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PURE (Prospective Urban Rural
Epidemiologic) Study
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¢ Qué asociacion existe entre los factores sociales
y los factores de riesgo cardiovascular, la
frecuencia de eventos y la mortalidad?
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Presencia de FRCV ( INTERHEART Risk Score)
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Euroaspire IV
Number of medical records

Belgium
UnitedKingdom 899
Romania e, 766
Netherlands R ) 762
France T 148
Croatia W 148
Russian Federation = T46
Lithuania (] 683
Ukraine B 63t
Poland i 591
Finland el 565
Sweden Feee———— 0.2
Germany S 536
Spain I 503
Czech Republic T 495
Latvia B 463
Serbia T 452
Turkey R 446
Slovenia M 407 Records no
Bosnia Herzegovina I 378
Ireland F 365 13586
Bulgara T 361
Cyprus T 156
Greece !llll 94
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H *
@ e Prevalence of overweight

Interview
Russian Federation 93%
Stoventa anns
Ireland

Czech Republic

4 de cada 5 pacientes tienen sobrepeso

y un tercio son obesos

Ukraine
Poland
Turkey

Yet'nearly two thirds are considering Iosmg
sl o we|ghttsm2 the next six months S

Fintan

MOR = 1.0
Ne?herlaﬂds Men 83 U"i-m Women 79.4%
Serbia
Sweden
France 6
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

* Body Mass Index 2 25 kg/m?
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@ . Prevalence of persistent smoking*

Interview

France 71%
Russian Federation 65%
United Kingdom 61%
Bulgaria 60%

Croatia 55%

Casi la mitad de los pacientes
siguen fumando tras un evento coronario

Netherlands 50%

Ireland 50%
Latvia 48%
Ukraine 47%
Cyprus 47%
Slovenia 44% . A °
Belgium e All patients: 48.6%
Serbia 38% MOR = 1.43
Bosnia Herzegovina 34% Men 49.3% , Women 45.4%
Romania 30%
Spain 27%
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@ Therapeutic control of blood pressure *

Romania 52%
Russian Federation 49%

Solo se alcanza el control de TA en

un 53% de los pacientes

Jnited Kingdom 7o BP <130 mmg
Turkey 29% 0
Spain Sk E All patients: 29%
Germany 28% MOR =1.71
Slovenia 24% Men 29% , Women 30%
Ukraine 23%
Poland 23% JES 2012:
i iy BP <140/90 mmHg (<140/80 mmHg in
Fianos 23% patient.s with diabetes)
Lithuania 21% All patients: 53%
Czech Republic 19% MOR =1.71
Latvia 15% o 0
Cyonis " Men 53% , Women 54%
Bosnia Herzegovina 5% . . ) _ ; . _ _
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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@' LDL cholesterol < 70 mg/dl patients on lipid-lowering
meaication

Spain 41% h
35%

Ireland
Slovenia 34%
Finland 33%
United Kingdom 32%

Menos de un tercio de los pacientes estan
en cifras de LDL objetivo

Netherlands %
Sweden 20%
Russian Federation 16%
Greece 16%
Ukraine 15%
Belgium 14%
s s o All patients: 21%
Germany 12%
Turkey 10% MOR =1.71
Bulgaria 8% Men 22% , Women 17%
Lithuania 5%

A Em;ii?t 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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@ Prevalence of diabetes mellitus*®

Cyprus 55%
Greece 55%
Czech Republic 47%
Spain 48% h
Slovenia 45%
Poland 44%

En torno a un 40% de los pacientes
son diabéticos

Ukraine 38%
Serbia 38%
United Kingdom 38%
Lithuania 34% . . 200
Siadan il All patients: 38%
Belgium 32%
Latvia 30% MOR = 1.26
reand 0% Men 37% , Women 40%
Finland 28%
Russian Federation 27%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%




@ e Attendance to CPR programme among all patients*

Interview

Lithuania 91%
Serbia
Spain 709 b
Ireland 67%
Slovenia
ol - H:)

Menos de |la mitad de los pacientes son
remitidos a un programa de
Prevencion Secundaria

Russian Federation 17%
Bulgaria 13% 4
Latvia All patients: 41.2%
Ro%nama 1‘ MOR = 5.96
ey X Men 42.6% , Women 37.0%
Greece 0%
Cyprus 0% ) ) : : 7 : ) , .
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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Prescripcion de Farmacos en P 2daria

por encima del 80%

:_ ................................................................................................................................................................ -

]
P<0.0001 :

E E A 94%, 95% P<0.0001
| P<0.0001 S

82% 0 g81%

85%

P<0.0001
72% 71%

80% A

60% -

40% -

20% -
Antiplatelets Beta-blockers ACE/ARB's Statins

B EUROASPIRE II B EUROASPIRE III l EUROASPIRE 1V
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......................................................................................................................................................................

| 100% - 969 P<0.0001

é 80%

! 80% 75%

| EUROASPIREII B

i 60% % %

| —— EUROASPIRE 111 I
o EWROASPIRE IV H

E G 11% 11% 12%
; 0% =U.

| Raised BP Elevated LDL-C Self-reported Unknown diabetes
| diabetes

t p=0.78

~ |Peor control de FRCV

|

* SBP/DBP 2 140/90 mmHg (= 140/80 mmHg for patients with diabetes); LDL = 1.8 mmol/L;
***Fasting glucose 2 7 mmol/L for patients without history of diabetes

. |

QENSTeaam
ESC CONGRESS 2013




80%

60%

40% -

20% -

0% -
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EUROASPIREII W
EUROASPIREIII B
EUROASPIREIV B

57%

21% 20%

18%

Smoking Obesity Central obesity

Peor control de FRCV

T — - —— " — " — - — " —— " — " —— - — - —— - —— - — - — - — - —— - - — - — - —

* BMI = 30 kg/m32; **Waist circumference = 88 cm for women and = 102 cm for men
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R C. Vidal Perez, F. Otero-Ravina, V. Turrado Turrado, J. Maestro Saavedra, J. Dopico Pita, C. Iglesias Diaz, JM. Solla Camino,
J. Alvear Garcia, P. de Blas Abad, JR. Gonzalez-Juanatey, on behalf of BARIHD investigators.
University Clinical Hospital of Santiago de Compostela, Santiago de Compostela, Spain

RESULTS N=1108 patients

Prevalence of ischemic heart dssase risk factors in the BARIHD study (9
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CARDIOVASCULAR MORTALITY
__ CARDIOVASCULAR MORBIDITY

CV admissions CV deaths CV Death and/or
CV admission

Multivariate analysis for CV mortality

0.47 0.24-0.93

Previous hear failure | 441 240-809,  0.001
'Renal failure (glomerular filtration rate <60) 240 | 1.30-4.47 0.005
Physical exercise . 043 0.24-0.78 0.006
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Diagnosis of Glucose Perturbations

Se simplifica el diagndstico

Recommendations

It is recommended that the diagnosis of diabetes is based 011 HbA,. and FPG |
combined or on an OGTT if still in doubt.

It is recommended that an OGTT is used for diagnosing IGT.

It is recommended that screening for potential T2DM in people with CVD is
initiated with HbA,, and FPG and that an OGTT is added if HbA,, and FPG

are inconclusive.

Not — to when needed Oral Glucose
not perform an Tolerance Test

e L
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Risk Assessment

Estratificacion Riesgo Cardiovascular

Recommendations

It should be considered to classify patients with DM as at very high or high risk
for CVD depending on the presence of concomitant risk factor and target
organ damage.

It is indicated to estimate the urinary albumin excretion rate when performing
risk stratification in patients with DM.

Screening for silent myocardial ischaemia may be considered in selected high
risk patients with DM.

NOt — to base risk assessment on risk scores

Recommendations Class | Level

It is not recommended to assess the risk for CVD in patients with DM based
on risk scores developed for the general population.

.
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Manejo Multifactorial DM2

[ Life style modification
™
Glycaemic Antiplatelet
control therapy Y
A e A7
HA1C<7% L g’ No en
(individualizar) /B 34 Prevencion laria
Blood pressure Lipid control
control |
————

<140/85 mm Hg LDL < 70 mg/dl MAR
www.escardio.org < 130/85 ( Proteinuria) . <100 0 50% AR




Revascularizacion

Recommendations Class | Level

Optimal medical treatment should be considered as preferred treatment in

patients with stable CAD and DM unless there are large areas of ischaemia or | lla B

CABG is recommended in patients with DM and multivessel or complex
(SYNTAX Score >22) CAD to improve survival free from major cardiovascular
events.

PCI for symptom control may be considered as an alternative to CABG in
patients with DM and less complex multivessel CAD (SYNTAX score <22) in
need of revascularization.

Primary PCI is recommended over fibrinolysis in DM patients presenting with
STEMI if performed within recommended time limits.

significant left main or proximal LAD lesion.

In DM patients subjected to PCI, DES rather than BMS are recommended to
reduce risk of target vessel revascularization.

Renal function should be carefully monitored after coronary angiography/PCI
in all patients on metformin.

If renal function deteriorates in patients on metformin undergoing coronary | L

(=
-
~—ry

c
Cc
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¥
A

angiography/PCl it is recommended to withhold treatment for 48 h or until
renal function has returned to its initial level.
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Guidance for Industry

Diabetes Mellitus — Evaluating

Cardiovascular Risk in New - 3
Antidiabetic Therapiesto ¢ ENSAYyO0s Clinicos:

Treat Type 2 Diabetes

are available from:

Addition

European Medicines Agency recommends
suspension of Avandia, Avandamet and Avaglim

Press release

23/09/2010

European Medicines Agency recommends suspension of Avandia,
Avandamet and Avaglim

Anti-diabetes medication to be taken off the market

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

December 2008 —
Clinical/Medical




European Heart Journal (2011) 32, 19001908 CLINICAL RESEARCH

g cooemonioo Preventon
CARDCROGY *

Mortali

No Previous Myocardial Infarction Previous Myocardial Infarction
o *
W|th d|ﬁ YoMl Oomif HRI98% C1) Yotal Costh HR{96% C) 3
- Metformin . 1 Metformin 4 1
W|th me Glimeperide ; —— 1.32 (1.24-1.40) Glimeperide P —— 130 (1.11-151) 0001
Gliclazide e 106 Esemrroy——>Gliclazide { e 050 0Es-120) 048
: Glibenclamide e 1,19 (1.11-128) Glibenclamide L ——— 147 (122-176) <0001
WIthOUt Glipizide P 127 (1.17-1.38) Glipizide | NE————8 153(123-189) <0001
o Tolbutamide ——.— 128 (1.17-1.39) Tolbutamide § — 147 (1.17-184) <0001
a hation Repaglinide e 097 (081-1.16) Repaglinide ————— 120086134 02
o 1 2 o 1 2
Cardiovascutar Death Cardiovascular Death
Metformin . 1 Metformin . 1
Glimeneride L e 1 : 132(1.11-157) 0002
ORIGIMAL ARTICLE Ps3-1200 o040

(122-184) <000V

Intensive Blood Glucose Control and Vascular Qutcomes in "= <=

(1.14-191) 0003

Patients with Type 2 Diabetes pe20m oz

The ADVAMNCE Collaborative Group

Metformin . 1 Metformin . 1
Glimeperide [ e 121 (1.14-129) Glimeperide L or——— 129 (112-1.49) <0001
Gliclazide e 1 OSWESSTTT—> Gliclazide { +—a—— 086 066-113) <029
Glibenclamide — 1.12 (1.04-121) Glibenclamide § p—— 12108152 0003
Glipizide §— 147 (1.07-1.29) Glipizide L —— 148 (120-179) <0001
Tolbutamide L 1.26 (1.13-1.36) Tolbutamide | —— 142(1.14-176) 0002
Repaglinide ——— 096 (0.60-1.15) Ropaghinide s 113[077-166) 088§
0 1 2 0 1 2
Hazard Ratios (86 % cofidence intevals) Hazard Ratios (96 % cofidence intevals)
Figure | Hazard ratios (95% Cl) for different endpoints in relation to monotherapies with different glucose-lowering agents according to
previous myocardial infarction,




@EXAMlNE '

Alogliptina no produce mas eventos CV que
placebo en pacientes DM2 + SCA reciente. (
Muerte CV, IM no fatal o Stroke no fatal)

e Seguridad

Alogliptina es superior a placebo en la
\ reduccion de eventos CV en pacientes DM2 +
SCA reciente. ( Muerte CV, IM no fatal, Stroke
no fatal y revascularizacion urgente)

\ . .
™,
y
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@) EXAMINE

Alogliptin? QD + standard of care (N=2701) ‘

Treatment period (4.5 years)

f T T T T ] 5
Days -14 Day1 Month 1 Month 12 End of 2-Week
to -1 study follow-up |

' I | J1 J !
Visits at months Visits every 4 months §

3,6,and 9 :

Screening Baseline/

Placebo QD + standard of care (N=2679) |
visit randomization

Abbreviation: QD, once daily. ® At randomization, patients were assigned to receive 25, 12.5, or 6.25 mg QD based on renal
function. After randomization, dose adjustments were allowed on the basis of changes in renal function..

.

amsterdam
ESC CONGRESS 2013




Resultados

100+ 249 Hazard ratio, 0.96 (upper boundary of the
E 90 12 one-sided repeated Cl, 1.16)
E Pl Placebo .~
a o
s ; 70 Alogliptin
25 60
SW 50
v Rl
£ § 40+ T 1
25
3 20+
5 = = St S
Q= T T T |
0 6 12 18 24 30
Months
No. at Risk
Placebo 2679 2299 1891 1375 305 286
Alogliptin 2701 2316 1899 1394 821 296

. |
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Alogliptin after Acute Coronary Syndrome
in Patients with Type 2 Diabetes

William B. White, M.D., Christopher P. Cannon, M.D., Simon R. Heller, M.D.,
Steven E. Nissen, M.D., Richard M. Bergenstal, M.D., George L. Bakris, M.D.,
Alfonso T. Perez, M.D., Penny R. Fleck, M.B.A., Cyrus R. Mehta, Ph.D.,
Stuart Kupfer, M.D., Craig Wilson, Ph.D., William C. Cushman, M.D.,
and Faiez Zannad, M.D., Ph.D., for the EXAMINE Investigators*

CONCLUSIONS

Seguridad: si he
Eficacia en reduccidn de eventos CV: NO

oL
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SAVOI'

TIMI 53

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Saxagliptin and Cardiovascular Outcomes
in Patients with Type 2 Diabetes Mellitus

Benjamin M. Scirica, M.D., M.P.H., Deepak L. Bhatt, M.D., M.P.H.,
Eugene Braunwald, M.D., P. Gabriel Steg, M.D., Jaime Davidson, M.D.,
Boaz Hirshberg, M.D., Peter Ohman, M.D., Robert Frederich, M.D., Ph.D.,
Stephen D. Wiviott, M.D., Elaine B. Hoffman, Ph.D.,

Matthew A. Cavender, M.D., M.P.H., Jacob A. Udell, M.D., M.P.H.,
Nihar R. Desai, M.D., M.P.H., Ofri Mozenson, M.D., Darren K. McGuire, M.D.,
Kausik K. Ray, M.D., Lawrence A. Leiter, M.D., and Itamar Raz, M.D.,
for the SAVOR-TIMI 53 Steering Committee and Investigators*

e LA
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Documented Type 2 Diabetes |

Established CV Disease

N=16,492 or Multiple Risk Factors

1:1 double blind l

SAXAGLIPTIN All other DM Rx
5 mg/d per treating MD Placebo

2.5 mg/d
if eGFR < 50 ml/min
+
Duration Follow up Visits
Event driven (n=1040) Q6 months = Primary EP
Median duration 2.1y | CV Death. MI

LTFU 0.2% g 4 4
W/C 2.4% Final Visit Ischemic Stroke

= Major Secondary EP: CV death, MI, ischemic stroke, or hosp.
for heart failure, unstable angina, or coronary revascularization

ESC CONGRESS 2013




SAVOI'

N TIMI 53
i 14 TIMI STUDY GROUF/ HADASSAH MEDICAL ORG i
§ £2 HR 1.00
< 95% CI 0.89-1.12
E 10’ p<0.001 (non-inferiority) §
- T p=0.99 (superiority) 2y KM
| .§ 8 Saxagliptin 7.3% |
| = i
| S 6
— i
= 7.2% |
£ 4
n -
v
| Q
E > 2 .
| o
i Months
6 12 18 24
Placebo 8212 7983 7761 7267 4855
Saxagliptin 8280 8071 7836 7313 4920

QEEIS
ESC CONGRESS 2013



SAVOI

TIMI 53
2-year KM rate (%)
CV Death 2.9 3.2 1.03 (0.87-1.22) 0.72
MI 3.4 3.2 0.95 (0.80-1.12) 0.52
Ischemic Stroke 1.7 1.9 1.11 (0.88-1.39) 0.38
Hosp for Cor. Revasc 5.6 5.2 0.91 (0.80-1.04) 0.18
Hosp for UA 1.0 1.2 1.19 (0.89-1.60) 0.24 :
Hosp for Heart Failure 2.8 3.5 1.27 (1.07-1.51) 0.007
All-Cause Mortality 4.2 4.9 1.11 (0.96-1.27) 0.15

1

QERISUEh QULE
ESC CONGRESS 2013




SAVOI

TIMI 53

TiIMI STUDY GROUF! HADASSAH MEDICAL ORG

CONCLUSIONS

DPP-4 inhibition with saxagliptin did not increase or decrease the rate of ischemic
events, though the rate of hospitalization for heart failure was increased. Althoug
saxagliptin improves glyceniIC COMNLIOl, OLHer Approaches are necessary to reduce
cardiovascular risk in patients with diabetes. (Funded by AstraZeneca and Bristol-
Myers Squibb; SAVOR-TIMI 53 ClinicalTrials.gov number, NCT01107886.)

Seguridad: si ( dudas en IC)
Eficacia en reduccion de eventos CV: NO

e AL
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Hipoglucemia y Riesgo cardiovascular

European Heart Journal Advance Access published September 2, 2013
FASTTRACK CLINICAL RESEARCH

European Heart Journal
doi:10.1093/eurheartj/eht332

Disease management

Does hypoglycaemia increase the risk

of cardiovascular events? A report from
the ORIGIN trial

The ORIGIN Trial Investigators*




Resultados

.......................................................................................................................................................................

Non-severe hypoglycemia HR (95% CI) »p '
CV death or nonfatal MI or stroke "J_ 1.00 (0.88-1.12) 0.938 E
Mortality =il 1.12 (0.99-1.26)  0.069
Cardiovascular death o 1.03 (0.88-1.20) 0.701
Arrhythmic death T 1.10 (0.88-1.36)  0.402
Severe hypoglycemia
CV death or nonfatal MI or stroke = 1.59 (1.24-2.03) <0.001
Total mortality w 1.75 (1.39-2.19) <0.001
Cardiovascular death = 1.71 (1.27-2.30) <0.001
Arrhythmic death = 1.77 (1.17-2.68)  0.007
0.5 1 1.5 2 2.5 3 35

ESC CONGRESS 2013




ESC 2013 Riesgo Cardlovascular

staco actual Prevencion Europa

[
o  [uroAspire [V
o BarilHdD
7 . Diabetes
Guias Practica Clinica
o [ :awfcfivﬂiff
o SAL l~||l||'
o EXAMINI(=
OR[GIN

3. HTA:
e @Guias Practica Clinica
 Simplicity HTN1

ESC CONGRESS 2013



@ European Heart journal (2013) 34, 2159-2219 ESH AND ESC GUIDELINES

LURIFT AN doiz 10,109 eurheartfeht151

ICIETY OF

2013 ESH/ESC Guidelines for the management
of arterial hypertension

TheT
Europe
of Cardi

the
ciety

t DM < 140/85

|
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 Importancia medicion de la TA ambulatoria

e Eleccion Farmaco: —

Y R ————

Figure 4 Pouble comtinationt of clusses af ambypertensive drugs. Green continuous inet praferrad combinations; green duhed lne: useful
combinabon {with some limitations); black dashed nes: posaible bur fess wedll-sested combimaniont: rec consnuous Une: not recorwmended com
bration Arhough verspamd and ditlarem sre sometmes used with a beta-blocker 1o improve ventricular rate control in permanent atrial fbeil.
tion, only dydeopyridice calciom astagoniaty oud nonmaly be combined with Dety Slockens.

* Monoterapia o terapia combinada:

Recommendations Class* Lewel ®
Diiuretics (thiazides, The combination of two
chlorthalidone and EI'IBEEl'IiIE of the

indapamide), beta-blockers, .
calcium antagonists, ACE RAS is nat recammended and

inhibitors, and angiotansin should be diIDUH.E'E'd_
receptor blockers are all
suitable and recommended
for the initiation and
maintenance of
antihypertensive treatment,
either as monotherapy or in

some combinations with
each other.
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Symplicity HTN-1: cifras TA en consulta

'25 -2 1

40 m SBP mmHg -30
® DBP mmHg

1mo 3mo 6 mo 12 mo 24 mo 30 mo 36 mo
(n=80) (n=88) (n=88) (n=85) (n=82) (n=84) (n=88)

P<0.01 for A from BL for all time points




Registro Symplicity : cifras TA en consulta

3 months 6 months 12 months
0.2 140 > 160* = 180t | = 140 >160* = 1801 =140 > 160* = 180t

:FFsFFrrrr

-30 l
-29 -29
-40 mASBP wmADBP
-50
n=612 n=468 n=78 n=391 n=313 n=51 n=91 n=7 n=9
p < 0.001 for all values except;
* 2 150 mm Hg in Diabetes * > 100 mm Hg DBP P =0.00158P 2> 180, 12m; p = 0.0005 DBP » 180, 12m

.1 | Y
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Registro Symplicity : MAPA

5 =140 = 160* = 180t =140 = 160* = 1807 = 140 = 160* = 180t

1
0 - ; : : :
*x
-5 o
-3 -3
- -5 BB-5
-10 R
15 8|~ "
-9 -7
-20 ‘ mASBP mADBP
-14 -13
.25 3 months 6 months 12 months
n=288 n=196 n=35 n=181 n=132 n=25 "n=24 n=18
P < 00001 for all tiome points excopl; p2 0.0456 SEP 2 140 snm Ny, p20.7611 DEP 2 130 mm Mg (12m);
* 2 150 v Ng i Dvabetes puD.0677 SEBP 2 160/150 mwn Hg, ps0.7838 DBP 2 160/150 mm Hg (12m)
f 2 100 mm Ng DEBP P=0.0001 and p=0.0020 SEPF 2 180/100 mm Hg (2 + 6m) and p=0.0007 and p=0.0017 DEP 2 180/ 100 v Ng (3m + 6m)

= Sample size For > 180/ 100 at 12 menths toe small to be shown (n=2)

ESC CONGRESS 2013




CONCLUSIONES

1.Prevencion:
 Elimpacto de FRCV es diferente segun el E. Social
* No se cumplen objetivos de las GPC en P. 2 daria
* El cumplimiento de las GPC= Aumento Supervivencia

2. DM:
e HA1C < 7% ( individualizar)
e Tto multifactorial: estilo de vida +LDL + TA+ AA P2
e |DPP-4: Fallan en la reduccidon de eventos CV

3. HTA
 <140/80 -<140/85 DM y < 130 TAS proteinuria
 Denervacion renal:eficaz (dudas control ambulatorio)




