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Ante un paciente con diabetes de reciente
diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢ qué tratamiento iniciariais?:
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Ante un paciente con diabetes de reciente

diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢qué tratamiento iniciariais?:

W4 \odificar los estilos de vida (MEV)

W4 MEV + Metformina

W48 MEV + Sulfonilurea

W4 MEV + 2 antidiabéticos

\/ MEV + 3 antidiabéticos

W4 Cerveza, hojas de menta, sangre de hipopétamo y sacrificios a los dioses
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Ante un paciente con diabetes de reciente
diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢ qué tratamiento iniciariais?:

- F o GOBIERMO
gﬁ-q DE ESPARLA
- -

aeren 2007

CHE SAMITAL

T COHSLITO
INTERVENCION ESTILOS DE VIDA 36 meses
{Dieta y Ejercicio)
Monaoterapia HbAlc = 7%
hJ Puede considerarse una
W Sulfanilurea en pacientes
insob IMC <25
M s sin sobrepeso ( =25)
Doble L
terapia METFORMINA 2 + SULFONILUREAS *
Rechazo @ 5| HbAlc= 796 *
__ alnsulina +GUTAZ i =
INSULINA (NPH) * NOCTURNA
Tlo combinado +

ADD + Insulina

METFORMINA + SULFONILUREAS *
HbAle = 7% *

{(METFORMINA + SULFONILUREAS) +
Intensificar Tto con INSULIMA en 2 0 mas dosis
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Ante un paciente con diabetes de reciente
diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢ qué tratamiento iniciariais?:

A Diabotas. 2006

Association.

Lifestyle + metformin

L)
If HoA 27%

v

v

Add basal
insulin
If Ho Ay 27%
Add Add basal
TZD insulin

v K a

imsulin

If HbAy 27%

4

Further intensify insulin or add basal insulin
+ metformin + TZD*
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Ante un paciente con diabetes de reciente
diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢squé tratamiento iniciariais?:

NHS

National Institute for
Health and Clinical Excellence

2007

HbA _>6.5%" after trial of
lifestyle interventions

HbA, <6.5%
Monitor for
deterioration
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Ante un paciente con diabetes de reciente
diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢qué tratamiento iniciariais?:

C.o 2010

SOCIEDAD ESPANOLA DE DIABETES

Modificaciones del estilo de vida

(terapia nutricional y ejercicio)

S— : HbA,, 6,5-8,5% HbA,, >8,5%

Si existe intolerancia T I
? t;rﬂiaindltaciﬂn, valorar: = = v
7 iDPP-4*** Asintomitico || |Hiperglucemia
377D 4 sintomética
4. Repaglinida J
5. Inhibidores

de las disacaridasas —P Metformina <4 Insulina + metformina

v

No se alcanza el objetivo
de HbA, * en 3 meses

No se alcanza el objetivo
de HbA,* en 3 meses

L
Metformina + SU** o glinidas

iDPP-4
TID

Insulina basal
istas del GLP-1
\_ Agonistas 1)

—

—g

—
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Ante un paciente con diabetes de reciente

diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢qué tratamiento iniciariais?:

2015

LIFESTYLE MODIFICATION

{Including Medically Assisted Weight Loss)

Entry Alc > 9.0%

SYMPTOMS
NO YES

© MONOTHERAPY _
T | DUAL THERﬁP‘('

GLP-1RA GLP-1 RA | TRIPLE THERAPY"

i - N .
SGLT-2i GLP-1 RA DUAL INSULIN
) ‘ Therapy +
DPP-4i e ] SGLT-2i

Other
. MET ol
AGI :

o Agents

2nd-line DPP-4i
agent

Colesevelam

orother | /1) Ei— -
. TID L | Ist-line Basal insulin SHRIELE
- agent + 2 — Therapy

- wvelam

ADD OR INTENSIFY
INSULIN

er to Insulin Algorithm
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Ante un paciente con diabetes de reciente

diagnostico, sin sintomas cardinales y HbAlc
de 9.1%, ¢ qué tratamiento iniciariais?:
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American
Diabetes
Association.

Entry Alc > 9.0%

S5YMPTOMS
NO YES

DUAL INSULIN
Therapy 4
: Other
Agents

002 - 9002

TRIFLE
Therapy

National Institute for
Health and Clinical Excellence
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¢ Control glucémico?
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Resultados de los estudios UKPDS,12 ACCORD,2 ADVANCE,*>y VADT®.7*

Estudio Complicaciones
(HbA;. intensivo vs.

convencional) microvasculares

Corto plazo | Largo plazo

N/A

4
4

*Tan sélo el ensayo ACCORD no incluy6 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.

UKPDS 3312
(7,0% vs. 7,9%; T2D)

ACCORD?3
(6,4% vs. 7,5%; T2D)

ADVANCE45
(6,3% vs. 7,0%; T2D)

VADTS?
(6,9% vs. 8,4%; T2D)
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RIESGO DE ENFERMEDAD CV EN DM-2

Cualquier evento CV § Il Hombres con diabetes
i : Bl Mujeres con diabetes
Ictus

Claudicacion intermitente

Insuficiencia cardiaca 5

Insuficiencia cardiaca congestiva ¥

Infarto de miocardio 5
Angina de pecho

Muerte sibita [fR/A

Mortalidad coronaria +

1 1 1 | 1 1
1 2 1 3 4 5 6
Ratio edad ajustada/riesgo (1 = riesgo para individuos sanos)

Adaptado de Kannel WB, et al. Am Heart J 1990; 120:672-676.
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Anos de vida perdidos en
pacientes diabéticos

B Muerte no cardiovascular
Bl Muerte cariovascular

40 50 60 70 80 90
Edad (aiios)

Seshasai et al. N Engl J Med 2011;364:829-41
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@ Estatina © Placebo (O TNT (atorvastatina 10 y 80 mg)
30 45
O
25—
= 20
=
g 157
£
10 -
TNT (10 mg atorvastatina )
57 TNT (80 mg atorvastatina )
0 T T T | T | 1 1
0 70 90 110 130 150 170 190 210

cLDL (mg/dl)

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.
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Resultados de los estudios UKPDS,12 ACCORD,2 ADVANCE,*>y VADT®.7*

Estudio Complicaciones
(HbA;. intensivo vs.

convencional) microvasculares

Corto plazo | Largo plazo

N/A

4
4

*Tan sélo el ensayo ACCORD no incluy6 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.

UKPDS 3312
(7,0% vs. 7,9%; T2D)

ACCORD?3
(6,4% vs. 7,5%; T2D)

ADVANCE45
(6,3% vs. 7,0%; T2D)

VADTS?
(6,9% vs. 8,4%; T2D)
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ADO Insulina

2.4 -

2:2 -

1.8— 1

1.6 _

HR (95% Cl)

1.2 -

1.0t .

0-6

| [ [ | | [ [ | [ [ | [ I [ [ I [ I I | | |
60 65 70 75 80 &85 90 95 100 105 110 115 60 65 70 75 80 &85 90 95 100 105 11.0 115

HbA. (%) HbA. (%)

Survival as a function of HbA in people with type 2 diabetes: a retrospective cohort study. Currie, Craig J et al. The Lancet , Volume 375, Issue
9713, 481 - 489
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Mas restrictivoe Menos restrictivo

Actitud del paciente altaments motivado, menos motivado,
muy busna adherencia, poca adherencia,
=mcelente capacidad de baja capacidad de=
autoouidadao autocuidado

Riesgos potenciales ascciados
con la hipogluceria, otros Eajos altos
everntos adwversos

Cruracion de la enfermedad diagndstico reciente larga duracicn

Esperanza de wida laraa corta

Comorkilidades importantes ausent= pocasdleves graves

Comiplicaciones vasculares ausente pocasdlewves

Recursos, red de apowvo facilmente disponikles limitados

Standards of Medical Care in Diabetes—2017: Summary of Revisions. Diabetes Care Jan 2017, 40 (Supplement 1) S4-S5.
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¢ Qué mas nos pueden ofrecer
los inhibidores de los cotransportadores SGLT-2
para el manejo de nuestros
pacientes diabéticos mas alla del
control glucemico?
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Dia 30056 Dia 3006 Dia 3008-SU Dia 3002 Dia 3012 Dia 3008-Insulina Dia 3010
Monoterapia Doble terapia Triple terapia Sujetos mayores
Metformina SU Met/SU Met/Pio Insulina
Media basal 8,01 7,95 8,35 8,13 7,94 8,27 7,74
grt 04 014 0,04

3
c % e Pt 1
0 ——
s3
g0 -0,13
o0

==
£5 072
:E & : -0,73"
(&) -1,2 -1,03* =gl -0,79™ -0,85™ -0,89**

-1,06** -1,03**

B Placebo [l INVOKANA® 100 mg.

B INVOKANA® 300 mg.
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Diabetes, Obesity and Metabolism 18: 783-794, 2016.

original article e whey L

Efficacy and safety of sodium-glucose co-transporter-2
Inhibitors in type 2 diabetes mellitus: systematic review
and network meta-analysis

F. Zaccardi'?, D. R. Webb'-2, Z. Z. Htike'-2, D. Youssef'2, K. Khunti'? & M. J. Davies'?

" Diabetes Research Centre, University of Leicester, Leicester, UK
2 Diabetes Research Center, Leicester Diabetes Centre, UHL NHS Trust, Leicester, UK

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
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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
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Reduccion de glucemia posprandial

Cana
300

Sita LixXi

& SITA 100 mg. B INVOKANA® 300 mg.
Valor bagal Semana 62
324
% 288 F 3 _;F r*i_
E 4 /
% Pha = 3 v ==
= | « /
2 /
8 218 £ = }‘ﬂ
3 5 y
& Y/
W 180 /
._E "v' A“
2 e "/‘
108
& Mg < 3 £ 4
Tiempo (horas)

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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Glycemic
Control Not
at Goal**

Insulin titration every 2-3 days
to reach glycemic goal:

« Fixed regimen: Increase TDD by 2 U
d justable regimen:

FBG > 180 mag/dlL: add 20% of TDD
FBG 140—180 moidL: add 10% of TDD

= FBG 110-13% mgs/dL: add 1 Unit

If hypoglycemia, reduce TOD by

= BG =< 70 mgfdL: 10% — 20%

= BG = 40 mgfdl: 200 — 40%

Consider discontinuing or reducing sulfonylurea after
basal insulin started {basal analogs preferred to MPH)

=*Glycemic Goal:

% for most patents with T2DM; fasting and premeal

= 110 mmgsSdL: absence of hypoglhycemia

. 1c amd FBSG targets may be adjusted b an patient’s
of diabetes, presence of arbidities,

diabetic complications, and hypoglycemia risk

Add GLP-1 RA

or 5GLT-2i
or DPP-4i
™

Basal Analog
50 Prandial Analog
Less desirable: MPH
and regular insulin
or premixed insulim

Insulin titration every 2-3 days to reach glycemic goal:

Increase prandial dose by 1049 for any meal if the 2-hr
postprandial or next premeal glucose is = 180 mgsdL
Fremixed: Increase TDD by 109 if fastingdpremeal B4G > 180 mgldiL
If fasting AM hypoglycemia, reduce basal insulin

If nikghittinne hypoglycemia, reduce basal anddor pre-supper ar
pre-evening snack shortrapid-acting insulin

If between-meal daytime hypoglycemia, reduce previows
premeal shortfrapid-acting imsulin

ITHDOUT EXFR
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Reduccidon de glucemia posprandial (glucosuricos)

Cana =
300 mpa
0 .
-10
o)
_ -20 N m :
E <
o -30 00
=
-40 -
_50 i
-60

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]. // Stenl6f K, et al. Efficacy and safety of canagliflozin
monotherapy in subjects with type 2 diabetes mellitus. Diabetes, Obesity and Metabolim 15:372-382, 2013
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Efecto sobre el peso corporal

Diabetes, Obesity and Metabolism 18: 783-794, 2016.

original article e whey L

Efficacy and safety of sodium-glucose co-transporter-2
Inhibitors in type 2 diabetes mellitus: systematic review
and network meta-analysis

F. Zaccardi'?, D. R. Webb'-2, Z. Z. Htike'-2, D. Youssef'2, K. Khunti'? & M. J. Davies'?

" Diabetes Research Centre, University of Leicester, Leicester, UK
2 Diabetes Research Center, Leicester Diabetes Centre, UHL NHS Trust, Leicester, UK

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
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Dia 3005 Dia 3006 Dia 3008-5U Dia 3002 Dia 3012 Dia 3008-Insulina Dia 3010
Monoterapia Daoble terapia Triple terapia Sujetos mayores
Metformina s5u Met/SU Met/Fio Insulina
Madia basal 86,8 ar 83.8 92,6 94.2 ara 89.5
0,1
M |5, ko 4
] % |
o & I| b = =01
g3
[ S
5= =0,6
2 8
s =1 .H"
E§
E‘E g_ ; '2.3“
-8 26 -2.4
1
4 - T R
- f" _a.ﬂu
5 -d El-t

B Piacebo [ iMvOKANA® 100 mg. [INVOKANA® 300 mg.

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
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COMPOSICION CORPORAL EMPLEANDO EL ANALISIS DXA:
CAMBIO MEDIO DESDE BASAL. A. DIA3009 (SEMANA 52)

GLIMEPIRIDA, INVORAMNAS INVORAMA®
100 mg. 300 mg

k3

ha

Variacion con respecto al valor basal (kg

4 \&

B masa magra B Masa adposa

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
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Diabetes Ther (2017) 8:85-99
DOI 10.1007/s13300-016-0217-4

ORIGINAL RESEARCH

Liraglutide Versus SGLT-2 Inhibitors in People
with Type 2 Diabetes: A Network Meta-Analysis

Maria Lorenzi - Uffe Jon Ploug - Jakob Langer - Rasmus Skovgaard -

Michael Zoratti - Jeroen Jansen

- Canagliflozina 300: - 2.27 Kg
- Canagliflozina 100: - 1.73 Kg
- Liraglutida 1.8 mg: - 1.59 Kg
- Liraglutida 1.2 mg: - 1.27 Kg
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CrossMark

click fos updates

Original Research

Safety and efficacy of canagliflozin in Japanese
patients with type 2 diabetes mellitus: post hoc
subgroup analyses according to body mass
index in a 52-week open-label study

Evallua eficacia de canagliflozina segun IMC

< 22 Kg/m?

22-25 Kg/m? Similares modificaciones de
25-30 Kg/m? HbAlc y glucemia basal

> 30 Kg/m?

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
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Efecto sobre la Presion Arterial Sistdlica

Diabetes, Obesity and Metabolism 18: 783-794, 2016.

original article e whey L

Efficacy and safety of sodium-glucose co-transporter-2
Inhibitors in type 2 diabetes mellitus: systematic review
and network meta-analysis

F. Zaccardi'?, D. R. Webb'-2, Z. Z. Htike'-2, D. Youssef'2, K. Khunti'? & M. J. Davies'?

" Diabetes Research Centre, University of Leicester, Leicester, UK
2 Diabetes Research Center, Leicester Diabetes Centre, UHL NHS Trust, Leicester, UK

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
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Dia 3006

Monoterapia

Meadia basal 127,7

4
0.4

|:| _n.:]r;

‘3‘3--

Cambio medio de MC en la PAS
{(mmHg) con IC del 85%
L

=12

Dia 3006 Dia 3008-5U

Doble terapia
Metformina suU
128,3 136,3

Dia 3002 Dia 3012

Triple terapia
Met/SU Met/Pio
1305 127,1

Dia 3008-Insulina

Insulina

137,8

Dia 3010
Sujetos mayores

13

11

_E‘gd-l-

B PBO B NVOKANA® 100 mg. [ INVOKANA® 300 mg.

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
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Overall population

No. 635 826 821
Baseline (mm Hg) 128.5 128.0 128.8

—= 2=
oh
T 0
WwE _o5_
9E
82 -
T
G .8 .7 4.0 mm Hg
SE ~10 = (95% CI: =5.1to —2.8)
BE -12- ' |
o —4.7 mm Hg
EE -14 (95% Cl: 5.8 to —3.5)
g 167 \ )
-18 -

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
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Efecto sobre el perfil lipidico

Diabetes, Obesity and Metabolism 18: 783-794, 2016.

original article e whey L

Efficacy and safety of sodium-glucose co-transporter-2
Inhibitors in type 2 diabetes mellitus: systematic review
and network meta-analysis

F. Zaccardi'?, D. R. Webb'-2, Z. Z. Htike'-2, D. Youssef'2, K. Khunti'? & M. J. Davies'?

" Diabetes Research Centre, University of Leicester, Leicester, UK
2 Diabetes Research Center, Leicester Diabetes Centre, UHL NHS Trust, Leicester, UK

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
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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
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Variacion de los lipidos plasmaticos en ayunas
en la semana 26 (LOCF)™
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¢, Efectos renales?

K

SGLT2 Inhibition

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
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Otros efectos extraglucémicos

- Reduccion de la volemia (volumen plasmatico)
- Aumento del hematocrito
- Disminucion del acido urico

- T Na* a nivel distal del tubulo (co-transportador Na-Glucosa)
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Control glucémico:

- HbAlc
- Glucemia basal
- Glucemia posprandial

Tto Farmacoldgico m—— g,Prevencion

(ISGLT-2) - Macrovascular?
Objetivos

extraglucémicos:

- Peso

- Presion Arterial
- Perfil lipidico

- Efecto renal

- Otros
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SAVOR-TIMI 53

EXAMINE

2013 .

B COFP-4 inhibitors®

- Lixisenatide

B ctmpagifiozin

2014

EMPA-REG OUTCOME®
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

Empagliflozin, Cardiovascular Outcomes,
and Mortality in Type 2 Diabetes

Bernard Zinman, M.D., Christoph Wanner, M.D., John M. Lachin, Sc.D.,
David Fitchett, M.D., Erich Bluhmki, Ph.D., Stefan Hantel, Ph.D.,
Michaela Mattheus, Dipl. Biomath., Theresa Devins, Dr.P.H.,

Odd Erik Johansen, M.D., Ph.D., Hans J. Woerle, M.D., Uli C. Broed|, M.D.,
and Silvio E. Inzucchi, M.D., for the EMPA-REG OUTCOME Investigators

Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. Bernard Zinman, M.D., Christoph Wanner, M.D., et al September 17,
2015DO0I: 10.1056/NEJMOA1504720
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A  Primary Outcome
20—
—_ Place bo
&
T 13-
E Hazard ratio, 0.86 {95,029 Cl, 0,74-0,99) : :
-__g P=0.04 for superiority Empagliflozin
10—
w
frair
2
2 I
0 | 1 | | | | | |
0 G 12 18 24 30 36 42 48
Month
Mo. at Risk
Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166

Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. Bernard Zinman, M.D., Christoph Wanner, M.D., et al September 17,
2015DO0I: 10.1056/NEJMOA1504720
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LOWER RATES OF HOSPITALIZATION FOR HEART
FAILURE AND ALL-CAUSE DEATH IN NEW USERS OF
SGLT-2 INHIBITORS VERSUS OTHER GLUCOSE
LOWERING DRUGS - REAL WORLD DATA FROM SIX
COUNTRIES AND MORE THAN 300,000 PATIENTS:
THE CVD-REAL STUDY

Mikhail Kosiborod, MD on behalf of the CVD-REAL Investigators and Study Team

FRI * SAT * SUN
MARCH 17 - 19, 2017

IWASWGTDN, DC




H I CONGRESO NACIONAL San Sebastian 2017 S E M { i
: i DE MEDICINA GENERAL 18-20 Ma: v
ﬁ V ¥ DE FAMILIA st Yociecud Lipanois de |

a =g de Fa

% CVDREAL . . (v@ ACC.17
Data Sources: Health Records Across Six Countries g

E Truven MarketScan Claims & Encounters and linked Medicare

=I-= National full-population registries

. . : . o HHF All-cause death
- National full-population registries p— 1 composite
o HHF/all-cause death

= o National full-population registries

. . | =1 —
ASNJP”4 Clinical Practice Research Datalink (CPRD) and - — 0 —
vz The Health Improvement Network (THIN) o = : :_-
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- Diabetes Patienten Verlaufsdokumentation (DPV) initiative
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" cvomea 300.000 (d|ACC.17
Contribution of SGLT-2i compounds 5qo,

Prevencion Secundaria

HHF (N=309,046) All-cause death* (N=215,622)
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- All countries US only European All countries US only European

combined countries combined countries

combined combined
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All-Cause Death

Database N # of events HR (95% CI)
us 143,264 250 —— 0.38 (0.29, 0.50)
Norway 25,050 364 Pl 0.55 (0.44, 0.68)

5 P-value for
Denmerk 18,468 323 - 8861052, 031) SGLT2i vs 0GLD: <0.001
Sweden 18,378 317 —.— 0.47 (0.37, 0.60)

: Heterogeneity p-value: 0.09
UK 10,462 80 — 0.73 (0.47, 1.15)
Total 215,622 1334 = 0.49 (0.41, 0.57) I

Favor SGLT2i « ; » Favor oGLD

i
L]

Hazard Ratio: 0.25 0.50 1.00  2.00
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HHF Primary Analysis

Database N # of events HR (95% CI)
us 233,798 298 —_— 0.55 (0.44, 0.69)
Norway 25,050 278 i 0.62 {ﬂ.49, 0.79)
Denmark 18,468 167 —— 0.77(0.59, 1.01) E—
S eden e — PR RPN <GL72i vs 0GLD: <0.001
UK 10,462 16 ' & 036(0.12,1.13)  Heterogeneity p-value: 0.17
Germany 2900 11 k & 1 0.14 (0.03, 0.68)
Total 309,056 961 - 0.61(0.51,0.73)
Favor SGLT2i « » Favor oGLD

HazardRatio: 0.05 040 025 050 1.00 200
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American
Diabetes EXPERIENCE

e SAN DIEGO, CA
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Figure 36: Forest Plot of Hazard Ratio for CV Components of the Primary Composite Endpoint
(Phase 2/3 Studies)

CA N VAS ] Corntrol Hazard ratio

n /N (%) n /N (%) Favors Canagliiozin : Favors Control Estimate (95% C1)
MACE Plus 13078305 ( 2.1) 7327 (2.1) I—“—{ 081 ( 0.883, 1.218)
CANVAS-R -
CV death 2VE305( 0.3 18/3327( 0.5 |l - { 0.65 ( 0.338, 1.242)

FNF Ml 456305 (0T7) 273327 (0.8 [—-—1 0.83 ( 0.516, 1.341)

! | o ; | ; 5 ;
4 = 09 - 8 = FNF Stroke 4776305 ( 0.7) 16/3327 ( 0.5) I - I 1.47 { 0.832, 2.587)

Unstable Angina J6/E305 ( 0.4) 183327 (0.5 |l -

071 ({ 0.391, 1.301)

—t—

10 20 40
Hazard Ratio
< —— >
Favours Canagliflozin Favours placebo
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Add another agent best suited to the individual by prioritizing patient characteristics:

‘.

PATIENT CHARACTERISTIC

Clinical ca!r lovascular disease

+ Degree of hyperglycemia

+ Risk of hypoglycemia

+ Overweight or obesity

+ Cardiovascular disease or multiple risk factors
+ Comorbidities (renal, CHF, hepatic)

+ Preferences & access to treatment

CHOICE OF AGENT

Antihyperglycemic agent with
demonstrated CV outcome benefit
(empagliflozin, liraglutide)

- Consider relative A1C lowering

- Rare hypoglycemia

» Weight loss or weight neutral

- Effect on cardiovascular outcome

» See therapeutic considerations, consider eGFR
+ See cost column; consider access
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GLYCEMIC CONBROL ALGORIT HM

LIFESTYLE THERAPY

(Including Medically Assisted Weight Loss)

Entry A1C > 9.(

MONOTHERAPY*

SYMPTOMS

~ Metformin < NO YES
~ GLP-1RA —i TRIPLE THERAPY* T
——————
: DUAL INSULIN
 SGLT-2i I_ GLP-1 RA Therapy +
~~ DPP-4i v SGLT-2i Other
M ET Agents
I TZD or other ! T2EN =
— vttt —e TRIPLE
» gl Basal insulin Therapy
agent + —
\ 2nd-line .~ DPP-4i
agent
~ Colesevelam -
w Bromocriptine QR
ADD OR INTENSIFY
v AGi —b INSULIN
if ot at goalIn 3 month [— SU/GLN Refer to Insulin Algorithm
proceed to Dual Therapy t
LEGEND
If not at goal in
3 months proceed Few adverse events and/or
to or intensify v possible benefits
* Order of medications represents a suggested hierarchy of usage; insulin therapy ! Use with caution
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DUAL THERAPY*

« GLP-1 RA
« SGLT-2i —
[ ]
« DPP-4i
e —
MEl _
or other —
1st-line i Basal Insulin
agent
v Colesevelam
I + Bromocriptine QR
‘ « AGI
SU/GLN

If natat goal
in 3 months
proceed to
Triple Therapy

|



COMGRESD NACIONAL San Sebastidn 20

R S I V DE MEDICINA GENERAL 18-20 Mayo
¥ DE FAMILIA

SGLT2 inhibilion
v

/]\ Glucagon

V  Insulin

L Inflammation ;
d Glucose + Pmégi'g une
toxicity
{ Total body + Arterial ol Afferent arterial
fat mass stiffness L rantnetlor constriction
l ¥ * Ketogenesis l arrythmias 4
1 Epicardial f Eomne s v e, + Intraglomeriuar
fat ; = Activation of | hypertension
ACE2 — Angl1/7 + Hyperfiliration
No sympathetic
. 1 Atherosclerosis nervous system
TCardiac | activation  «—
contractility -« @ .
» —— 5/

Jinflammation
L Fibrosis

Erythropoietin
Hematocrit

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

- Optimo control de parametros glucémicos

- Efecto sobre multitud de parametros extraglucemicos
- Parametros subrogados — eventos macrovasculares
- Evidencia favorable previa

- Nueva evidencia favorable

- Futura evidencia
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Galeno

Pérgamo-Grecia 130-200 dC

Diabetes

Enfermedad rara
Sustrato renal
Hidropesia en orina o diarrea en orina
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ORIGINAL RESEARCH

Liraglutide Versus SGLT-2 Inhibitors in People
with Type 2 Diabetes: A Network Meta-Analysis

Maria Lorenzi - Uffe Jon Ploug - Jakob Langer - Rasmus Skovgaard -

Michael Zoratti - Jeroen Jansen
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los inhibidores de los cotransportadores SGLT-2



