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CENTRAL ILLUSTRATION: Cardiovascular Disease Prevention and Health
Promotion

CVD I
SECONDARY AND TERTIARY PREVENTION ¥  CAD
PVD
Heart Failure
V' Cerebrovascular Disease
Risk Factors
Dyslipidemia
PRIMARY PREVENTION Hypertension
Diabetes
Metabolic Syndrome

Health Behaviors
PRIMORDIAL Fetal and Infant Health Body Weight
PREVENTION Smoking Environmental Pollution
Physical Activity Diet

Hong, K.N. et al. J Am Coll Cardiol. 2017;70(17):2171-85.

Kimberly N. Hong et al. JACC 2017;70:2171-2185
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Prevalencia de Factores de Riesgo Vascular 2 AND
Andalucia y resto de Espafa, 2014 - Estudio di@bet.es, 2014 B ESP (resto)

Obesidad abdominal 20,5 54,6
Obesidad 26,6 37
Diabetes -125 16,3
Prediabetes -QB 16,4
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Figure 2: Cluster characteristics in the ANDIS cohort
2-IR at registration, in the ANDIS cohort for each duster. k-means dustering was done separately for men and women;
MOD-mild obesity- related diabetes.

Distributions of Hb,, and age at diagnosis, and BMI, HO! 3
pooled dataare shown here for clusters 2-5. SAID-severe autoimmune diabetes. SIDD-severe insulin-deficient diabetes. SIRD-severs insulin-resistant diabetes.
MARD-mild age-related diabetes. HOMAZ2- B-homoeastatic model assessment 2 estimates of f-cell function. HOMA2-IR-hornoeostatic model assessment 2 estimates of insulin resistance. ANDIS-All
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[ Type 2 diabetes

DIABETES
AUTOINMUNE GRAVE

Desarrollo en la infancia (mayoritaramente)
Deficiencia de insulina
FPresencia de auto - anticueenpos
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DEFICIEMNCLA DE INSULINA
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DIABETES GRAVE CON
RESISTENCILA A LA INSULINA

OBESIDAD
Dafo remnal

Resistencia insulina
sSevera
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COMN LA OBESIDAD

18-23%0

OBESIDAD desde edad temprana

DIABETES LEVE
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Pacienias con edad avanzada
Forma méas moderada de diabeates
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COLESTEROL ME TOMO
DANACOL DIARIO

ME ENCANTA COMER

€. @Cristob_Morales 1



Fademﬂ ACTUALIZACION TERAPEUTICA
EMPAGLIFLOZINA

@Cristob_morales

EECC DE SEGURIDAD CV EN
DIABETES: BEFORE-EMPAREG

CAMBIO DE ERA: AFTER
EMPAREG

GUIAS CLINICAS




@Dr.Morales Junior



\ sk of MYy =
he Ris
. - olitazone on th R,
Effect of Ros;:ﬂglll)tgfth from C diovas :
al - TH»

Nisser

%

ar

An Increasad risk of myocardial
Infarction (MD and CV daath was
obsarved In a meta-analysis of
rosiglitazone trials!
Myocardial infarction
1.43 (95% CI: 1.03, 1.98), p=0.03
Cardiovascular death
1.64 (5% CI: 0.98, 2.74), p=0.0%&

1.0 1.3 2.0
Odds ratio vs control group

GRACIAS STEVEN NISSEN,
CONTIGO EMPEZO TODO...
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A raiz del metanalisis de S.Nissen en 2007 las agencias
reguladoras exigen un estudio de seguridad
cardiovascular en los nuevos farmacos para la diabetes

Protagonizada por : Alogliptina, Saxagliptina, Sitagliptina,
Lixisenatide, Empagliflozina, Liraglutide, Canagliflozina, Exenatide i
LAR

Pertenece a: De miedo, Inguietantes

INFORMACION GENERAL EPISODIOS TRAILERES Y MAS SIMILARES DETALLES
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EMPA-REG OUTCOME® trial design

Patients with T2D and established

CV disease P
Empagliflozin or

placebo given on top

count,,
0:1« /@J\
of standard of care

7020
patients

Placebo

Empagliflozin 10 mg
CV disease was defined as
21 of the following:

Empagliflozin 25 mg

 CAD 3.1 years median
e PAD observation time

e History of Ml
e History of stroke

Primary endpoint:
3P-MACE

A

&

Pre-specified primary endpoint
components:

e CV death
* Non-fatal Ml
¢ Non-fatal stroke

Other pre-specified outcomes:

e All-cause mortality
* Hospitalisation for heart failure
* Incident or worsening nephropathy

To examine the long-term effects of empagliflozin versus placebo, on top of standard of care,
on CV morbidity and mortality in patients with T2D and established CV disease.

3P-MACE, 3-point major adverse cardiovascular events; CAD, coronary artery disease; MI, myocardial infarction;

PAD, peripheral artery disease; T2D, Type 2 Diabetes. Zinman B et al. N Engl J Med 2015;373:2117 & supplementary appendix

o’ -*'
_i" ;:- EMPA-REG
.;&.‘23’.. OUTCOME?®



Zinman B et al. N Engl J Med 2015;373:2117

EMPA-REG OUTCOME: The Patient

~63 afnos IMC 31

Metformina (74%)
HbA1c ~8% ~57 % > 10 aios del diagnostico Insulina (48 %)
Sulfonilurea (42%)

Enfermedad CV establecida:

~75% con enfermedad coronaria ~52% IR leve
~46% antecedentes de infarto de miocardio ~26% IR moderada
~10% Insuficiencia Cardiaca

Bien controlado Antihipertensivos: 95%
- Lipidos (C-LDL ~ 85 mg/dl) Hipolipemiantes: 80%
- Presion arterial ~ 135/77 mmHg Anticoagulantes/Antiplaquetarios: 89%
B AR i
i" $ EMPA-REG

;;‘:‘.:’4.. OUTCOME®



PRIMARY OUTCOME: MACE-3

0.86
— (95.02% CI 0.74, 0.99)
& p=0.0382*
T
(0]
>
0]
< 10+
3
)
C
Q0
-—
&
5 -
No. of patients
Empagliflozin 4687 4580 4455 4328 3851
Placebo 2333 2256 2194 2112 1875

Cumulative incidence function. MACE, Major Adverse Cardiovascular Event; HR, hazard ratio.
* Two-sided tests for superiority were conducted (statistical significance was indicated if p<0.0498)
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Empagliflozin
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-14%

2821 2359 1534 370
1380 1161 741 166
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Cardiovascular Events in EMPA-REG Outcome

14% 38% 32%

$ 3p-

\l/ All-cause
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sl/ CV death

mortality
% HR 0.88 " Pincebo
HR 0.62
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EMPA-REG OUTCOME: una nueva era

14% 38% 32% 35% 39%

Y |

e i =

J 3P-MACE! J CV death’ J All-cause mortality!  \ HF hospitalisations'

v New or
worsening
nephropathy*?

*Defined as new onset of macroalbuminuria, doubling of serum creatinine (accompanied by eGFR [MDRD]
<45 mi/min/1.73m2), inifiation of renal replacement therapy or death due to renal disease; 3P-MACE, 3

point major adverse cardiovascular events
1.Zinman B ef al. N Engl J Med 2015;373:2117; 2. Wanner C et al. N Engl J Med 2016 (submitted)

For internal use only. Strictly confidential. Do not copy or distribute externally.
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Mecanismos fisiologicos implicados en la
proteccion cardiovascular y renal tras
inhibicion de SGLT2
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Heerspink HL. Circulation. 2016;134:752-772
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LA DECADA DE LOS
ESTUDIOS DE SEGURIDAD
CARDIOVASCULAR EN DM2

SAVDR-TIMI 53
n= 16,082
3P MACE
EXAMIME TECOS CARMELINA CAROLINA
n=530 n=14,671 n=T7.003 n=6072
3P MACE 4-F MACE 3P MACE | 3.P MACE

n= 5068 n=95340 n=4,156 n=31T6 n=9,501
4-P MACE 3P MACE 4-P MACE 3-P MACE 3-P MACE CV death or HF
hespitallzat
SUSTAIN-§ EXSCEL HARMEONY
| DPP-4 inhibitors H s
sk 37 MACE

GLP-1 receptor agonists
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TABLE 2. NHANES-Weighted Variables Analyzed For Adult
Patients With Type 2 Diabetes |dentified From NHANES Data
for 2009-2010 and 2011-2012 (N = 23,941,512)

REPORT
Weighted Variable

Mean age lyears + SD) 59.6 + 13.5
Mean body mass index (kg/m?*+ SD) 333 +7.6 Eligibility Varies Among the 4 Sodium-Glucose
G Outcomes Trials: Implications for the General
Men 52.2 Type 2 Diabetes US Population
Women 47.8 Eric T. Wittbrodt, PharmD, MPH; James M. Eudicone, MS, MBA;
Race Kelly F. Bell, PharmD, MSPhr; Devin M. Enhoffer, PharmD; Keith Latham, PharmD;
and Jennifer B. Green, MD
Non-Hispanic white 57.2
N
M

o TABLE 3. Baseline Characteristics of Patients Included in the CANVAS Program, DECLARE-TIMI 58, EMPA-REG OUTCOME,
and VERTIS-CV Trials®

o CANVAS Program DECLARE-TIMI 58 EMPA-REG OUTCOME VERTIS-CV
Number randomized 10,142 17,160 7020 8237

N Age[mean,yrs) 63 65 63 bk

H AIC level [mean, %) 8.2 8.3 8.1 8.3

% 1 ovstat » 34% primary prevention 41% established CVD
R S * 66% secondary prevention * 59% multiple risk factors

¢ >99% established CYD ® >99% established CVD

A1C indicates glycated hemoglobin; CANVAS, CANagliflozin cardioVascular Assessment Study; CVD, cardiovascular disease.

CHKD indicates chronic kidney disease; CVD, cardiovascular disease; NHANES,
Mational Health and MNutrition Examination Survey.
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