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Translated in 17 out of the 27 EU countries
(500 millions inhabitants)

Downloaded > 10, 000 times from eshonline.org
(June 2009)
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TRIALS 2004 — 2008

STARLET 2008
ADVANCE (2007)

« UKPDS (2008)

« ACCOMPLISH (2008)

« HYVET (2008)

« ONTARGET (2008)

« TRANSCEND (2008)



REAPPRAISAL OF EUROPEAN

GUIDELINES ON HYPERTENSION
MANAGEMENT: A EUROPEAN
SOCIETY OF HYPERTENSION (ESH)
TASK FORCE DOCUMENT
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Stratification of Global CV Risk in four Categories

i

3 RF, MS, Diabetes, High High High
or Target Organ added risk | added risk | added risk
Damage

/~ N\

Low : <15% (10 years) fatal AND non fatal CV events ; moderate 15-20%;
Low : <4% (10 years) fatal CV events (SC O RE) » moderate 4- 5%;

==

igh:20-30%; Yery high > 30%
high 5-8 % Jery high > 8%

N




ESH/IESC Guidelines and Search for Subclinical Organ Bamage

2003 — SCr (> 1.4-1.5mg/dl) LVH (Echo)
GLs EKG T CA thickening / plagues

MA

Search for

) multiorgan OD
Routine \ Recommended \ oD ass?essed before

and during T

| |

2007 — SCr (> 1.4-1.5mg/dl) LVH (Echo)
GLs — eCrCl/ GFR Concentric LVH
MA LA enlargement
EKG T CA thickening / plaques
Ankle/Brachial ratio
Arterial stiffening (PWV)*

* Depending on availability / also shown by high SB P /low DBP
T LVH / Ml-ischemia / Arrhythmias




SUMMARY: SUBCLINICAL ORGAN DAMAGE
(OD) IN TOTAL CV RISK STRATIFICATION



1. Assessment of subclinical organ
damage



2007 Blood pressure targets

< 140 / 90 if low and moderate CV risk

< 130 / 80 if high CV risk
Diabetes

Renal dysfunction
Established CV disease

2007 ESH Guidelines for the Management of Hypertensi  on.
J Hypertens 2007, 25:1105-1187



BP target in elderly patients
No clear evidence for < 140 mmHg SBP

Achieved SBP (more active vs less active Tx)
H
N
o

Zanchetti et al. J Hypertens 2009; 27:923- 9



BP target in elderly patients
No clear evidence for < 140 mmHg SBP

£
-

a

Box 4. Blood pressure goals of treatment

« Evidence is missing in the elderly hypertensive patients,
In whom the benefit of lowering SBP below 140 mmHg has
never been tested in randomized trials. »

2009 ESH Document

Achieved SBF

Zanchetti et al. J Hypertens 2009; 27:923- 9



BP target in patients with diabetes melitus
No clear evidence for < 130 mmHg SBP

Achieved SBP (more active vs less active Tx)
o
QL
o

Zanchetti et al. J Hypertens 2009; 27:923- 9



BP target in patients with previous CV disease
No clear evidence for < 130 mmHg SBP

Stroke

Achieved SBP (more active vs less active Tx)
H
8
)

Zanchetti et al. J Hypertens 2009; 27:923- 9



BP target in patients with previous CV disease
No clear evidence for < 130 mmHg SBP

Box 4. Blood pressure goals of treatment

« The recommendation of previous guidelines to aim at a
lower goal SBP (<130mmHg) in diabetic patients and in
patients at very high CV risk (previous CV events) may be
wise, but it is not consistently supported by trial evidence.

In no randomized trial in diabetic patients has SBP been
brought down to below 130 mmHg with proven benefits, and
trials in which SBP was lowered to below 130mmHg in
patients with previous cardiovascular events have given
controversial results.»

2009 ESH Document




The J-shape curve In clinical trials

* INVEST (Messerli et al. Ann Int Med 2006)
 VALUE (Messerli et al. ESH Meeting, June 2009)
* ON TARGET (Sleight et al. ESH-ISH meeting, June 200 8)

CV events

120-140 mmHg

SBP (mmHQ)



The J-shape curve (nadir 130 mmHQg) in ONTARGE

Sleight et al. J Hypertens 2009; 27:1360- 13t

Primary study outcome CV mortality

Myocardial infarction Stroke

no J-shape curve



2009 Blood pressure targets

< 140 / 90 if low, moderate and high CV risk

(Diabetes
Renal dysfunction
Established CV disease)

l.e. 130-139 and 80-85 mmHg






Diuretics Beta- CCB ACE-| ARBS
blockers



SUMMARY: CHOICE OF ANTIHYPERTENSIVE
DRUGS



1. Assessment of subclinical organ
damage

2. Treatment strategies



The American Journal of Medicine (2009) 122, 290-300



Wald et al, The American Journal of Medicine (2009) 122, 290-300






Diuretic + ACE-I CCB + ACE-I

Diuretic + ARB CCB + ARB






Diuretic + CCB + ACE-|

Diuretic + CCB + ARB



2007 ESH/E
Combinations batwean Some C

SC 'Guigelines

lasses of Antihypertansive Drugs

\

Thiazide Thiazide
diurgtics diuretics
ACCOMPLISH
R- AT,- ADVANCE AT ,-receptor
blockers receptor HYVET antagonists
antagonists ASCOT
ONTARGET
- Calcium Calcium
blockers antagonists antagonists
ACE inhibitors ACE inhibitors

* Pronounced antihypertensive effect
» CV protection
e Optimal tolerability







Discontinuation

Switching



SUMMARY: COMBINATION THERAPY

1. In the vast majority of hypertensive patients
effective BP control can only be achieved by
combination of at least two antihypertensive
drugs.

2. The combination of two antihypertensive drugs
may offer advantages also for treatment
Initiation, particularly in patients at high CV risk
iIn which early BP control may be desirable.

3. Use of fixed dose combinations should be
preferred, because simplification of treatment
carries advantages for compliance to treatment



. Assessment of subclinical organ
damage

. Treatment strategies
Combination therapy

Treatrnent of assoclatad risk factors






Statins



. Assessment of subclinical organ
damage

. Treatment strategies

. Combination therapy

reatment of associated risk factors



NEW TRIALS NEEDED



4.

d.

NEW TRIALS NEEDED

3. Should antihypertensive drug treatment be
started in diabetics or in patients with
previous cerebrovascular or cardiovascular
disease when BP is still in the high normal
level, and should BP goal be below 130/80

mmHg in t
What are t

nese patients?

ne lowest safe BP values to

achieve by treatment in different clinical
conditions?

Are life style measures known to reduce BP
also capable of reducing morbidity and
mortality in hypertension?
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Genome-wide scan for seven diseases






