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Novedades en la guia 2007

 Introduccion del sindrome metabolico como exponente
de alto riesgo (similar a la DM o a la LOD)

— Otorga la consideracion de riesgo elevado o muy elevado a
cualquier categoria tensional desde normal alta

— Recomienda tratamiento farmacologico para todos los
hipertensos con SM y valorar la posibilidad del mismo en los
sujetos con PA normal alta si las MEV no consiguen mejorar los
componentes del SM

e |ntroduce nuevas técnicas para la determinacion de la

LOD

— Recomienda su uso no solo en el diagnostico sino tambien en el
seguimiento y aconseja guiar el tratamiento en funcion de su
presencia y del tipo de LOD

— Especial enfasis en la relacion entre capacidad predictiva,
disponibilidad y coste.

e A pesar de mantener los BB como terapia inicial, no
recomienda su uso, especialmente si van asociados a
diuréticos, en hipertensos con SM o riesgo para el
desarrollo de DM (salvo indicaciones especificas)
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methods

Cuaderno de Recogida de Datos ( MAPAPRES ‘
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- Base de datos segura con claves de encriptacion
- Identificacién de paciente codificada y anénima

Spanish Society of Hypertension
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Prevalencia de la HCA en la poblacion
Espanola no tratada. Proyecto MAPAPRES
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Grado de control de la HTA en
Espana. Proyecto MAPAPRES
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Prevalencia de los patrones
circadianos
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Study design

1 Study hypothesis:

— Valsartan will improve morbidity and
mortality when added to conventional
therapies in Japanese patients with
hypertension and cardiovascular disease

1 Primary endpoint:

— Composite of CV mortality and morbidity

1 Stroke or TIA MI, hospitalisation for CHF or angina
pectoris, dissecting aneurysm of the aorta, lower limb
arterial obstruction, doubling of serum creatinine or
transition to dialysis
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Effect of treatment on
endpoints

Primary endpoints p

Composite endpoints 0.0002
Secondary endp oints ‘
Stroke/TIA —— 0.0280
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Hospitalisation for angina pectoris o 0.0001
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Efectos de un combinacion fija de
perindopril e indapamida sobre
eventos de tipo Macrovascular y
microvascular en pacientes con
diabetes mellitus tipo 2 (estudio

ADVANCE): estudio aleatorizado y

controlado.

ADVANCE
Collaborative Group
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Reduccion de la PA en el contexto de

UKPDS:

UK Prospective Diabetes Study




The ONTARGET Trial Programme

Objectives

e To compare the efficacy of telmisartan with
ramipril in preventing cardiovascular

mor

e JOC
com

nidity and mortality.

etermine any additional benefit of
nining telmisartan with ramipril,

com

pared with the respective monotherapies.

e With patients intolerant to an ACE inhibitor,
the parallel TRANSCEND trial will compare the

effic
stan

acy of telmisartan and placebo on top of
dard therapy in preventing cardiovascular

m O rb I d Ity an d m O rtal Ity  mmerman v Unger T., Am J Cardiol 2003;91 (suppl):28G—34G

Unger T., Expert Opin Pharmacother 2004;5:1201-8



The ONTARGET Trial Programme

Study Design

Screening

ONTIPGET TRAINSCEND

Randomisation (n = 23,400)* Randomisation (n = E,DUU]T

Telmisartan Ramipril Telmisartan Telmisartan Placebo
80 mg/day 10 mg /day 80 mg /day 80 mg/day
+ + +

Placebo Placebo Ramipril
10 mg /day

Follow-up at 6 weeks Follow-up at 6 weeks

Follow-up Follow-up
every 6 months for 5.5 years every 6 months for 5.5 years

* Planned. Actual = 25,620 T Planned. Actual = 5,926

The ONTARGET/TRANSCEND Investigators. Am Heart J 2004;148:52—-61




ACCOMPLISH trial

Avoiding Cardiovascular events through COMbination
therapy in Patients LIving with Systolic Hypertension

e 11454 hypertensives with previous CHD (46%), stroke
(13%), and/or T2DM (60%) randomized to:

— ACEI benazepril + CCB amlodipine
— ACEI benazepril + HCTZ

e Trial stopped due to differences in mortality/morbidity

e Results available on March 31st

Weber MA, et al. Blood Press 2007; 16: 13-19
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Sites of inhibition of RAS

Direct renin inhibitor
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Aliskiren: the first orally available direct
renin inhibitor
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 Molecular weight = 609.8
e High solubility in water and biological fluids

 Non-peptide drug suitable for oral
administration

Wood JM, et al. 2003



Aliskiren has a high specificity for human renin

Renin isoform 1IC5, (NM)
Human 0.6
Marmoset 2

Dog 14
Rabbit 11
Guinea pig 63

Rat 80

Pig 150

Cat 8500

« Aliskiren has a high
specificity for human renin
and is thus challenging to
study in animal models

e Animal model developed to
test human renin inhibitors:
double TransGenic Rat
(dTGR)

— expresses genes for

human renin and human
angiotensinogen

— animals develop severe
hypertension and end-
organ damage

Wood JM, et al. 2003; Bohlender J, et al. 1997



Aliskiren prevents albuminuria and
Inhibits renal inflammation in dTGR

AlbUminUria
in dTGR (mg/day)
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Pilz B, et al. 2005



Desarrollo clinico
Resumen de eficacia y seguridad

Reduccion de la PA independientemente de la edad y
el sexo. Reducciones similares en grupos en funcion
de la presencia de Obesidad, SM y/o Diabetes

Reduccion similar a otras clases terapéuticas (algo
superior en las comparaciones con ramipril e HCTZ)

Efectos aditivos en estudios de combinacion con
otras clases

Efecto durante 24 h con una sola dosis diaria

Tolerabilidad similar a placebo hasta 300 mg
(aumento de la frecuencia de diarrea a partir de
dicha dosis)



Aliskiren provides significant reductions in BNP
compared with placebo

Optimal HF therapy Optimal HF therapy
+ placebo + aliskiren 150 mg

-12.2

p=0.0160 -61
-90

Mean change from baseline in BNP (pg/mL)

Data presented as mean +SEM McMurray JJV 2007. Presented at ESC



Aliskiren significantly reduced UACR from baseline to
week 24 endpoint compared with placebo

Mean change from baseline in UACR (%)

5
2%
0
-5 o .
20% reduction in
UACR vs placebo
-10
-15
20 -18%
: ® Aliskiren (n = 287)
® Placebo (n = 289)
*p =0.0009
Data are shown as percentage change in geometric mean )
Baseline was week -2 value Parving HH, et al 2007. Presented at ASN

UACR, urinary albumin:creatinine ratio



Renin has separate enzymatic and
receptor-mediated effects

Enzymatic effects Receptor-mediated effects

Cell
membran

i




Prorenin also possesses Ang I-
generating activity

e Prorenin prosegment has a ‘gate and handle’ structure
— Prorenin receptor binds to the handle region of prorenin, causing the gate to open,

exposing the active site !
e Receptor-bound prorenin displays Ang | generating activity

comparable to that of renin in solution 2
— Activation of receptor-bound prorenin has also been observed in vivo 3

Ang |

Cell
membrane

(Pro)renin receptor

1 Suzuki et al. 2003; 2 Nguyen et al. 2002;
3 Methot et al. 1999.



Activation MAPK cell signalling pathways by renin may
lead to tissue fibrosis and cellular hypertrophy

E 3
(Pro)renin receptor

Hypertrophy - syTn[t)fll\leAsis

e TE@'Q W) Fibrosis

e Binding of renin to the (pro)renin receptor activates cell
signalling pathways and may lead to increased tissue
fibrosis and cellular hypertrophy 1-3

AL mltog.en-aCtlvat?d pro’Felr? k.mase 1 Nguyen et al. 2002; 2 Nguyen et al. 1996; 3 Ichihara
PAI-1, plasminogen activator inhibitor-1 et al. 2006a.



¢cVacuna para la HTA?

A vaccine for hypertension based on virus-like particles:

preclinical efficacy and phase | safety and immunogenicity
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