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Modificar los estilos de vida (MEV)

MEV + Metformina

MEV + Sulfonilurea

MEV + 2 antidiabéticos

MEV + 3 antidiabéticos

Cerveza, hojas de menta, sangre de hipopótamo y sacrificios a los dioses
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ISGLT-2

¿Control glucémico?



Resultados de los estudios UKPDS,1,2 ACCORD,3 ADVANCE,4,5 y VADT6,7*

Estudio
(HbA1c intensivo vs. 

convencional)

Complicaciones
microvasculares

Complicaciones
macrovasculares Mortalidad

Corto plazo Corto plazo Largo plazo Corto plazo Largo plazo

UKPDS 331,2

(7,0% vs. 7,9%; T2D)

ACCORD3

(6,4% vs. 7,5%; T2D)

ADVANCE4,5

(6,3% vs. 7,0%; T2D)

VADT6,7

(6,9% vs. 8,4%; T2D)

N/A N/AN/A

Largo plazo

*Tan sólo el ensayo ACCORD no incluyó un seguimiento a largo plazo.   N/A, no aplicable.
1. UKPDS. Lancet 1998;352:837–53; 2. Holman RR, et al. N Engl J Med 2008;359:1565–76; 3. Gerstein HC, et al. N Engl J Med 2008;358:2545–59; 
4. Patel A, et al. N Engl J Med 2008;358:2560–72; 5. Zoungas S, et al. N Engl J Med 2014;371:1392–406; 6. Duckworth W, et al. N Engl J Med
2009;360:129–39; 7. Hayward RA, et al. N Engl J Med 2015;372:2197–206.



RIESGO DE ENFERMEDAD CV EN DM-2

4 51 2 3 6

Mortalidad coronaria

Muerte súbita

Angina de pecho

Infarto de miocardio

Insuficiencia cardíaca congestiva

Insuficiencia cardiaca

Claudicación intermitente

Ictus

Cualquier evento CV §

*

§

†
§

†
§

†
‡

§

†
†

Hombres con diabetes
Mujeres con diabetes

‡

Ratio edad ajustada/riesgo (1 = riesgo para individuos sanos) 

N/A

Adaptado de Kannel WB, et al. Am Heart J 1990; 120:672–676.
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Seshasai et al. N Engl J Med 2011;364:829-41



LaRosa JC, Grundy SM, Waters DD, Shear C, Barter P, Fruchart JC, et al. Treating to New Targets (TNT) Investigators. Intensive lipid lowering with
atorvastatin in patients with stable coronary disease. N Engl J Med. 2005;352:1425-35.



Resultados de los estudios UKPDS,1,2 ACCORD,3 ADVANCE,4,5 y VADT6,7*

*Tan sólo el ensayo ACCORD no incluyó un seguimiento a largo plazo.   N/A, no aplicable.
1. UKPDS. Lancet 1998;352:837–53; 2. Holman RR, et al. N Engl J Med 2008;359:1565–76; 3. Gerstein HC, et al. N Engl J Med 2008;358:2545–59; 
4. Patel A, et al. N Engl J Med 2008;358:2560–72; 5. Zoungas S, et al. N Engl J Med 2014;371:1392–406; 6. Duckworth W, et al. N Engl J Med
2009;360:129–39; 7. Hayward RA, et al. N Engl J Med 2015;372:2197–206.
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Survival as a function of HbA1c in people with type 2 diabetes: a retrospective cohort study. Currie, Craig J et al. The Lancet , Volume 375 , Issue 
9713 , 481 - 489 

ADO Insulina



Standards of Medical Care in Diabetes—2017: Summary of Revisions. Diabetes Care Jan 2017, 40 (Supplement 1) S4-S5. 



¿Qué más nos pueden ofrecer     
las opciones terapéuticas actuales 

para el manejo de nuestros 
pacientes diabéticos más allá del 

control glucémico?

los inhibidores de los cotransportadores SGLT-2





Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794



Schernthaner G et al. Canagliflozin compared with sitagliptin for patients with type 2 diabetes. Diabetes Care. 2013; 36(9):2508-15
Raccah D. et al. Lixisenatide as add-on to oral anti-diabetic therapy. Diabetes/Metabolim Research and News 2014; 30:742-748
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Schernthaner G et al. Canagliflozin compared with sitagliptin for patients with type 2 diabetes. Diabetes Care. 2013; 36(9):2508-15
Salsali A, et al. 71st ADA Scientific Sessions, San Diego, 24–28 June [Poster 1104-P]. // Stenlöf K, et al. Efficacy and safety of canagliflozin

monotherapy in subjects with type 2 diabetes mellitus.  Diabetes, Obesity and Metabolim 15:372-382, 2013

Reducción de glucemia posprandial (glucosúricos)
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Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794

Efecto sobre el peso corporal



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794



Janssen Research & Development. Canagliflozin as an Adjunctive Treatment to Diet and Exercise Alone or Co-administered with Other 
Antihyperglycemic Agents to Improve Glycemic Control in Adults with Type 2 Diabetes Mellitus. Advisory Committee Briefing Document. 2013



- Canagliflozina 300:  - 2.27 Kg 

- Canagliflozina 100:  - 1.73 Kg

- Liraglutida 1.8 mg:   - 1.59 Kg

- Liraglutida 1.2 mg:   - 1.27 Kg 



Nobuya I, Maki G, et al. Safety and efficacy of canagliflozina in japanese patients with type 2 diabetes mellitus: post hoc subgroup analyses 
according to body mass index in a 52-week open-label study. Expert Opinion on Pharmacotherapy, volume 16, issue 11, 2015

Evalúa eficacia de canagliflozina según IMC
< 22 Kg/m2

22-25 Kg/m2

25-30 Kg/m2

> 30 Kg/m2

Similares modificaciones de 
HbA1c y glucemia basal



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794

Efecto sobre la Presión Arterial Sistólica



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794



Weir MR, Januszewich A, et al. Effect of canagliflozin on blood pressure and adverse events related to osmotic diuresis and reduced 
intravascular volume in patients with type 2 diabetes mellitus. J Clin Hypertens. 2014 Dec; 16(12):875-82



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794

Efecto sobre el perfil lipídico



Efficacy and safety of sodium-glucose co-transporter-2 inhibitors in type 2 diabetes mellitus: systematic review and network meta-analysis. F. 
Zaccardi, DR. Webb et al. Diabetes, Obesity and Metabolism 2016. 18:783-794



C-LDL C-HDLTriglicéridos C-LDL/C-HDL C no HDL

Variación de los lípidos plasmáticos en ayunas 
en la semana 26 (LOCF)*.
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¿Efectos renales?

Skrtic M, Cherney D. Sodium-glucose cotransporter-2 inhibition and the potencial for renal protection in diabetic nephropathy. www.co-
nephrolhypertens.com Volume 24, Number 1, January 2015



Otros efectos extraglucémicos

- Reducción de la volemia (volumen plasmático)

- Aumento del hematocrito

- Disminución del ácido úrico

- # Na+ a nivel distal del túbulo (co-transportador Na-Glucosa)



Tto Farmacológico 
(ISGLT-2)

Control glucémico:
- HbA1c
- Glucemia basal
- Glucemia posprandial

Objetivos 
extraglucémicos:

- Peso
- Presión Arterial
- Perfil lipídico
- Efecto renal
- Otros

¿Prevención 
Macrovascular?





Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. Bernard Zinman, M.D., Christoph Wanner, M.D., et al  September 17, 
2015DOI: 10.1056/NEJMOA1504720



Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. Bernard Zinman, M.D., Christoph Wanner, M.D., et al  September 17, 
2015DOI: 10.1056/NEJMOA1504720
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CANVAS 

CANVAS-R

Favours Canagliflozin Favours placebo
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Glucagon
Insulin

Ketogenesis

Erythropoietin
Hematocrit

CV protection

Modificado de Heerspink HJ, et al. Circulation.2016 Sep 6;134(10):752-72



CONCLUSIONES:
- Optimo control de parámetros glucémicos

- Efecto sobre multitud de parámetros extraglucémicos

- Parámetros subrogados " eventos macrovasculares

- Evidencia favorable previa

- Nueva evidencia favorable

- Futura evidencia



Galeno
Pérgamo-Grecia 130-200 dC

Diabetes
Enfermedad rara

Sustrato renal
Hidropesia en orina o diarrea en orina



Gracias!!!
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Modificado de Heerspink HJ, et al. Circulation.2016 Sep 6;134(10):752-72
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