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Beneficios metabdlicos de los
iISGLT2
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ler concepto: mecanismo de
accion “clasico”

SGLT2 permite la reabsorcion de glucosa
renal
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Reduccion consistente en la HbAjcen la Semana 24
en diferentes estudios
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Los estudios considerados no son estudios “head to head”, de forma que no es possible realizar comparaciones
directas. * Estadisticamente significativo versus placebo utilizando Ia correccion de Dunnett’s; la media ajustada
desde el nivel basal mediante ANCOVA, excluyendo la excluding data after rescue (LOCF). ANCOVA, andlisis de
covarianza; LOCF, la dltima observacién prospective realizada
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Changes in Individual HbA1c and Body Weight
in Patients Receiving Dapagliflozin or Placebo

* ~65% of dapagliflozin-treated patients achieved reductions in both HbAlc and body weight
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2do concepto: nuevos
mecanismos
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Glucagon y efectos vasculares

* Niveles altos de glucagon:
* Vasodilatacion
* Aumento de flujo plasmatico renal
* Aumento de TFG
* Aumento de natriuresis en estados de ayuno

Wanner C. Am J Med. 2017;130:563

EMPAREG: analisis de variables
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Niveles de EPO con empagliflozina
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Dapagliflozina vs bumetanida
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Dapaglifiozina vs bumetanida

3er concepto: efectos en
personas sin diabetes
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No T2D
——PBO (n=1307); BL HbA1c 5.8% (£0.4)
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HbA1c by Baseline Diabetes Status
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Weight by Baseline Diabetes Status

No T2D T2D
——PBO (n=1307); BL weight 77.5 (+19.5) kg
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Results:

° Placebo: 93/1307 (7.1%; 5.0/100 pt-yrs)
Incidence of o | Dapa:  64/1298 (4.9%; 3.4/100 pt-yrs)
new onset T2D 2
. &2+ HR =0.68 (95% Cl, 0.50-0.94); p=0.019
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3 | e —
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LR adjusted for baseline HbA1c: OR 0.72 (0.51, 1.02)
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Seguridad cardiovascular

4to concepto: proteccién
cardiovascular y reduccion en
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 10 1.0 092 NA 0.70
(0.95-1.11) (0.86-1.27) (0.76-1.32) (0.77-1.11) (0.54-0.90)
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5to concepto: efecto de clase?

Time to first MACE - subgroup analysis by ASCVD

MACE Treatment Placebo

Rate/1000  Rate/1000 Hazard ratio
patient-years _patient-years (95% Cl)
ASCVD EMPA-REG OUTCOME 374 439 0.86 (0.74-0.99)
CANVAS Program 341 4“3 0.82 (0.72-0.95)
DECLARE-TIMI 58 368 410 0.90 (0.79-1.02)
CREDENCE 556 650 0.85 (0.69-1.06)
VERTIS CV 400 403

0.99 (0.88-1.12)

Pooled estimate 0.89 (0.84-0.95)

(Q statistic P = 0.34; I = 11.8%)

No ASCVD CANVAS Program 158 155 ' 0.98 (0.74-1.30)
DECLARE-TIMI 58 134 133 . 1.01(0.86-1.20)
CREDENCE 220 327 . 0,68 (0.49-0.94)
Pooled estimate - 0.94 (0.83-1.07)
(Q statistic P = 0.10; I = 56.5%)
025 05 10 20
- >
Favors Treatment Favors Placebo

P interaction = 0.63
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Time to CV death

CV DEATH Treatment Placebo
Rate/1000  Rate/100
patient-years _patient-years
EMPA-REG OUTCOME 124 202 .
CANVAS Program 16 128 *
DECLARE-TIMI 58 70 71 .
CREDENCE 190 244 .
VERTIS CV 176 19.0 4
Pooled estimate -
(@ statistic P= 0.02; = 64.3%)
025 05 10

-
Favors Treatment

Hazard ratio
(95% CI)

062 (0.49-0.77)
0.87 (0.72-1.06)
0.98 (0.82-1.17)
0.78 (0.61-1.00)
0.92(0.77-1.10)
0.85 (0.78-0.93)
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6to concepto: del temor de lesion
renal a ser renoprotectores

Desenlace
compuesto

Desenlace
compuesto renal

Nueva aparicion
microalbuminuria

Dablamiento
creatinina

Terapia reemplazo
renal

Muerte renal

Inhibidores de SGLT2

0.61 0.62 056 0.45 NA
(empaglifiozina) (0.53-0.70) (0:54-0.72) (039-079) (0:210.97)
CANVAS (canaglifiozina) 086 0.80 050 NA
(0.75-097) (0.79-0.88) (030-084) (0:30-1.97)
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
Andlogos de GLPL
ELIA NA NA NA NS NS,
(ixisenatide) 07 (0.74-1.82)
LEADER (lraglutide) ¥ 078 . 0.8 87
(0.79-:097) (0.67:0.92) (0.60-0.91) (0.66-1.18) (0:6-1.24) (©52:4.87)
SUSTAIN-6 (semaglutide) NA 064 ¥ ) NA
(0.46-0.88) ©037:077) (0.64-2.58) (0.40-2.07)
HARMONY (albiglutide) NA NA NA NA NA NA
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Time to first renal composite outcome

Treatment Placebo
RENAL
Rate/1000  Rate/1000 Hazard ratio
COMPOSITE* patient-years patient-years (95% CI)
EMPA-REG OUTCOME 63 15 . 0.54 (0.40-0.75)
CANVAS Program 55 20 . 0.60 (0.47-0.77)
DECLARE-TIMI 58 37 70 . 0.53 (0.43-0.66)
CREDENCE 270 404 . 0.66 (0.53-0.81)
VERTIS CV 93 ns . 0.81(0.64-1.03)
Pooled estimate = 0.62 (0.56-0.70)
(Q statistic P = 0.09; I’= 49.7%)
025 05 10 20
P [
Favors Treatment Favors Placebo
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Lesion renal aguda

EMPAREG 5.3% 6.6%

NA
CANVAS 1.6 x 1000 pts aiio 2.5 x 1000 pts afio HR 0.68 (0.45-1.02)
DECLARE 1.5% 2.0% 0.002
VERTIS 1.9% 2.2% NA
CREDENCE 3.9% 4.4%

HR 0.85 (0.64-1.13)

7mo concepto: efectos adversos,
no produce ITU
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ITU

EMPAREG 18.1% 18.2% NA
CANVAS 40 x 1000 pts afio 37 x 1000 pts afio HR 1.09 (0.89-1.34)
DECLARE 1.5% 1.6% NS
VERTIS 12.2% 10.2% NA
CREDENCE 11.1% 10.0% HR 1.08 (0.90-1.29)
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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%

Otros efectos adversos

* Hipotensién postural
* Adultos mayores, diuréticos de asa, AEC <60 cc/min
* Fracturas
* Parece que es secundario a hipotension postural
* Amputaciones
* No esta claro, parece que s6lo en CANVAS
* Cetoacidosis
* Aumento muy discreto
« Gangrena de Fournier
 No significativo en estos estudios de desenlaces CV
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Cuando, como y en quién iniciar
iISGLT2?
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ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES

ey
GLPIRA
proven

v
banciit

HF OR CKD
PREDOMINATES

PREFERABLY

« If A1Cis above target despite
recommended first-line treatment and
the patient has ASCVD or CKD:

* ASCVD Predominates:
* Add GLP-1 RA with proven CVD

10/8/20

benefit, OR
* Add SGLT-2 inhibitor with proven
CVD benefit (if eGFR adequate)
* If HF or CKD Predominates:
—— * Add SGLT-2 inhibitor with evidence
e of benefit
* If can’t take an SGLT-2 inhibitor,
use a GLP-1 RA with proven CVD
'T.i;‘ééél?;‘gi?!ii‘” benefit

domonstrating CV safety:

« DPP-dif not on GLP-1 RA
= Basalinsaiin
120

asue

WITHOUT ESTABLISHED ASCVD OR CKD

COMPELLING NEED TO MINIMIZE e eos  cosTisAmaioR
R PROMOTE WEIGHT LOSS. =

Treatment algorithm in patients with T2DM and ASCVD or @ ESC
high/very high CV risk - drug naive (1) Europeen Society

of Cardiology
a) Type 2 DM - Drug naive patients

ASCVD, or high / very high CV risk =
(target organ damage or multiple risk factors)®

Metformin Monotherapy
If HbAw above target IfHbAw above target
l s + SGLT2i
-4i |GLP-1RA | 4 TZD
AddMetformin l l fecrr
adequate
¥
IfHbAsabove target
! i ) it
®
wwwescardioorg/guidelines £
Journal 2018 -601/10.
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Cual agente para quién?
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iSGLT2 GLP1RA (basado en iDPP4
estructura GLP1)

Enfermedad aterosclerética

Insuficiencia cardiaca

Nefropatia diabética

Peso

Propenso a cetosis

Fragilidad/fractura previa/caidas

Amputacién previa

Insuficiencia renal cronica (estadio
4-5)

Infeccion genital a repeticion

Conclusiones

* Los iSGLT2 han pasado de ser agentes glucosuricos a tener una serie
de cambios hemodindmicos importantes que producen
nefroproteccién y cardioproteccion

* Los efectos metabdlicos se presentan predominantemente en la
poblacién con DM, no tenemos muchos datos de poblacion sin DM

* Previene aparicion de DM en pacientes con HFrEF

* Presencia de falla renal, proteinuria o falla cardiaca son indicaciones
absolutas para el uso de iSGLT2

* Por sus efectos metabdlicos, pueden ser 1ra 6 2da linea de
tratamiento en todos los pacientes con DM

Puede descargar la
presentacion en:

Preguntas... OELAD)

chenku2409@gmail.com E

www.EndoDrChen.com
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