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Historia Natural de la Diabetes Tipo 2

Onset Diagnosis

Beta-cell function

Insulin secretion
Insulin resistance

Postprandial glucose /

Fasting glucose Fay :

" .wETee N

Macrovasc

 Prediabetes Type 2 diabetes

PyoMK et al. Br J Clin Pharmacol; 2010:70(5):631-634



Secuencia escalonada logica en la intensificacion del tratamiento de la DM
tipo 2 conforme progresa la enfermedad

Bolo hasal
Bolo basal
(2 dosis) + A0
Basal plus
(1 dosis) + AO
Insulina basal
+ A0
Combinacion
2340
Cambios estilo
devida +
metformina

—

Progresivo deterioro de la funcion de la célula 3

Merchante A. et al. Av Diabetol 2010; 2638®



Objetivos y Tratamiento de la DM tipo 2 de reciente aparicion [::.

Guia del American College of Physicians sobre
medicaciones orales para la diabetes tipo 2

RECOMENDACION 1: Iniciar tratamiento farmacoldgico tras dieta y estilo de
vida.

RECOMENDACION 2: Tratamiento farmacoldgico de primera opeifommina

RECOMENDACION 3: Tras fracasmdtormina afiadir un segundo agente
diferente a insulina, segun caracteristicas del paciente y del farmaco.

Comparaciomgentes cara a cara. SU peor en todas las comparaciones salvo en
el precio.

Qaseem A et al. Ann Intern Med 2012;156:218-231

©2012 by American College of Physicians An“als M Imemal Mediﬁiﬂe
e



Guias ADA 2019

TO AVOID
CLINICAL INERTIA
REASSESS AND

FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
If HbA,_ above target proceed as below

MODIFY

P TREATMENT
N — REGULARLY
No (3-6 MONTHS)

J

WITHOUT ESTABLISHED ASCVD OR CKD

ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES HE OR CKD J' ¢ ‘L
DRECOMINATES COMPELLING NEED TO
COMPEI.LING-N TO MINIMIZE MINIMIZE WBIGHTGAIN OR COST IS A MAJOR
PREFERABLY HYPOGLYCEMIA PROMOTE WEIGHT LOSS ISSUE®™
SGLT2i with evidence of
reducing HF and/or CKD f——
progression in CVOTs if eGFR DPP-4i GLP-1RA SGLT2R TZD oLP-1RA sus TZD®
with good
—————————————————— SGLT2i?
efficacy for
If SGLT2i not tolerated or * * * * weight fosss <& *
contraindicated or if eGFR less H HbA, If HbA If HbA_ if HbA,
than adequate?add GLP-1RA above target above target above target | | above target [ I HbA, above target J
with proven CVD benefit’ * * * * [ - B -
If HbA, above target R 2 & 2
: GLP-1RA SGLT2R
& SGLT2# SGLT2#R oR oR R 2 R 2
If HbA, above target OR OR DPP-4i DPP-4i GLP-1RA TZD® sus
- : ¥ TzD TZD i e SGLT2F wilvgood
If further intensification is TZD GLP-1RA eff?c:c;lr Z
required or patient is now = Avoid TZD in the weight lo.
unable to tolerate setting of HF * * * + * 4'
GLP-1 RA and/or SGLT2, Choose agents ( If HbA,_ above target | | iHbA_ abovetarger |
choose agents demonstrating demonstrating CV safety: kst * - * Stylaente &
CV. atety: = Consider adding ¢ b =
= Consider adding the other the other class with [ Continue with addition of other agents as outlined above ] ‘b * « Insulin therapy basal
class (GLP-1RA or SGLT20) proven CVD benefit! \P P il theispi FeGulred oF insulin with lowest
with proven CVD benefit = DPP-4i (not saxagliptin) — SGLT2i and/or GLP-1RA not acquisition cost
= DPP-4i if not on P-1 RA [ If HbA_ above target ] tolerated or contraindicated R
LRSTegETen Wl oWt TRl * Consider DPP-4i OR
WegtEgain SGLT2i with lowest
- SUS Consider the addition of SU® OR basal insulin: PREFERABLY acquisition cost™®
= Choose later generation SU with lower risk of hypoglycemia DPP-4i (if not on GLP-1 RA)
= Consider basal insulin with lower risk of hypoglycemia? based on weight neutrality
1. Proven CVD benefit means it has label indication of reducing CVD events. For 4,
GLP-1RA sid for liraglutide > glutide > ded
release. For SGLT2i evidence modestly stronger for empaglifiozin > canaglifiozin. 6. Choose later generation SU with lower risk of hypoglycemia If DPP-4i not tolerated or
2. Be aware that SGLT2i vary by region and individual agent with regard 7. Degludec / glargine U300 < giargine U100 / detemir < NPH Insulin contraindicated or patient
to indicated level of eGFR for initiation and continued use 8. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide already on GLP-1RA, cautious
3. Both empaglifiozin and canaglifiozin have shown reduction 9. If no specific comorbidities (i.e., no established CVD, low risk of hypoglycemia, s
in HF and reduction in CKD progression in CVOTs and lower priority to avoid weight gain or no weight-related comorbidities) + SUS » TZDS » Basal insulin
4. Degludec or U100 glargine have cvo R 10.Consider y- and regl cific cost of drugs. In some countries

5. Low dose may be better tolerated though less well studied for CVD effects TZDs relatively more slve and DPP-4l relatively cheaper
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Las Hipoglucemias Graves Aumentan el Riesgo
de Mortalidad y Eventos Cardiovasculares

Macrovascular events: 3.45 (2.34-5.08); P< .001 | wiffj—= ADVANCE Trial Results?
Death — any cause: 3.30 (2.31-4.72); P < .001 I N
Death — CV cause: 3.78 (2.34-6.11); P < .001 I e g
Death — non-CV cause: 2.86 (1.67-4.90); P < .001 I B
I—I—I_
0.1 1 10
I VADT Results®

Macrovascular events: 1.88 (1.03-3.34); P = .04 sl

I
Death — any cause: 6.37 (2.57-15.79); P = .0001 | —h—
Death — CV cause: 3.73 (1.34-10.36); P = .0117 i —_—
0.1 1 10
Decreased risk Hazard Ratio (95% CI) Increased risk

a. Zoungas S, et al. N Engl J Med. 2010;363:1410-1418"7]; b. Duckworth WC, et al. ADA 2009. Webcast.['8]
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Medicamentos asociados con mayor frecuencia a ingresos
urgentes en pacientes >65 afos
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Los datos citados son el nimero y el porcentaje de ingresos anuales calculados a escala nacional. Datos del proyecto NEISS -CADES.

Visitas a Urgencias, n = 265.802 / Total de casos n = 12.666

Budnitz etal . N Engl J Med 2011;365:2002 i 12
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Glycated Hemoglobin (%)

Intensive therapy

0 1 2 3 4 5 6

Years

No. at Risk
Standard 5109 4774 4588 3186 1744 455 436

therapy
Intensive 5119 4768 4585 3165 1706 476 471

therapy

B Death from Any Cause

25-|
. 22 %
Intensive therapy I

Standard therapy -

No. at Risk
Intensive therapy 5128 4972 4803 3250 1748 523 506
Standard therapy 5123 4971 4700 3180 1642 499 480

Figure 1. Median Glycated Hemoglobin Levels at Each Study Visit.

I bars denote interquartile ranges.

Figure 2. Kaplan—Meier Curves for the Primary Outcome and Death from
Any Cause.

The Action to Control Cardiovascular Risk in Diabetes Study Group*. Effects of Intensive Glucose Lowering in Type

Diabetes. NEJM 2008; 358 (24). 2546
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Aproximacion al tratamiento de la hiperglucemia =z

Mas exigente _ HbAlC ‘ Menos exigente
HbAlc ;67 7% HbA1lc:8?

Actitud del Paciente y
expectativa en sus
esfuerzos por cumplir

Altamente motivados, adherentes, con Poco motivados, no adherentes, con
el tratamiento excelentes capacidades de autocuidado. Pobres capacidades de autocuidado.

Riesgos potenciales:

hipoglicemia u otros Altos
eventos adversos. Bajos
Duracion de la = -
Enfermedad Diagnostico reciente Largo tiempo
Expectativa de vida ——

Extensa Corta

Ausentes Pocas/escasas Severas

_ Auserntes Pocas/escasas Severas

Recursos y sistemas

|

de apoyo Facilmente disponibles Limitados

Gréfico basado en EEmailBeigi et al. AnrinternMed. 2011;154:554659



La mayoria de pacientes DM tipo 2
necesitaran tratamiento con insulina

Muchos pacientes presentan-80 afios de mal control glucémico antes
de iniciar el tratamiento con insulina

Tiempo transcurrido desde el diagndstico inicial (afos) -
Inicio
Insulina




