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Prevalence of CVD is Increasing
Treatment (Live Longer) and Technology (5)

Prevalence

Mortality

-

V Fuster et. al. Nat Rev. Cardiol. 2009:6:669.



DISLIPEMIA

ESC/EAS GUIDELINES

European Heart Journal (2011) 32, 1769-1818
doi:10.109 3/eurheartj/ehr158

E
SOCIETY OF
CARDIOLOGY®

ESC/EAS Guidelines for the management
of dyslipidaemias

The Task Force for the management of dyslipidaemias of the
European Society of Cardiology (ESC) and the European

Atherosclerosis Society (EAS)



DISLIPEMIA

Importante evaluar el riesgo cardiovascular global del paciente teniendo en cuenta
todos los factores (no sélo las tablas de score).

=5 to <10, or high
risk

Lifestyle intervention,
consider drug®

censider drug*

ClassLevel [ETE

z|0 or very high | Lifestyle intervention,
risk consider drug*
Class'/Level ETE

HalA

Table 3 Intervention strategies as a function of total CV risk and LDL-C level
Total CV risk LDL-C lavals
{SCORE)
% <70 mg/dL 70 to <100 mg/dL 100 to <155 mg/dL | 155 to <190 mg/dL > 190 mg/dL
<|.B mmal/L 1.8 to <2.5 mmol/L | 2.5 to <4.0 mmol/L | 4.0 to <4.9 mmol/L >4.9 mmal/L
Lifestyle intervention,
<| Mao lipid intervention Mao lipid intervention consider drug if
uncentralled
ClassyLevel W W W W [[EYEN
Lifestyle intervention, Lifestyle intervention, Lifescyle intervention,
=l to <5 consider drug if consider drug if consider drug if
uncontrolled uncontrolled uncontrolled
Clazs*/Level® [




DISLIPEMIA

« Parametros a medir: CT, LDL, TG y HDL.

e Objetivo principal: LDL.
» Pacientes de muy alto riesgo: <70 mg/dl (nivel de evidenciﬁl
» Pacientes de alto riesgo: <100 mg/d| (HaA).

Reduccion al
menos del 50%
de los niveles
basales.

* Pacientes de riesgo moderado: <115 mg/dl (llaC).

« Relevancia de medidas higiénico-dietéticas:
— Mejoria de los parametros lipidicos.
— Beneficios sobre PA y glucemia.
— Mejoras en calidad de vida y percepcion de la enfermedad.



Table 14 Recommendations for the pharmacological
treatment of hypercholesterolaemia

Recommendations Class® Level® Ref®

Prescribe statin up to the .

highest recommended dose, I 15 1617 LaS estatinas son IOS

or highest tolerable dose to . farmacos que mejor se
h th t level. =

shmbeinbenl el han relacionado con Ia

In the case of statin disminucion de colesterol

intolerance, bile acid la 108 170

sequestrants or nicetinic acid ’ total Yy LDL.

should be considered.

A cholesters| absorption Por cada { de 40 mg/dl

inhibiter, alone or in .

combination with bile acid ™ de LDL se COhSlgue una

sequestrants or nicotinic acid, ) reduccion del 22% de la

may also be considered in the = =

case of statin intolerance, morbl morta l ldad .

If target level is not reached.

statin combination with

a cholesteral absorption b ]

inhibiter or bile acid

sequestrant or nicotinic acid

may be considered.

{lasz of recommendation
Level of evidence.
“Peferences.



Table 16 Recommendations for drug treatment of

HTG
Recommendations Class® Level" Ref*
In particular high risk patients
{see above), lowering of HTG Los acidos grasos omega-
by using the following drugs: .
3 pueden reducir los TG
i ded:
R — l 127 hasta en un 30%.
should be considered: la 13]
nicotinic acid Su dosis no ha de superar
nicotinic acid + laropiprant la - IOS 2-3 g/d |,a.
n-3 fatey acids la 135, 136
Los beneficios son
statin + nicotinic acid” Ia 142, 145 = =
independientes a la
statin + fbrate’ — - mejoria del perfil lipidico,
may be considered: por su efecto
combinations ][] |46 . —
with n-3 facty acids’ antitrombotico y

antiarritmogénico.

== of recommen dation.

*Level of evidence.

“References.

4Evidence for additional lipid-lowering, compared with monotherapy.

“The evidence for prevention of CVLY using combination therapy is in general
limited.

CVD = cardiovascular disease; HT1'G = hypertrighrceridaemia



Table 17 Recommendations if drug treatment of low
HDL-C is considered

Recommendations Class® Leval® Ref®

Micotinic acid is currently the
mest efficient drug to raise
HDOL-C and should be
censidered.

lla 112

Statins and fibrates raise
HODL-C with similar magnitude
and these drugs may be
considerad,

b 141, 15

The efficacy of fbrates ta
increase HDL-C may be
attenuated in people with type
2 diabetes.

1] 127, 141

"ass of recommendation

" Level of evidence.

“References.

HDL-L = high-dersity lipoprotein-ch olesteno.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Niacin in Patients with Low HDL Cholesterol

The NEW ENGLAND JOURNAL of MEDICINE

EDITORIAL

Niacin at 56 Years of Age — Time for an Early Retirement?

Robert P. Giugliano, M.D., S.M.

No. at Risk
Placebo plus statin 1696 1581 1381 910 436
Miacin plus statin 1718 1606 1366 903 428

Figure 1. Kaplan—Meier Curve for the Primary End Point.

N Engl J Med. 2011 Nov 15.



Next ATP IV (?)
U.S.Department of Health & Human Services £ www.hhs.gov

Text Size: @ § M L

National Heart Lung and Blood Institute [

National Institutes of Healtr

Public Health Professionals Networks Funding & Research | Clinical Trials | Training & Careers | Researchers | Educational Campaigns | News & Resources | About NHLBI |Contact Us

professionals Detectlon Evaluatlon and Treatment of High Blood Cholesterol in Adults
(Adult Treatment Panel IV)

Clinical Practice Guidelines

Heart & Vascular

Information Status

Lung Information « Update of the ATP III Report
Blood Information

Sleep Information + Expected Availability for Public Review and Comment: Spring 2011

Interactive Tools and
Resources

+« Expected Release Date: Fall 2011

1) improved CHD risk estimation expanding the intermediate risk group from FRS
10-20% to 6-20%, consideration of alternative risk assessment algorithms such
as the Reynolds Risk Score, especially in women, and use of additional
biomarkers such as hs-CRP and atherosclerotic imaging such as CAC and
CIMT in intermediate risk subjects to further refine risk;

2) emphasizing lower LDL-C targets in all individuals with any increased CHD risk
and consideration of non-HDL as an alternative primary target;

3) de-emphasizing triglyceride and HDL-C as targets of therapy; and

4) emphasizing high-potency statin therapy for individuals at high risk and up-front
statin use in all those at intermediate risk to maximize CHD risk reduction and

attainment of LDL-C and non-HDL goals. _
The upcoming ATP-1IV forum



L os pacientes que recibian estatinas, a pesar de
ya tener un LDL bajo, tenian mejores tasas de
eventos cardiacos mayores.

& 0254
=
S 0204
bt
=
= 0154
=
. )
Pacientes post-IAM Z 010
=5 — Non-statin therapy group
con LDL <70 mg/dl. s |
S 0054 — Statintherapy group
p=0.024
0.004
0 1 2 3 4 35 6 % 8 5 101 12
Months after PCI
No.at risk 1,054 894 780 680
Statin therapy group 607 529 457 400
Non-statin therapy group 447 365 323 280

Estimates of the Rate of the Primary Endpoint Events

The primary endpoint was the composite of death, recurrent myocardial infarction, and coronary revasculanzation. MACE = major adverse cardiac event(s);
PCl = percutaneous coronary intervention.

HK Lee et al. Benefit of early statin therapy in patients with acute myocardial infarction who have extremely low
low-density lipoprotein cholesterol. } Am Coll Cardiol 2011;58:1664-1671.
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Determinantes bioquimicos de SCA vs. DT no isquémico

Mortalidad por cualquier causa

n Dolor toracico no isquémico

. scA

Sy 0,987

Mortalidad por causa cardiovascular

—

T
100

T 1
200 300
Seguimiento (dias)

1,009
e S—
~
©
5
=) -
ED,QG
3
o
o
"
g
o 0947
=z
>
1
Q
o
=
wn092- = . ; .
L Dolor toracico no isquémico
. SCA
0,904
T T T T T T
400 0 100 200 300 400

Seguimiento (dias)

Cordero A, Bertomeu V,, et al. Rev Esp Cardiol; on line



HDL: principal determinante del SCA

Determinantes bioquimicos de SCA vs. DT no isquémico

Variables OR IC 95% p

Sexo femenino 0,36 0,23-0,57 <0,01
Fibrilacion auricular 0,27 0,14-0,52 <0,01
Edad 1,05 1,03-1,06 <0,01
Tabaquismo activo 1,73 1,00-2,99 0,05
Diabetes 1,75 1,10-2,80 0,02
Glucemia >100 mg/dl 1,89 1,22-2,94 <0,01
HDL < 40 mg/dli 2,99 1,95 -4,59 <0,01

Cordero A, Bertomeu V, et al. Rev Esp Cardiol; on line



LDL bajo: marcador de alto riesgo en Prev 27

Cumuled survival (%) All cause mortality

1.00
13.4%
p=0.03
0.95
7.6%
0,907
—— LDL >70 mg/dl

0.85 = LDL <70 mg/dI
0,804

o - - e LDL >70 mg/dl  LDL <70 mg/dl

Follow-up (days)

Cordero A, Bertomeu V, et al. submitted



LDL bajo: marcador de alto riesgo en Prev 27
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8,5%

7,1%
5,4%
3,0%
<70

70-100 101-155 >155

Baseline serum LDL-c (mg/dl)

Cordero A, Bertomeu V, et al. submitted






CARDIOTENS 1999-2009

Evolucion de la prevalencia de DM en HTA
40%0-

Incremento 23%

30%0- /7

23%

30%

20%02-

10%2 -

0%

19997 20097
Cordero A, Bertomeu V, et al. ACC 2011

P<0,01



CARDIOTENS 1999-2009
SITUACION ACTUAL EN ESPANA

Control metabolico
Prevalencia de DM

INSUFICIENCIA CARDIACA CARDIOPATIA ISQUEMICA

Incremento 100% Incremento 110%
(X2) (X2)

48,10% 48,30%

Cordero A, Bertomeu .. et al. ACC 2011



Nuevos Antidiabéticos: Eficacia y Seguridad CV

La inhibicion de la DPP-4 incrementa el GLP-1
activo

LP-1 t%=1-2 miin

G
ESTRATEGIAS \

ANALOGOS GLP-1

« Exenatide

« Liraglutide

« Abiglutide
Taspoglutide
Lixesenatide

INHIBIDORES DPP-4
Sitagliptina
Vildagliptina
Saxagliptina
Alogliptina

| MIgETe]ITeliIat-W | Diabetes. 2000; 49(suppl 1): A39. Abstract 160-OR.
I Dutogliptina 7. Diabetes. 1995; 44: 1126-1131.




Nuevos Antidiabéticos: Eficacia y Seguridad CV

Agonistas GLP-1/inhibidores DPP |V

GLP-1

RTE )
Exenatide

. . 7378
Liraglutide

Sitagliptin®" *%

Saxagliptin®* *¥

Vildagliptin™ *9

Structure*

[
. ®
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Route

Oral

Oral

Oral

£

e E T

Dosage

100 mg once daily
A lower dose of

Homology to 100%

GLP-1

53%

Antibody
formation

Approximately 61% of
patients

Route

Subcutaneous

EFICACIA

ka or insulin
nsidered to
he risk of
ycaemia

5 mg once daily
Dose of sulfonylurea
should be lowered in

combination treatment

50 mg twice daily
50 mg once daily in
combination with a

sulfonylurea

hours

Subcutaneous

2.5 hours

3 hours

Dosage

Twice daily (BID)

1 month at 5 pg BID, then

10 pg BID

Once daily (QD)

1 week at 0.6 mg QD,

then 1.2 mg QD. Can
increase to 1.8 mg
QD if required

Elimination

Metabolism is a minor
pathway. Primarily
eliminated unchanged
n urine

Elimination by
metabolism
(cytochrome P450
3A4/5) and renal
clearance

Elimination by
metabolism (not CYP
450 enzymes) and
renal clearance

HbA ;. reduction
(monotherapy)

Moderate decrease
Up to -0.8%

Moderate decrease
Up to -0.8%

Moderate decrease
Up to -0.8%

Food interaction -

Must take before meals

No food interaction

Effect on weight

Weight neutral

Weight neutral

Weight neutral

Approximate 1-2 minutes

Half-life

2.4 hours

Elimination Proteolysis by DPP-

4

Glomerular filtration
subsequent proteol
degradation

SEGURIDAD

HbA . reduction

-0.8 t0 -0.9%

-1.0 % to -1.5%

Mean change in
weight

-1.6kgto-2.8 kg
(over 30 weeks)

-0.2kgto -2.8 kg
(over 26 weeks)

Indicated in
combination
with:

Metformin and/or a
sulfonylurea and/or a
thiazolidinedione

Metformin and/or
sulfonylurea;
metformin and a
thiazolidinedione

sultonylurea
Triple therapy with
sulfonylurea +
metformin;
thiazolidinedione +
metformin
Insulin with or without
metformin

Dual therapy with
metformin, a
thiazolidinedione, or a
sulfonylurea

Dual therapy with
metformin, a
thiazolidinedione, or a
sulfonylurea

Contraindication
and special
warmings

Severe renal impairment

and gastrointestinal disease

Inflammatory bowel
disease and diabetic
gastroparesis; thyroid
adverse events

Very common
adverse events

Nausea, vomiting,
diarrhoea,
Hypoglycaemia with
sulfonylurea

Headache, nausea,
vomiting, diarrhoea
Hypoglycaemia with
sulfonylurea

Contraindication
and special
warnings

Not recommended in
patients with moderate
to severe renal failure
(creatinine clearance
< 50 mL/min).
No dose adjustment in
mild to moderate liver
impairment

Not recommended in
patients with moderate
to severe renal failure
(creatinine clearance
< 50 mL/min).
No dose adjustment in
mild to moderate liver
impairment

Not recommended in

patients with moderate

to severe renal failure

(creatinine clearance

< 50 mL/min).
Contraindicated in
patients with liver
impairment

Very common
adverse events

Hypoglycaemia with
sulfonylurea

Hypoglycaemia with
sulfonylurea

Hypoglycaemia with
sulfonylurea




Nuevos Antidiabéticos: Eficacia y Seguridad CV

ACCION DE LAS INCRETINAS SOBRE EVENTOS
CARDIOVASCULARES

ESTUDIOS OSBERVACIONALES

Epidemiology/Health Services Research
ORIGINAL ARTICLE

Risk of Cardiovascular Disease Events in
Patients With Type 2 Diabetes Prescribed

the Glucagon-Like Peptide 1 (GLP-1)

Receptor Agonist Exenatide Twice Daily or
Other Glucose-Lowering Therapies

A retrospective analysis of the LifeLink database

Pacientes con nuevo tratamiento antidiabético desde Junio 2005
Comparacion de pacientes tratados con exenatide vs. resto de antidiabéticos
Excluidos los pacientes con evento CV los 9 meses previos a la inclusion
Objetivo primario: IAM, ACV, revascularizacion coronaria

Best et al. Diabetes Care 2011;34:90-95



Nuevos Antidiabéticos: Eficacia y Seguridad CV

Resultados

¢ 383.525 pacientes incluidos (21.754 tratados con exenatide).

¢ Grupo exenatide: mayor severidad de DM y mayor uso de
farmacos para el tratamiento de factores CV.

CVD: exenatide versus other therapies

HR = 0.86; P < 0.001
S — ——

Propensity-Score HR = 0.80; P < 0.001
Stratified e

HR = 0.81; P = 0.01
Propensity-Score ——y
Weighted

0.5 0.6 0.7 0.8 . 1.0
Hazard Ratio

Ingreso por causas cardiovasculares: HR 0,88 (0,79-0,98); p=0,02
Ingreso por cualquier causa: HR 0,94 (0,91-0,97); p<0,001

Best et al. Diabetes Care 2011;34:90-95



Nuevos Antidiabéticos: Eficacia y Seguridad CV

ACCION DE LAS INCRETINAS SOBRE EVENTOS
CARDIOVASCULARES

LIRAGLUTIDE

Weighing Risks and Benefits of Liraglutide — The FDA’s

Review of a New Antidiabetic Therapy

Mary Parks, M.D., and Curtis Rosebraugh, M.D., M.P.H.

El analisis combinado de los ensayos en fase Il y Il muestra que
liraglutide cumple el estandar de la FDA respecto al riesgo
cardiovascular. Las tasas de eventos cardiovasculares fueron bajas,
pero esta pendiente de nuevos estudios de seguridad cardiovascular.

Parks, Rosebrauhg. N Engl J Med 2010; 362:774-777



Nuevos Antidiabéticos: Eficacia y Seguridad CV

ACCION DE LAS INCRETINAS SOBRE EVENTOS

CARDIOVASCULARES

Williams-Herman et al. BMC Endocrine Disorders 2010, 10:7
http://www.biomedcentral.com/1472-6823/10/7

BMC
Endocrine Disorders

Dinbetes, Obesity and Metabolism 12: 485-494, 2010,

0rigina | article 3010 Harkoek obnig L

Postaaduate
Medicine

The Rapid Peer-Reviewed Journal for Physicians

A Systematic Assessment of Cardiovascular Outcomes in the Saxagliptin Drug
Development Program for Type 2 Diabetes

Raobert Frederich, MD, PhD; John H. Alexander, MD, MHS, FACC; Fred T. Fiedorek, MD; Mark Donovan, PhD; Niklas Berglind, BSc,; Susan Harris, MS; Roland Chen, MD; Robert Wolf, MD ;
and Kenneth W. Mahaffey, MD



Nuevos Antidiabéticos: Eficacia y Seguridad CV

SITAGLIPTINA

« 19 ensayos clinicos aleatorizados de duracion 12 semanas - 2 afos.
» 10.246 pacientes incluidos (82% con FRCV adicionales)
« Baja incidencia de eventos: 0,6 vs. 0,9/100 pacientes/ano con sitagliptina vs.

comparador: HR 0,68 (0,41 - 1,12)

VILDAGLIPTINA

« 25 ensayos clinicos aleatorizados de duracion 12 semanas - 2 afos.
« 13.570 pacientes incluidos (40% con = 3 FRCV y 15% con enf CV previa)

- HR 0,88 (0,37 — 2,11) (50 mg/24h): HR 0,84 (0,62 - 1,14) (50 mg/12h)

Vilda All comparators M-H RR (95% Cl) Vilda 50 mg bid All comparators M-H RR (95% CI)
o Cn ror n/N (%) n/N (%)
n/N (%) n/ N (%)
Age (years)

Vllda 50 mg qd <65 48/4838 (0.99) 52/3747 (1.39) 0.74 (0.51-1.09)

10/1393 (0.72) 14/1555 (0.90) 0.88 (0.37-2.11) =65 33/1278 (2.58) 28/1125 (2.49) 1.04 (0.62-1.73)
Gender
Female 22/2753 (0.80) 25/2194 (1.14) 0.78 (0.44-1.38)

Vilda 50 mg bid
81/6116 (1.32) 80/4872 (1.64) 0.84 (0.62-1.14)

Male 59/3363 (1.75) 55/2678 (2.05) 0.87 (0.60-1.24)

High CV risk status*

No 46/5176 (0.89) 41/4105 (1.00) 0.90 (0.59-1.38)

35/940 (3.72) 39/767 (5.08) 0.78 (0.51-1.19)

Vreeel b reai b e
0.1 10 100 0.01 0.1 10
Vilda better Vilda worse Vilda better Vilda worse
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Impacto de la HTA en la Cardiologia

1,04

CV hospitalization (%)
? %
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- Patients with hypertension

HR: 1.46 (1.10-1.98); p=0.02
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Cordero A, Bertomeu V, et al. Am J Cardiol 2011; 108:1570-1575



COMBINACIONES

« PREFERIDAS:
— |nhibidores del SRAA + Ca-antagonistas.
— |Inhibidores del SRAA + diuréticos.

« ACEPTABLES:

— Beta-bloqueantes + diuréticos.

— Ca-antagonistas + diuréticos.

— Ca-antagonistas + beta-blogueantes.
— Doble blogueo de calcio-antagonistas.

* [NEFICACES:
— Doble bloqueo de SRAA.
— Inhibidores SRAA + beta-bloqueantes.
— Beta-blogueantes + alfa-bloqueantes.
— Alfa-blogueantes + inhibidores aldosterona.

Peter S. Sever and Franz H. Hypertension management 2011: optimal combination therapy. Messerli. Eur Heart J
(2011) 32(20): 2499-2506.



Beta-bloqueantes Diuréticos

bl e

Alfa-bloqueantes =N Calcio-antagonistas

Antagonistas

Inhibidores directos
aldosterona

de la renina

- Combinaciones preferidas
== Combinaciones aceptables
Combinaciones inefectivas

Combinaciones no estudiadas



Concepto biologico: tratamiento
con actividad dual

Fragmentos inactivos

3

ANP/BNP

Diuresis/Natriuresis

Valsartan NEP inhibitor

Vasodilatacion Vasodilatacié Vasos sanguin Vasodilatacion

1 Presién arterial 1 Presién arterial
1 Tono simpético 1 Tono simpético

1 Niveles aldosterona 1 Niveles de aldosterona
1 Retencién de sodio Natriuresis

1 Crecimiento celular Ang | Ang Il Fragmentos Diuresis

Vasoconstriccion




LCZ696 se convierte en AHU377 (que a su vez se
metaboliza a LBQ657) y valsartan

Angiotensinogen Natriuretic peptides Bradykinin
(ANP, BNP)
Renin ———p
v
Angiotensin |
ACE inhibitor |—|| ACE ACE » || ACE inhibitor
v
Angiotensin Il Aminopeptidase P F———p
«4——{ Neutral endopeptidase ——p
| (neprilysin)
| b & v
Metabolites Metabolites
v
Angiotensin ||
type 1 receptor Valsartan moiety AHU377 moiety
LCZ696

Waeber B, Feihl F. Lancet 2010; 375: 1228-9



ACTIVACION DE BARORRECEPTORES

Mecanismo: : : =
- ¢ resistencias periféricas

J, actividad simpatica j‘> P flujo renal
4 actividad parasimpdtica - retencion de sodio

- mejora remodelado miocéardico

Ensayo RHEOS PIVOTAL TRIAL:
— 265 pacientes con HTA resistente.

— Implantacion de dispositivo en bulbo carotideo para activar los
barorreceptores.

— Objetivos:
» Primarios: eficacia a corto y largo plazo, seguridad del dispositivo.
» Secundarios: diferencia del cambio de PA.

— Seguimiento medio: 21 meses.



A todos los pacientes se les implant6 el dispositivo.
Durante los 6 primeros meses, solo el grupo A lo llevo
activado. Despues, hasta completar un total de 12
meses, ambos grupos recibian la terapia.

Implant Randomization
Device OFF 2:1 (Group A; Group BJ
for one month
following implant 12 Month Blinded Follow-Up Period

Group A - Device ON Group A - Device ON

Group B - Device OFF Group B - Device ON

1 0 1 2 5 & 7 8 1 12
Visit Interval (Months)

J Bisognano et al. Baroreflex activation therapy lowers blood pressure in patients with resistant hypertension. J
Am Coll Cardiol 2011; 58; 7:765-773.



De la misma forma, los pacientes con el dispositivo activado también
consiguen mayores diferencias al disminuir su PA basal (previa al implante).

Month 6 Month 12

—
LE4)
M

)
=

Fad
o

Mean Reduction in SBP (mm Ha)

-30 4

.35 4

[ AT O
B BAT OFF

40 -

m Observed Mean Change in SBP

Data with standard error of the change from the pre-implant time point are displayed for the 2 randomized groups. Red bars = BAT is off, green bars = BAT is on.

J Bisognano et al. Baroreflex activation therapy lowers blood pressure in patients with resistant hypertension. J
Am Coll Cardiol 2011; 58; 7:765-773.
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DENERVACION QUIRURGICA

The Effects of Splanchnicectomy on the Blood
Pressure in Hypertension

A Controlled Study

By 8. W. HooBrLer, M.D,, J. T. Manning, M.D., W. G. Paixng, M.D.. 8. G. McCrLELLAN, M.D.,
P. 0. Hevcrer, M.D., Hexry RenrFert, Jr., M.D.,, M. M. Peer, M.D., anp E. A. Kann, M.D.

The effect of supradiaphragmatic splanchnicectomy on the hlood pressure of 294 hypertensive pa-
tients followed for 10 to 18 months after surgery is compared with the effects of nonspecific medical
management in a control group of 79 patients similarly studied. The data are presented in simple
graphie form. It is concluded that 29 per cent of the hypertensive patients had reductions in blood
pressure outside the range of spontaneous variation, that the vascular complications of hypertension
decreased the likelihood of a good result, and that extension of the sympathetic ganglionectomy up-
ward appeared to increase the frequency of good results without requiring a two-stage operation or
producing significant postoperative orthostatic hypotension.

Page. J ClinInvest. 1935;14(1):22-26.
Hoobler. Circulation. 1951 Aug;4(2):173-83.
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Catheter-based renal sympathetic denervation for resistant
hypertension: a multicentre safety and proof-of-principle
cohort study

Henry Krum, Markus Schlaich, RobWhitbourn, Paul A Sobotka, Jerzy Sadowski, Krzysztof Bartus, Boguslaw Kapelak, Anthony Walton,

Horst Sievert, Suku Thambar, William T Abraham, Murray Esler

« Estudio piloto (proof-of-principle)

« 50 pacientes no aleatorizados (TAS = 160 con 3
antihipertensivos incluyendo diurético, sin
sezc):undarismo conocidoy FG =245 mL/min/1.73
m

« Objetivos
— Primario: Efecto TA

— Secundarios: desbordamiento NA y funcion
renal

Krum. Lancet 2009:373:1275-1281

VBM=20TT



cohort study

Catheter-based renal sympathetic denervation for resistant
hypertension: a multicentre safety and proof-of-principle

Henry Krum, Markus Schlaich, RobWhitbourn, Paul A Sobotka, Jerzy Sadowski, Krzysztof Bartus, Boguslaw Kapelak, Anthony Walton,
Horst Sievert, Suku Thambar, William T Abraham, Murray Esler
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* Reducciones de magnitud considerable y mantenidas en el tiempo
« 13% de no respondedores, sin encontrar asociaciones especificas
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Catheter-Based Renal Sympathetic Denervation for
Resistant Hypertension
Durability of Blood Pressure Reduction Out to 24 Months

Symplicity HTN-1 Investigators™
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SDiastolic
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(mmHg) 20|10 241 -25 |11 24111 -251-15 -331-15
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VBM 2011 Symplicity HTN-1. Hypertension. 2011;57:911



Renal sympathetic denervation in patients with
treatment-resistant hypertension (The Symplicity
HTN-2 Trial): a randomised controlled trial

Symplicity HTN-2 Investigators*

« Ensayo clinico aleatorizado

« 106 pacientes con HTA refractaria
— TAS 2 160 (150 en DM)
— = 3 farmacos antihipertensivos

« Exclusion

— FG <45 mL/min/1,73 m?

— A. renal estenotica, < 4 mm diametro o < 20 mm
longitud

Symplicity HTN-2 Investigators. Lancet 2010;376:1903-1909
VBM 2011



Symplicity HTN-2 Investigators*

Renal sympathetic denervation in patients with
treatment-resistant hypertension (The Symplicity
HTN-2 Trial): a randomised controlled trial
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Symplicity HTN-2 Investigators. Lancet 2010;376:1903-1909
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Achievement of treatment goals for primary
prevention of cardiovascular disease in clinical
practice across Europe: the EURIKA study

Ensayo que pretende estudiar el grado de control sobre los FRCV en prevencién primaria.

Realizado en paises de toda Europa con datos principalmente extraidos de médicos de
atencién primaria.

Resultados:
— Edad media: 63,2 ahos. Hombres 48,4%.
— HTA 72,7%; DM 26,8%; DLP 57,7 %; obesidad 43,6%.
— Sedentarismo 19,8%.
— Objetivos:
» PA <140/90 mmHg (DM: <130/80 mmHg).

* Colesterol total <190 mg/dl; LDL < 115 mg/dl (DM: <175 mg/dl y <100 mg/dI,
respectivamente).

* HbAl1c <6.5%; glucosa en ayunas <110 mg/dl.
» |MC <30 kg/m2; perimetro cintura <102 cm en hombres y <88 cm en mujeres.



ESTUDIO EURIKA

e Resultados:

FRCV PACIENTES TRATADOS (%) OBJETIVO ALCANZADO
(% PACIENTES)

HTA 94,2 38,8

HbAlc 36,7

DM?2 87 2 Glucosa en ayunas 20
Ambas 7,2

Colesterol total 43,3
DLP 74 4 Colesterol total + 41,2

' LDL
IMC 24,7
92,2
Obesidad (cumplen medidas Perimetro cintura 6,8

higiénico-dietéticas) Ambas 3,2



Is prevention a fantasy, or the future
of medicine? A panoramic view of
recent data, status, and direction In
cardiovascular prevention R koner. Ther Adv Cardiovasc

,_____-\ Dis 2011; 5: 61-81

WE HAVE MET
THE ENEMY

' ANP HE 1S US.




Statins and risk of incident diabetes: a collaborative
meta-analysis of randomised statin trials

Naveed Sattar. David Preiss, Heather M Murray, Paul Welsh, Brendan M Buckiey, Anton | M de Craen, Sreenivasa Roo Kondapally Seshasai,
John | McMurray, Dilys | Freeman, | Wouter fukema, Peter W Macfarfane, Chris | Packard, David | Stott, Rudi G Westendorp, James Shepherd,
Barry R Davis, Sara L Pressel, Roberto Marchioli, Resa Maria Marfisi, Aldo P Maggioni, Luigi Tavazzi, Gianni Tognoni, john Kjekshus, Terje R Pedersen,
Thomas | Cook, Antonio M Gotto, Michael B Clearfidd, John R Downs, Harue Nakamura, Yasuo Ohashi Kyoichi Mizuno, Kausik K Ray, lan Ford
n Statin Placebo or control OR (95% CI) Weight (%)
Events Rate Events Rate




Statins and risk of incident diabetes: a collaborative
meta-analysis of randomised statin trials
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