5 2 B —— 2.44 (0.47-12.59)
Diabetic ketoacidosis 11 1 e 10.80 (1.39-83.65)

0.25 0.5 1.0_2.0_4.0 8.0 160 320
Favors Canagliflozin  Favors Placebo

Inciudes al reated partciponts through 30 doys ofte last dose except cancer,
Which ncludes ol raated potients hraugh the end of the rial

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

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

- with no requirement for macro- or micro-albuminuria

» CVrisk factors

Exclusion:
* Planned start of SGLT2 inhibitor

Bhatt DL Szarek M, Pitt B etal, and Steg PG, N Engl J Med, 2020 Bhatt DL AHA 2020, virtyal

SCOQ@

SCORED,

Efficacy Testing Hierarchy REDC
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 2.2[155] 2.4[170] 0.90 (0.73-1.12) 0.35
Total CV death, HHF, non-fatal MI, and non- 76[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) 0.93*
Total CV death, non-fatal MI, and non-fatal 4.8[343] 6.3 [442) 0.77 (0.65-0.91) 0.002*

stroke

**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 Engl J Med, 2020 Bhatt DL AHA 2020, virtyal,

12



Adverse Events of Special Interest SCOREDg
Sotagliflozin Placebo
N=5291 N=5286
Composite Term n (%) n (%) P-value
Urinary tract infections 610 (11.5) 585 (11.1) 0.45
Diarrhea 448 (8.5) 315(6.0) <0.0001
Volume depletion 278(5.3) 213 (4.0) 0.003
Bone fractures 11(2.1) 117 (2.2) 0.68
Genital mycotic infections 125 (2.4) 45(0.9) <0.0001
Severe hypoglycemia 53 (1.0) 55(1.0) 0.84
Malignancies 47 (0.9) 42(0.8) 0.60
Venous thrombotic events 31(0.6) 37(0.7) 0.46
Adverse event leading to amputation 32(0.6) 33(0.6) 0.89
Diabetic ketoacidosis 30(0.6) 14 (0.3) 0.022
Pancreatitis 12(0.2) 20(0.4) 0.16

Bhatt DL Szarek M Pitt B etal and Steg PG N EnglJ Med, 2020 Bhatt DL AHA 2020 virtyal
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Pacientes con proteinuria cony
sin DM (DAPA-CKD)

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

DAPACKD
No es una indicacién aprobada para Costa Rica

13



Study Design

30/7/21

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) vasculitis
+ Stable maximum tolerated labelled dose of ACEi or ARB for + Immunosuppressive therapy within 6 months prior to
24 weeks (if not contraindicated) enroliment
Randomization (1:1)
"
Scnfning : p Dapaglifiozin 10 mg once daily
1 : / ITT principle; 681 events needed for 0%
!

power to detect 22% relative risk reduction
for the primary composite outcome
1
1

! Matching Placebo once daily

H
-2W  Day0 2W 2m am M Study End Date Study Closure Visit
Visits every 4 months Within 6 weeks

+ Outcome analysis based on Cox proportional hazard mode stratified by type 2 diabetes and UACR and adjusted for eGFR
No es una indicacién aprobada para Costa Rica

NCA. antneut
Heerspink HL

DAPA

toplasmic antbody. ITT. intention-o-reat, UACR, urinary abumin-fo-c
Nephrol Dial Transplant. 2020 Feb 1.35(2) 274-262; Wheel

Primary outcome:
Sustained 250% eGFR decline, ESKD, renal or CV death

Hazard ratio, 0.61 (95% CI, 0.51-0.72)

p=0.000000028

201 NNT=19 /312 Events
® Placebo /~

14 -

12 p 197 Events

Cumulative Incidence (%)

0 4 8 12 16 20 2 28 2

Months since Randomization
No.at Risk

Dapsgifczn 2182 2001 195 tes  ted
Pacebo 22 193 e tess 171
No es una indicacién aprobada para Costa Rica

DAPACKD
Secondary outcome:
Sustained 250% eGFR decline, ESKD, renal death
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Chronic dialysis, kidney transplantation, renal death

°1 Hazard ratio, 0.66 (95% CI, 0.49-0.90)
2

p=0.007:
8
8 103 Events
§ 6 Placebo
H 71 Events
K /
H -
3 -
2
g Dapaglifiozin
Py —
o 4 8 12 16 20 21 28
Months since Randomization
No.atRisk
Dapagitozn 2152 2035 2021 2004 1977 188 1481 7

0o 201 2008 o1 1es e tese
No es una indicacién aprobada para Costa Rica

30/7/21

DAPACKD
Summary of the primary outcome and its components
Dapaglifiozin Placebo Hazard Ratio p-value
nts  events (95% CI)
Primary composite endpoint 197 312 —_— 0.61(0.51,0.72) 0.000000028|
250% eGFR decline 12 201 ———— 0.53(0.42,067) <0.0001
ESKD 109 161 —— 0.64(0.50, 0.82) 0.0004
eGFR <15 mUmin/1.73m? 84 120 —_— 0.67 (0.51,0.88) 0.0045
Chronic dialysis 68 99 —_— 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

06 10
Hazard Ratio (5% CI)

No es una indicacién aprobada para Costa Rica DAPA
Hoerspink HL ool Prosentedaf £5C 2020
Secondary outcome:
All-cause mortality
121 Hazard ratio, 0.69 (95% Cl, 0.53-0.88)
p=0.0035
10
146 Events
g 8
: © 101 Events
i _—
3 e o
2 Ve Dapaglifiozin
. -
0 4 8 12 16 20 2 28 32
Months since Randomization
No.at Risk
Dspegifozn 2152 2009 2029 2017 1%8 1925
Placebo 215 0 1wz 102
No es una indicacion aprobada para Costa Rica DAPACKD

Heerspink HL etal Presented at ESC 2020.
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FDA NEWS RELEASE

FDA Approves Treatment for Chronic Kidney
Disease

Approval is First to Cover Many Causes of Disease

f share in Uinkedin &% Email | & Print

For Immediate Release:  April 30, 2021

Today, the U.S. Food and Drug Administration approved Farxiga (dapaglifiozin) 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.

30/7/21

Enfermedad cardiovascular

MACE AM no fatal Mortalidad CV | Mortalidad total | Hospitalizacién por
falla cardiaca

Inhibidores de SGLT2

086 087 1.24 062 068 065
(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 0386 085 090 087 087 067
(canaglifiozina) (0.75:097) (0.69-1.05) (0.71-1.15) (0.72-1.06) (0.74-1.01) (052-0.87)
093 089 101 098 093 073
(dapaglifiozina) (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 10 10 092 NA 070
(0.95-1.11) (0.86-1.27) (0.76-1.32) (0.77-1.11) (0.54-0.90)
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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

30/7/21

mmm Mertaend €0 | monatons ot

Anlogos de GLP1

102 103 112 098 094
(089-117)&  (087-1.22) (0.79-1.58) (0.78-1.22) (0.78-1.13)

LEADER (liraglutide) 087 088 089 078 085
(0.76-0.97) (0.75-1.03) (0.72-1.11) (0.66-0.93) (0.74-0.97)

SUSTAIN-6 074 074 061 098 105
(semaglutide SC)  (0.58-0.95) (0.51-1.08) (0.38-0.99) (0.65-1.48) (0.74-1.50)

PIONEER-6 079 118 074 049 051
(semaglutide oral)  (0.57-1.11) (0.73-1.90) (035-1.57) (0.27-0.92) (0.31-0.84)

EXSCEL (exenatide) 091 095 086 088 086
(0.83-1.00) (0.84-1.09) (0.70-1.07) (0.73-1.05) (0.77-0.97)

078 075 086 093 093
(0.68-0.90) (0.61-0.90) (0.66-1.14) (0.73-1.19) (0.73-1.19)

REWIND 088 096 075 091 090
(dulaglutide) (0.79-0.99) (0.79-1.15) (0.61-095) (0.78-1.06) (0.80-1.01)

AMPLITUDE-O 073 078 074 072 078
(efpeglenatide) (058-0.92) (0.55-1.10) (0.47-1.16) (0.50-1.03) (0.58-1.06)

Hospitalizacién por

falla cardiaca

096
(0.75-1.23)

087
(0.73-1.05)
111
(0.77-1.61)
086
(0.48-1.55)
094
(0.78-1.13)
095
(0.79-1.16)
093
(0.77-1.12)
061
(0.38-0.98)

Consideraciones practicas y
reflexiones finales
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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 reduccién de peso y presion arterial
* No esta 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

30/7/21

Consideraciones practicas

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

« Seguridad en pacientes aun sin diabetes

Puede descargar la
presentacion en:

Preguntas... OEAD)

chenku2409@gmail.com E

www.EndoDrChen.com
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