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Epidemiologia mundial de la CKD
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La expectativa de vida con insuficiencia renal es menor que
con canceres comunes
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Mas de la mitad de los adultos con DMT2 tienen CKD
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La prevalencia de CKD en pacientes con DMT2 es alta
constantemente

Prevalencia de CKD en DMT2 ajustada por edad: NHANES, 2007-2012
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La mortalidad se presenta con mayor frecuencia en pacientes
con diabetes y nefropatia que en aquellos que no las padecen

Incidencia de mortalidad normalizada
acumulada en 10 afos (%)
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Eventos renales derivados de la VFGe y la albuminuria
La accion en diabetes y vasculopatia: El estudio ADVANCE
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Muerte CV por VFGe y albuminuria

La accion en diabetes y vasculopatia: Estudio de evaluacion controlada
preterAx y diamicroN-MR (ADVANCE)

Muertes cardiovasculares
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|dentificando fenotipos

Risk factors and mechanismsin non-
proteinuric renal diseases

Hypertension u

Obesity/overweight

High serum triglycerides levels

Insulin resistance

Glomerular hyperfiltration at single nephron level in
individuals with low nephron mass

Bolignano D. Nephrol Dial Transplant. 2017;32:ii94




Nefroesclerosis

 Ausencia de proteinuria
* Sedimento urinario relativamente normal
* Causa mas comun de progresion a enfermedad renal crénica
* La proteinuria sélo es un indicador de dafio glomerular
* Impacto control glicémico y modulacién del SRAA
* Puede haber dafio tubular o vascular por diabetes

* NHANES I
* S6lo 30% de pacientes con DM y TFG <60 cc/min tenian albuminuria
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Bolignano D. Nephrol Dial Transplant, 2017;32:ii94

Mas de la mitad de los adultos con DMT2 tienen CKD
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Factores de riesgo y objetivos para prevenir la enfermedad renal/CV

Objetivo indi i de HbA1c, pero es de ~7%!’

Objetivo de <130/80 mmHg en pacientes con micro/macroalbuminuria

TA

Obijetivo de <140/90 mmHg en pacientes con normoalbuminuria?

Administrar el inhibidor de ACE o los ARB cuando la excrecion de albuminuria sea 230 mg/g!

Se recomienda la reduccion de lipidos para disminuir el riesgo de eventos ateroscleréticos;
no se recomiendan las estatinas en pacientes que reciben hemodialisis!

e 2022357 a1s




Nuevas terapias para manejo de
enfermedad renal diabética
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Inhibidores de SGLT2

Desenlace Desenlace Nueva aparicion Doblamiento Terapia reemplazo | Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal
inhibidores de SGLT2
EMPAREG 062 o061 062 056 045 NA
(empaglifiozina) (0:54-0.70) (053-0.70) (0:54-0.72) (033-0.79) (021:097)
CANVAS (canagliflozina) 0.86 0.60 0.80 0.50 NA
(075-097) (047-077) (0.73-0.88) (030-084) (030-1.97)
DECLARE (dapaglifiozina) NA 0.53 (0.43-0.66) NA NA NA NA
CREDENCE NA 0.6 (0.53-0.81) NA 0,60 (0.480.76) 0.74(0.5-1.00) 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)




Desenlaces renales en DECLARE
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Renal-specific Outcome*
Decrease eGFR >40%. FSRD or Renal Death

oo < Placebo 2:%)
o DAPA 10 mg (1.5%)

Time since candomization (years)

Composite Renal Outcomes and Individual
Components* _ _—

Rato Rate
AN (@years)  N(R)  (ayears)
Secondary Renal Composite Outcome

Hazard Ratio
(95%C1) Palue

GFRdecrease 240% 060, ESRD;  a70/8582(4.3)  42% 48008578 (56) 076(067.087)  <0.0001
or enal or CV death
Renal-specific Outcome:

GFRdecrease 240% 060, ESRD  17/882(15)  15% 2388578 (28)

or renal death 053(043.066)  <0.0001

Individual Components

GGFR decrease 240% 0 <60 OBsER(14) 4% 2UBSTB(26) 054(043067) <0001
End stagerena disease (ESRD) GBS0 01%  19857(02) 031013079 0013
Renaldeatn GBS0 01%  10BSTA0Y) 0s0(02165 032
oV deatn MuSER2Q9) 27 2498578(29) 0s8(082117) 083
ESRD orrenal death eS8 0% 278578 (03) 04102008) 002




Estudios con desenlaces renales:
pacientes con DM y proteinuria
(CREDENCE)
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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 T1DM

Canagliflozin 100 mg
2-week placebo run-in
bi
randomization Placebo
(1:1)

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

Partici i tr if eGFR was <30 mL/min/1.73 m2 until chronic dialysis was

iated or kidney transplant occurred.

CREDENCE

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

Hazard ratio, 0.70 (95% CI, 0.59-0.82)
P =0.00001

340 participants

— Placebo
— Canagliflozin

Participants with an event (%)
o N N

o4
0 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

_ “
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ESKD, Doubling of Serum Creatinine, or Renal Death
g —
< Hazard ratio, 0.66 (95% CI, 0.53-0.81) Placebo
] P <0.001 = Canagliflozin
]
>
v 224 participants
s
]
£ .
310 153 participants
H)
€
8 s
K]
E o+ —
o o 6 12 18 24 30 36 a2
Months since randomization
No. at risk
Placebo 2199 2178 2131 2046 1724 1129 621 170
Canagliflozin 2202 2181 2144 2080 1786 1211 646 196

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 -~ 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 e 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
Dialysis, kidney transplantation, or renal death* —— 0.72 (0.54-0.97) =
025 05 1.0 20 40

CREDENCE

Favors Canai\iﬂozin Favors Placebo

Pacientes con DMy ERC
independientemente de
proteinuria (SCORED)




Key Inclusion and Exclusion Criteria

Inclusion:

+ Type 2 diabetes with HbA1c=>7%

+ eGFR 25-60 mL/min/1.73m?2

- 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 EnglJ Med, 2020 Bhatt DL AHA 2020 virtual

SCORED)
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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 M, 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

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

Key inclusion criteria:

« 218 years of age

+ eGFR 25 to 75 mLmin/1.73m?

+ UACR 200 to 5000 mg/g (22.6 to 565 mg/mmol)

+ Stable maximum tolerated labelled dose of ACE: or ARB for
24 weeks (if not contraindicated)

Key exclusion criteria:

Type 1 diabetes
« Polycystic kidney disease, lupus nephritis, ANCA-associated
vasculitis
Immunosuppressive therapy within 6 months prior to
enrollment

Randomization (1:1)
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ANCA, antineut
Heerspink HL

Transplant. 2020 Feb 1.35(2) 274-262; Whee!

Visits every 4 months

No es una indicacin aprobada para Costa Rica, Honduras, Panamé, Guatemala, Republica Dominicana
asmic anibody, . infenon o-veat: UAGR, urnary albui-o-creatiine

"
Scnfning : Dapaglifiozin 10 mg once daily
| ' ITT principle; 681 events needed for 0%
1 L [power to detect 22% relative risk reduction
for the primary composite outcome
| [ TorTeprmany composTeoffome |
: Matching Placebo once daily
o ! i i [
-2W  Dayo 2w 2m am M dy End Date Study Closure Visit

Within 6 weeks

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

DAPA

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/1.73m2, mean 43 43
UACR, mg/g, median 965 934
ACEi or ARB, % 97 97
No es una indicacion aprobada para Costa Rica, Honduras, Panamé, Guatemala, Republica Dominicana DAPACKD
Wheeler DC. et . Nephrol Dial Transplant 2020 DOI 10.1093hdifaaz34.
Primary outcome:
Sustained 250% eGFR decline, ESKD, renal or CV death
21" Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
221 p=0.000000028
2! NNT=19 /312 Events
g Placebo [/
g 16 _J
g u
2 197 Events
Dapaglifiozin
0 4 3 2 16 20 24 £ 2
Months since Randomization
No.atRisk
Dapegifozn 2152 2001 1955 1898 1841 o1 1z et
Pacebo 212 18 16 1ese et tees 1z 77 A
No es una indicacion aprobada para Costa Rica, Honduras, Panama, Guatemala, Reptiblica Dominicana DAPACKD

Heerspink HIL. etal Presented at ESC 2020.
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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
14 Placebo
12 I
e § 142 Events
g e -
E s
3
4 . 4
N S Dapaglifiozin
|
0 3 8 12 ) 2 E) 3
Months since Randomization
No.atRisk
Dupagitozn 2152 2001 1955 T
Phoewo 252 1m 1o o ves
No es una indicacién aprobada para Costa Rica, Honduras, Panamé, Guatemala, Repiiblica Dominicana DAPA
Hoarsink Wit ol Prosent 2
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Chronic dialysis, kidney transplantation, renal death

01 Hazard ratio, 0.66 (95% CI, 0.49-0.90)

p=0.0072
8
H 103 Events
§ e Placebo
< 71 Events
£ 4 A
H —
3 .
2
Dapagliflozin
N
0 4 8 12 16 20 21 28 32
Months since Randomization
No.at Risk
Dapagifozin 2152 2035 2021 204 1o = 1281 £
Placebo 212 281 206 tem11® o0 e a6

DAPAC!

No es una indicacion aprobada para Costa Rica, Honduras, Panamé, Guatemala, Republica Dominicana
ebTSa L et PrecontEy ot EoC 258,

Summary of the primary outcome and its components

Dapaglifiozin Placebo HazardRatio  p-value

ents  events (95%CI)

Primary composite endpoint 197 312 — 0.61(0.51,0.72) 0.000000028
250% eGFR decline 12 201 —_— 053(0.42,067)  <0.0001
ESKD 109 161 —_— 064(050,082)  0.0004

€GFR <15 mUmin/1.73m? 8 120 e — 067(051,088)  0.0045
Chronic dialysis 68 % _— 0.66(0.48,090)  0.0080
Transplantation 3 8 NC
Renal death 2 6 NC
CV death 65 80 I — 081(058,1.12) 02029
03 14

06 10
Hazard Ratio (35% C1)
—

No es una indicacién aprobada para Costa Rica, Honduras, Panamé, Guatemala, Repiiblica Dominicana
N, not calulable
Heorspink HUL et al. Presented at £SC 2020.
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Primary outcome - pre-specified subgroup analysis

No es una indicacion aprobada para Costa Rica, Honduras, Panamé, Guatemala, Rep

Dapaglifiozin Placebo HazardRatio  p-value
events events (95%Cl) interaction

All patients 197 312 — 061(0.51,0.72)

With type 2 diabetes 152 229 —— 064 (0.52,0.79)

Without type 2 diabetes 45 83 —_— 050(0.35,072) 024
UACR £1000 mg/g 44 8 —_— 054(0.37,0.77)

UACR >1000 mg/g 153 228 — 062(050,076) 052
€GFR <45 mUmin/1.73m? 152 217 ——— 0.63(0.51,0.78)

€GFR 245 mL/min/1.73m? 45 9% —_— 049(0.34,069) 022

03
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No es una indicaci6n aprobada para Costa Rica, Honduras, Panamé, Guatemala, Republica Dominicana
Heerspnk HiL et i Provented of £5C 2520

DAPACKD
Hoorspink il otal Pesented st ESC 2020,
Secondary outcome:
All-cause mortality
121 Hazard ratio, 0.69 (95% ClI, 0.53-0.88)
p=0.0035
10
g€ - 146 Events
- Placebo
]
s © y 101 Events
i e,
H ~
2 Dapaglifiozin
ol
0 4 5 2 16 20 24 2 %@
Months since Randomization
No.at sk
Ospagifozn 2152 209 208 207 1we  1es 131 00
Pacsbo 212 205 208 193 o2t 150 an
DAPACKD

Safety

Safety outcomes*, n (%) Dapaglifiozin Placebo
(N=2149) (N=2149)

Discontinuation of study drug 274 (12.8)
Discontinuation due to adverse event 118 (5.5)
Any serious adverse event 633 (29.5)
Adverse events of interest
Amputation’ 35 (1.6)
Any definite or probable diabetic ketoacidosis 0
Fracture* 85 (4.0)
Renal related adverse event® 155 (7.2)
Major hypoglycaemia $ 14 (0.7)
Volume depletion® 127 (5.9)
Serious adverse events of volume depletion 22(1.0)

No es una indicacion aprobada para Costa Rica
“Safety outcomes reported in participants on and off reatment.'surgicalor spontaneous/non-surgic
#based on pre-defined lst of . terms: SAE with the ollowing crteria confirmed by the ive:
behaviour, ) need of extemal assistance. i ntervention t freat hypoglycaemia, ) promp recoy
Heerspink HILetal. Presented af ESC 2020.

309 (14.4)
123 (5.7)
729 (33.9)

39(1.8)
2(0.1)
69 (3.2)

188 (8.7)
28 (1.3)
90 (4.2)
18(0.8)

D paPACKD
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FDA NEWS RELEASE

FDA Approves Treatment for Chronic Kidney

Disease

Approval is First to Cover Many Causes of Disease

For Immediate Release:

f share in Linkedin &% Email

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.

21/7/21

Revisando los eventos adversos

Renal Safety

Number of participants
with an event, n

Canagliflozin Placebo

(N = 2200) (N = 2197)

Hazard ratio

All renal-related AEs

Hyperkalemia

Acute kidney injury

290 388
151 181
86 98

ey

Favors Canaglifiozin ~ Favors Placebo

Incluses ol eated participonts through 30 days after st dose.

(95% CI1)
— | 0.71 (0.61-0.82)
1
— 0.80 (0.65-1.00)
—-—: 0.85 (0.64-1.13)
i) 20

CREDENCE
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ITU

EMPAREG 18.1%

CANVAS 40 x 1000 pts afio
DECLARE 1.5%

VERTIS 12.2%

CREDENCE 11.1%

18.2%

37 x 1000 pts afio

1.6%
10.2%
10.0%

NA
HR 1.09 (0.89-1.34)
NS
NA
HR 1.08 (0.90-1.29)

21/7/21

Infeccion genital

EMPAREG 6.5% 1.8% NA
CANVAS 69 x 1000 pts afio (F) 18 x 1000 pts afio (F) HR 4.37 (2.78-6.88) (F)
35 x 1000 pts afio (M) 11 x 1000 pts afio (M) HR 3.76 (2.91-4.86) (M)
DECLARE 0.9% 0.1% <0.001
VERTIS 7.8% (F) 2.4% (F) NA
5.1% (M) 1.2% (M) NA
CREDENCE 2.27% 0.59%
Adverse Events of Special Interest SCOREDq
Sotagliflozin Placebo
N=5291 N=5286
Composite Term n (%) n (%) P-value
Urinary tract infections 610 (11.5) 585 (11.1) 045
Diarthea 448 (8.5) 315 (6.0) <0.0001
Volume depletion 278 (5.3) 213 (4.0) 0.003
Bone fractures 111 (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 Engl J Med, 2020 Bhatt DL AHA 2020, virtyal,

15



Otros andiabéticos

21/7/21

Desenlace. Desenlace Nueva aparicién Doblamiento Terapia reemplazo Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal
Inhibidores de DPP4
SAVOR NA 108 NA 0.90 NA
(saxagliptina) 4! (0.88-132) (0.89-1.36) (0.61-1.32)
MINE NA NA NA NA NA NA
(alogliptina)
NA NA NA NA NA NA
(sitagliptina)
[CARMELINA (linagliptina) | 0.86 (0.78-0.95) 0.98 NA NA 087 NS
(0.82-1.18) (0.69-1.10)
Analogos de GLP1
ELXA NA NA NA 116 NS NS
(ixisenatide) 2 (0.74-1.82)
LEADER (liraglutide) 084 078 074 0.88 087 159
(0.79-0.97) (0.67-0.92) (0.60-0.91) (0.66-1.18) (0.6-1.24) (0.52-4.87)
SUSTAIN-6 (semaglutide) NA 064 054 128 0.91 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

AMPUFTUDE]

Least Square Mean Change in
Estimated GFR (ml/min/1.73m?

No. of Participants.
Efpeglenatide 2717 2566

Placebo

1357 1274

2520
1250

Months

2453
1194

2024 490
953 25
Gerstein H_N Engl J Med. 2021
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Efpeglenatide 4 or 6 mg versus Placebo

Kidney Composite Outcome*

AMPLITUDE

21/7/21

20 - Hazard Ratio 0.68 (95% C10.57, 0.79) o
P <0.0001 /!
Placebo. .~
15 4 -
2 U ot
: H
£ 10 g .
z ;
3 . Efpegienatide 4/6mg
-
s | ;
H
1
“New MA, 6GFR fall > 40%, kidnoy
roplacement thorapy, or 6GFR < 15
0 T : )
0 6 12 2
o stRisk Time Since Randomization (Months)
Rocebs™  1amp e e 1062
Elegoasse 5 18 148 25

240
Gerstein HOREna) ) Med 2021; oniine Jun.

AMPLRUDE;
Primary and Secondary Outcomes
et oo wmosic) P

Primary Outcome (MACE) 39 53  0.73(0.58,092) 0.0069
Expanded MACE 54 68  0.79(0.65,096) 0.020

Renal Composite Outcome 77 11.6 0.68 (0.57,0.79) <0.0001
MACE or non-CV Death 45 60  0.73(0.59,091) 0.0040

Renal Function (no MA) or Death 25 3.1 0.77 (0.57,1.02)  0.072
yﬁiﬁ;m:ﬁmfﬁa‘h’ HF, Renal 5.1 7.0 0.71(0.59,0.87)

Finerenona:

estudio FIDELIO

17



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

r) Finerenone is a novel, nonsteroidal, selective MRA that

W, inhibits inflammation and fibrosis and is design d
-"r-; > the risk of CVD and CKD progression

< 5734 patients randomized

Finerenone 10 or 20 mg od" —
——e

26 " median follow-up

49 48 countries
Lo e

Key endpoints

& cv composite Time to CV death, nonfatal MI, nonfatal stroke, or hospitalization for HF

@ FIDELIO

21/7/21

Enrolled patients were well-controlled

Key inclusion and exclusion criteria and well-treated

HFCEF with 99.8% Sasn WhAts of
ASHAIS Fusey oY T . NYHA Class IV on n ACE) or ARB 7.741.3%
Diuretics use: $6.6% ((N womsorat )
, . B-blocker use: §2.3% et
226-<78 mUmIn/1.73 my Uncontrolled prempheriry 138.0£14.4 mmHg
anterial \
On max. tolerated
dose of ACEi or ARB = .
jor b6 wosls CV characteristics at baseline 1
HbAtC >12% —_——
Moderately"/severely
elevated albuminuria 7.7% 45.9% of patients with a history of CVO.
of patients
Kyurum 54.8 mmolL Other kidney disease! - W
‘baseine

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

Primary endpoint Key secondary endpoint

(95% C10.73-0.83) HR=0.86 (95% C10.75-0.99)
pe0.034

Cumutative mcidence (%)

Cumutative ncidence (%)
\
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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% C1 0.68-1.08)
g i
§ /7 § v
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® 7 i -
3 -~ 3 /
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Overall treatment-emergent adverse events were similar between
treatment arms with a manageable increase in hyperkalemia

Similar overall
treatment-emergent
AEs and SAEs
between treatment arms

Modest effect on
No difference
n HbA1c

3

| FIDELIO

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

° Any TEAE TEAE with clinical consequences

Finerenone (n=2827
g = 25 516 Placebo (n=2831)
F£20 1 (183%)
2w
§5" 255
"0 (9.0%)
= 64
5 2.5%) 25 40 8
(23%) (09%) (14%) 03%) o 0
0 . — )
Any hyperkalemia  Hy
e leading to leading o leacing to death
permanent hospraizaton
dscontinuation (“‘)1 FIDELIO
ppatos £ | e
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Impacto en las guias

21/7/21

CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
'WITH ESTABLISHED ATHEROSCLEROTIC CARDIOVASCULAR @
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)
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it urther intensification s
bl to tolorate
GLP1RA and/or SGLT2,

» DPP-41if not on GLP-1RA

ESTABLISHED ASCVD OR CKD

« If A1C s above target despite
recommended first-line treatment and
the patient has ASCVD or CKD:

* ASCVD Predominates:
+ Add GLP-1 RA with proven CVD
benefit, OR
* Add SGLT-2 inhibitor with proven
CVD benefit (if eGFR adequate)
* If HF or CKD Predominates:
* Add SGLT-2 inhibitor with evidence
of benefit
+ If can’t take an SGLT-2 inhibitor,
use a GLP-1 RA with proven CVD
' ?Zﬁ;"iil’?ﬁ; Z.A,)i o benefit

+ Av0id TZD Inthe.
setting of HF
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Treatment algorithm in patients with T2DM and ASCVD or @ ESC
high/very high CV risk - drug naive (1) oy

a) Type 2 DM - Drug naive patients

AASCVD, or high / very high CV risk =J
(target organ damage or multiple risk factors)®
SGLT2inhibitoror ¢
GLP-1RAMonotherapy® Metformin Monotherapy
If HbAuw above target If HbAuw above target
o (o SGLT2i !
Add Metformin -41 | GLP-1RA| jfeGrr | TZD

adequate 1
3

‘ If HbAu above target
L

£sc "

www.escardio.org/guidelines
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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 reduccién de peso y presidn 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
* Hipotension postural: ajustar dosis de diuréticos
« Algunos datos de hiperkalemia: no asi demostrado en los estudios con
desenlaces renales, sélo en los fases |1l
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Consideraciones practicas

* En quiénes tener mas cuidado?
« Adultos mayores y personas fragiles
* pacientes con amputacion previa
* Hay algunos datos en personas post tansplante de rifion
* Mantiene efectividad
« Series de casos muy pequefios
« No interaccién con inmunosupresores

21/7/21

Conclusiones

* Los iSGLT2 tienen efecto mas alla del efecto glucosurico

* Han evidenciado menor progresion de enfermedad renal en pacientes
cony sin DM

* Se estan posicionando como indicacion absoluta en el tratamiento de
DM y que tengan falla cardiaca y enfermedad renal diabética

« Eficacia glicémica disminuye conforme desciende TFG pero no su
efecto nefroprotector

* Las Unicas 2 terapias que han mostrado alterar la evolucion de
nefropatia diabética dese los ARAs son iSGLT2 y finerenona

Puede descargar la
presentacion en:

Preguntas... OEAD)

chenku2409@gmail.com E

www.EndoDrChen.com
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