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Mecanismo de accion clasico
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SGLT2 permite la reabsorcion de glucosa
renal
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Dapagliflozina beneficia a su paciente con la pérdida de peso a
partir de la masa de grasa?
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Changes in Individual HbA1c and Body Weight
in Patients Receiving Dapagliflozin or Placebo
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* ~65% of dapagliflozin-treated patients achieved reductions in both HbAlc and body weight
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Mecanismo de accion no clasico
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Arteriola aferente

scurz > A
scirs

@sodio
™ Oclucosa
PT: Tabulo Proximal
GL: Glomérulo
MD: Micula Densa
ASA de Henle
SGLT2i <>
oo o @\

O " -
\/én s ' :\E’cséns: }Insulin dose
e

L
€ ST
(eXe
a cell
S 1 Ketogenesis
| Na* reabsorption
N
A
1 Ketone body 3 *Ketone bodies
reabsorption (plasma)

Taylor Sl. J Clin Endocrinol. Metab. 2015; epub junio.




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
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Niveles de EPO con empagliflozina
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Dapagliflozina vs bumetanida
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Diabetes
o]

Na*-retention
Hypervolemia
RAAS Activation
Neurohumoral Activation
Inflammation
Ischemia

Altered Energetics /
SGLT2 Inhibitors

Connelly KA Bhatt DI Verma S Cell

Eficacia comparativa en primera
linea de tratamiento




Dapagliflozin in Combination with Metformin:
Change in HbAlc Over 24 Weeks

+~ Dapaglifiozin plus metformin demonstrated mean HbA1c reductions significantly
greater than either monotherapy
+ Dapaglifiozin 10 mg was non-inferior to metformin for HbA1c reduction
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Dapagliflozin in Combination with Metformin:
Change in Body Weight Over 24 Weeks

+ Mean weight loss with combi therapy and was more
than double the weight loss with metformin monotherapy
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Eficacia comparativa en segunda
linea de tratamiento




Dapaglifiozin as Add-on to Metformin:
Change in HbAlc up to Week 102*

- Dapaglifiozin added to metformin for 102 weeks enabled sustained reductions in
HbA1c
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Dapaglifiozin as Add-on to Metformin:
Change in Body Weight up to Week 102*

+ Dapaglifiozin added to metformin for 102 weeks enabled sustained reductions in body
weight
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Coeficiente de variacion de Hbalc
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Nauck MA. Diab Obes Metab. 2014;16:1111
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Durabilidad del efecto de reduccion de peso
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Todos los episodios de hipoglucemia severa (n=3) se dieron en el grupo de glipizida
No hubo di debidas a las hi enlos pacientes tratados con
dapaglifiozina
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Estudio de tratamiento agregado a MET (CANA vs. PBO; SITA) (DIA3006)
Estudios comparativos de CANA
Semana 52: A1C (LOCF)
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o
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Estudio de tratamiento agregado a MET (CANA vs. PBO; SITA) (DIA3006)
Semana 52: Peso corporal (LOCF)
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Dapagliflozina + metformina* demostro reducciones
importantes de la HbA;c
a las 24 semanas vs. iDPP4 + metformina*!

Dapagiifiozin 10 mg added on Saxagiptin § mg added on
to metformin 1o metformin
-0.88%
-1.20%
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Dapaglifiozina + metformina * demostré una mayor
pérdida de peso a las 24 semanas vs. iDPP4 +

metformina [~

0.00kg
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Empagliflozina vs sitagliptina

Roden M. Lancet Diab Endocrinol. 2013;1:208

Empagliflozina vs sitagliptina
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Roden M. Lancet Diab Endocrinol. 2013;1:208
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HbA1 Criterio de valoracién primario

PROMEDIO ESTIMADO POR SEMANA Y CAMBIO DESDE EL VALOR INICIAL A LA SEMANA 52

Promedio general al inicio: 8,3% (66,7 mmol/mol)

Tiempo desds ta aleatorizacin (semana;
Ut 1,0ms oMl a 3 © ms

ETD: -0,49
[IC: 95% ~0,65;-0,33]
p<0,0001
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Eventos adversos

Lesion renal aguda

EMPAREG 5.3% 6.6%
CANVAS 1.6 x 1000 pts afio 2.5 x 1000 pts afio
DECLARE 1.5% 2.0%
VERTIS 1.9% 2.2%
CREDENCE 3.9% 4.4%

NA

HR 0.68 (0.45-1.02)
0.002

NA

HR 0.85 (0.64-1.13)

14



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)

18/11/21

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%

Infecciones genitales: nimero de episodios

100
80
70
60

>4 e pisod ios
 2-3 episo dios
m 1episodio

Dapagli flozina Glipizida

Nauck MA. Diab Obes Metab. 2014;16:1111
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Grupo de datos amplio del periodo principal

Factores de riesgo: AEs de volumen intravascular reducido

Sin CANA CANA 100 mg CANA 300 mg
% (nIN) % (n/N) % (nIN)
<60 2.8 (12/436) 50(19/382) | 8.1 (331405) |
60 a <90 1.5 (26/1788) 2.4 (40/1686) 2.9 (48/1680)
200 1.2 (12/1035) 1.3 (13/1021) 2.4 (241999)
Edad (afios)
<75 1.5 (46/3107) 2.2 (6412929) 3.1(90/2913)
275 2.6 (4/155) 4.9 (8/163) 8.7 (151172)
Uso de diuréticos de asa
No 1.2 (37/3006) 2.3 (65/2876) 2.9 (83/2835)
si 5.1(13/256) 3.2 (7/1216) 8.8 (221250)

Edad <75, sin diuréticos de asa
con una eGFR 260 mLimin/1.73m?

1.1 (29/2604) 1.8 (45/2491) 2.2 (5412434)
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Low-trauma Fracture

Hazard ratio 1.23 (95% CI, 0.99-1.52)

Patients with an event (%)

= Placebo
— Canagliflozin

No. of patients Years since randomization
Jacebo 3 182 2087 1263 1217 16 017
Canagifiozn 5790 se06 a6 266 2467 273 1692
_— CANVAS Progiain
Lower-extremity Amputations
- 20 1 Hazard ratio 1.97 (95% CI, 1.41-2.75) ~— Placebo
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- 16
g
E 14
E 12
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g 4
®
o 2
ot T T T T T
o 1 2 3 4 5 6
No. at risk Years since randomization
Placebo 4344 217 3037 1289 1247 1194 44
Canagliflozin 5790 5634 4420 2618 2536 2460 1765
alth authorit
CanvAS Program
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Amputation Risk Factors - Multivariate

Analysis
[ s rocrwoasene | oaranate | oo |
Amputation 20.9 (14.2-30.8)
Peripheral vascular disease* 3.1 (2.2-4.5)
Male 2.4 (1.6-3.5)
Neuropathy 2.1 (1.6-2.9)
HbA1c >8% 1.9 (1.4-2.6)
Canagliflozin treatment 1.8 (1.3-2.5)
Presence of CV disease 1.5 (1.0-2.3)

+ Predictors of amputation risk are similar in both arms

+ Canagliflozin treatment, independent of the risk factors, increased
amputation risk

Predictive on univariate analysis: nephropathy, insulin use, retinopathy, loop diuretic, eGFR, diabetes duration
Factors assessed but not significantly predictive: non-loop diuretic, smoking, SBP, hemoglobin, age

* Bxcludes amputations

CANVAS Program
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Cetosis euglicémica

* Evento adverso poco comun
* Més frecuente en el contexto de DM-1
* No reportado en personas sin DM

* Mayoria tienen factores precipitantes
* Infeccidon aguda
* Hospitalizacion
+ Cirugia
* Alcohol en grandes cantidades
* Ejercicio extenuante

.
w

e recomienda manejarlo como si fuera metformin (suspenderlo 48 horas
antes de un procedimiento electivo o en la hospitalizacién)

Cémo se usan?

* AEC mayor a 60 cc/min « Insuficiencia hepatica
+ Dapagliflozina 10 mg por dia + Dapagliflozina 5 mg por dia
+ Canagliflozina 300 mg por dia + Canagliflozina 100 mg por dia
+ Empagliflozina 25 mg por dia + Empagliflozian 10 mg por dia

* AEC 45-60 cc/min
+ Canagliflozina 100 mg por dia
+ Dapagliflozina 10 mg por dia
* AEC 25-45 cc/min
+ Minimo efecto en glucosa

* Proteccidn de 6rgano blanco en rifién
y falla cardiaca

+ Sigue reduciendo PA y peso

17



18/11/21

iSGLT2 e impacto cardiovascular y
renal

Mort cv | Mort total | Hospitalizacion por
falla cardiaca
Inhibidores de SGLT2

086 087 124 062 068 065
(0.74-0.99) (0.70-1.09) (0.92-1.67) (049-0.77) (057-0.82) (0.50.85)

CANVAS 086 085 090 087 087 067
(canaglifiozina) (0.75-0.97) (0.69-1.05) (0.72-1.15) (0.72-1.06) (0.74-1.01) (0.52-087)

DECLARE 093 089 101 098 093 073
(dapaglifiozina) (0.84-1.03) (0.77-1.01) (0.84-121) (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)

SCORED 077 NA NA 090 099 067*
(sotagliflozina) (0.65-0.91) (0.63-0.83) (0.83-1.18) (0.55-0.82)

SOLIST-WHF NA NA NA 084 082 064+
(sotagliflozina) (0.58-1.22) (0.59-1.14 (0.49-083)

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

Anélogos de GLP1

X 1.03 112 098 094 096
(089-117)%  (0.87-1.22) (0.79-1.58) (0.78-1.22) (0.78-1.13) (0.75-1.23)

LEADER (liraglutide) 0.87 0588 089 078 085 087
(0.76:0.97) (0.75-1.03) (0.72-1.11) (0.66-0.93) (0.74-097) (0.73-1.05)

SUSTAIN-6 074 074 061 098 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-6 079 118 074 049 051 086
(semaglutide oral) (0.57-1.11) (0.73-1.90) (035-1.57) (0.27-0.92) (031:0.84) (0.48-1.55)

EXSCEL (exenatide) 091 095 0386 0388 086 094
(0.83-1.00) (0.84-1.09) (0.70-1.07) (0.73-1.05) (0.77-097) (0.78-1.13)

078 075 0386 093 093 095
(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 088 096 075 091 090 093
(dulaglutide) (0.79-0.99) (0.79-1.15) (061-0.95) (0.78-1.06) (0.80-1.01) (0.77-1.12)

AMPLITUDE-O 073 078 074 072 078 061
(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)
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Estudio

SAVOR
(saxagliptina)

1.00 (
0.89-1.12)
0.96

(0.89-1.11)
1.02
(0.89-1.17)

0.84(0.72-
0.98) %
TOSCA-IT @ 0.96
(sulfonilureas)  (0.74-1.26) 1
ORIGIN 1.02
(insulina glargine) ~ (0.94-1.11)

DEVOTE 091
(insulina (0.78-1.06)

1AM no fatal

0.95

Ictus no fatal

Inhibidores de DPP4

111

Mortalidad CV

1.03

Mortalidad total

111

0.96
(0.78-1.18)

(0.80-1.12)  (0.88-139)  (0.87-1.22) (0.96-1.27)
1.08 091 0.85 0.88
(0.88-1.33) (<1.14) (0.66-1.10) (0.71-1.09)
0.95 0.97 1.03 (0.89-1.19) 1.01
(0.81-1.11) *  (0.79-1.19) ° (0.90-1.14)
115 0.88 0.96 0.98
(0.91-1.45)  (0.63-1.23)  (0.81-1.14) (0.84-1.13)

Otros
0.83 0.81 NS
(0.65-1.06) (0.61-1.07)

0.87 0.79 NA 1.10
(0.48-1.55)  (0.41-1.53) (0.75-1.61)
1.02 1.03 1.00 0.98
(0.88-1.19)°  (0.89-1.21)" (0.89-1.13) (0.90-1.08)
0.85 0.90 0.96 091
(0.68-1.06)  (0.65-1.23)  (0.76-1.21) (0.76-1.11)

Hospitalizacién por
falla cardiaca

1.07
(0.79-1.46)
1.00
(0.83-1.20)
0.90
(0.74-1.08)

NS

0.90
(0.77-1.05)

NA

18/11/21

Desenlace Desenlace Nueva aparicion Doblamiento Terapia reemplaze | Muerte renal
compuesto compuesto renal microalbuminuria creatinina renal
microvascular
Inhibidores de DPP4
SAVOR NA 108 NA 11 0.90 NA
(saxagliptina) (0.88-1.32) (0.89-1.36) (0:611.32)
XAMINE NA NA NA NA NA NA
(alogliptina)
Tecos 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 GLPL
Uixa NA NA NA NS NS,
llxisenatide) 2! (0.74-1.82)
LEADER (liraglutide) 084 X . 087
(0.79-097) (0.67-0.92) (0.60-091) (0.66-1.18) (©61.24) (0.52-4.87)
SUSTAIN-6 (semaglutide) NA ¥y X NA
(0.46-0.88) (0.37:077) (0.64-2.58) (0.402.07)

HARMONY (albiglutide) NA NA NA NA NA NA
Desenlace Desenlace Nueva aparicion Doblamiento Terapia reemplazo | Muerte renal
compuesto compuesto renal microalbuminuria ereatinina renal

En estudios de desenlaces cardiovasculares
EMPAREG ¥ ¥ ¥y 056 y NA
(empagliflozina) (0.54-0.70) (0.53-0.70) (0:54-0.72) (0.39:079) (0.21:097)

CANVAS (canagliflozina) X X X 050 NA
(0.750.97) (0.47-0.77) (0.79-0.88) (0.30-0.84) (0.30-197)

DECLARE (dapaglifiozina) NA 0.53 (0.43-0.66) NA NA NA NA

VERTIS (ertuglifiozina) A 0.81(0.63-1.04) NA NA BNA NA
En pacientes con DM y proteinuria
CREDENCE NA 0.6 (0.53-0.81) NA 0.60 (0.48-0.76) 0.74(0.551.00) NA
(canaglifiozina)
En pacientes con y sin DM y proteinuria
DAPA-CKD 0.61(0.51:0.72) NA 053 (0.42:067) 0.6 (0.48-0.90) A
(dapagiflozina) (didlisis)
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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?

@llp ) Frmar composteendpoint @llp ) Frma composte endpont

Patients with an
Patients with an

0 12 24 36 48 0 6 12 18 24 30 36 42 48 54
Months. Months,

18/11/21

Reduciendo el riesgo residual de eventos

CREDENCE: Canagliflozin (+ ACEI/ARB) DAPA-CKD: Dapagliflozin (+ACEI/ARB)
vs placebo’ vs placebo (T2D subgroup)?

@llp) ) Erimary composhs utcoms: @llp) Secondary composke renal outcome:
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iSGLT2 vy falla cardiaca

% con DM esenlace Hospitalizacién | Visita a Mortalidad Mortalidad por
rimario por falla cardiaca | urgencias por cardiovascular cualquier causa
falla cardiaca

HFrEF
DAPA-HF 45 0.74 0.70 043 0.82 0.83 (0.71-0.97)
(dapagliflozina) (0.65-0.85) (0.59-0.83) (0.20-0.90) (0.69-0.98)
EMPEROR- 49.8 075 0.69 NA 0.92 0.92(0.77-1.10)
REDUCED (0.65-0.86) (0.56-0.81) (0.75-1.12)
(empaglifiozina)

HFpEF
EMPEROR- 49 079 071 NA 0.91 1.00
PRESERVED (0.69-0.90) (0.60-0.83) (0.76-1.09) (0.87-1.15)
(empaglifiozina)

Falla cardiaca aguda

soLoisT 100 0.67 0.64 (0.49-0.83) 0.84 0.82
(sotagliflozina) (0.52-0.85) (0.58-1.22) (0.59-1.14)
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Posicionamiento de los iSGLT2
segun las guias mas recientes de
tratamiento

CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLEROTIC CARDIOVASCULAR @
DISEASE {ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)
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ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES e « If A1Cis above target despite
EREDOMINATES 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
benefit
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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

18/11/21

ASCVD, or high / very high CV risk =
(target organ damage or multiple risk factors)®
G_Ps_?::m“ Metformin Monotherapy
If Houc above target If HbAwabove target
l + SGLT2i
Add Metformin DPP-4i | GLP-1RA if éGFR TZD
adequate l
¥
IfHbAw above target
®
www.escardio.org/guidelines esc
Heart Journal 2019 - doi/10.
Terapia combinada inicial
* Pros * Contras
* Mayor reduccion de Hbalc * Dar 2 medicamentos
* 2 medicamentos en una * Costo?
combinacién fija « Bajar mas Hbalc desde un inicio...
* Mayor tiempo antes de falla Tiene impacto en desenlaces
terapéutica? duros?
* Impacto en complicaciones? « Adherencia?
* Mayor adherencia? « Eventos adversos de 2 farmacos

* Menos efectos adversos?

Reflexiones y conclusiones

* Primera linea de tratamiento vs metformin
* iSGLT2 con mayor pérdida de peso
* Reduccién de Hbalc similar
* Prevencion primaria de falla cardiaca?
* Prevencion primaria de enfermedad renal diabética?
« Segunda linea de tratamiento
* Vs iDPP4: mayor potencia, proteccion de érgano blanco, pérdida de peso
* Vs SU: mayor control a largo plazo, proteccién de drgano blanco, pérdida de
peso, sin hipoglicemias
* Vs arGLP1: menos potente, menos pérdida de peso, oral, menos costo. Cdmo
se comparara proteccion de érgano blanco?

22



Preguntas...

chenku2409@gmail.com

Puede descargar la
presentacion en:

;5[]
o

www.EndoDrChen.com
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