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Prospects for hypertension in the next decade

uring the second half of the twentieth century our
D knowledge of the aetiology of and pathophysiological

mechanisms underlying hypertension have advanced
immeasurably. Furthermore, few, if any, areas of medicine
have as many major morbidity and mortality trials to inform
optimal management as does hypertension.

Nevertheless, despite having the results of these major
trials' — many of which have been published in the last
decade — the answers to most of the outstanding questions
which prevailed before the last decade remain unresolved
(see table 1). Prospects for answering some of these out-
standing questions are discussed below.

Establishing optimal first-line therapy
Despite the largest of all hypertension trials —

which was designed to determine the optimal fi

apy — confusion remains reflecting, in part, t T
this trial.? In light of ALLHAT, guidance fr

mends the use of thiazide-like diureti st

Whilst it seems reasonable to reco@%ow 3 uret
ics as a starting point for many Qagie V|de
for using genuinely low- dose es i ntext is b

no means compelling exe‘yp/ﬂ cost ns.o
Furthermore, it is inhere nli (?m
heterogeneity of the hyperte Sé} %
that any one drug is the best f aII S m
and types of patient.

Meanwhile there is a continui ed for
more effective agents from amo ntly avail-
able drug classes — ideally with fewer side effects.
Perhaps, more importantly, newer classes of
agents are required and several new classes of
agents are being developed. To provide real
advances over currently available agents, such
products will be required to have long duration of
action and low side-effect rates, with blood pres-
sure (BP) lowering efficacy associated with com-
mensurate reduction in cardiovascular events. The benefits
of pharmacogenetics, whereby drugs may be targeted on
the basis of genetic profiling, are considered by some to be
on the horizon — others believe this to be a very distant
prospect. Whatever advances in new therapies emerge, it is
increasingly clear that if current BP targets are to be
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d the majority of patients will require more than one

ug and so the issue of optimal first-line therapy is yester-

day s guestion for most patients. Consequently, activity

aimed at answering this question should be limited in the
next decade.

Establishing optimal combination therapy
As BP targets are set lower and lower with suc-
cessive sets of management guidelines, practice
will have to move towards the use of two or more
drugs to lower BP sufficiently. This is likely to drive
a move towards the increasing use of fixed com-
bination therapies; probably not just combina-
tions of two (or more) antihypertensive agents,
but also the combination of various products
which act on different cardiovascular risk factors.
The need for such products is highlighted by the
typical drug requirements of a diabetic patient
who has suffered a myocardial infarction. The
minimum drug requirements for such a patient include
aspirin, statin, one (or more) oral hypoglycaemic agent, a
beta blocker, an angiotensin-converting enzyme (ACE)
inhibitor, and a fish oil preparation. Such a patient may also
need further BP-lowering agents, a fibrate, and insulin.
However, given the need in most patients for at least
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Table 1.  Hypertension: unanswered questions Table 2. 1999 WHO-ISH guidelines on future research
® Optimal first line agent ® BPand CVD in developing countries
- in subgroups (especially diabetes mellitus) e Alternative BP measurement
° Optim‘al it el et e ® BP lowering in high-risk patients
- in subgroups
® Optimal thresholds and targets ®  More versus less B lowering
- in subgroups ® Evaluation of surrogate end points
® Optimal concomitant medication (e.g. antioxidants, statins, aspirin) ® Combined interventions for CVD prevention
- in subgroups ® Effects of newer BP-lowering agents
® Impact on other end points ® Genetically targeted BP-lowering therapy

- congestive heart failure and dementia

two agents to control BP effectively, more trials of pairs of
antihypertensive agents are required; ideally they are
required in the setting of different patient subgroups (e.g.
those with left ventricular hypertrophy, diabetes etc).
Unfortunately, with one or two exceptions,® no trials are cur-
rently addressing this question. Hence, this area of enquiry
should be a focus of hypertension trial activity during the
next decade. Meanwhile, the British Hypertension Sociefy
(BHS) have recommended the AB/CD rule as a logial
approach to combining drug classes.’

At what threshold should BP therapy be initiated?
Benefits of treating low-risk patients with afsystotic BP jrthe
range of 140-159 mmHg has not been\Valiedted in & rah-
domised, placebo-controlled trial. It skefs unlikeiyntihat any
such trial will be carried out andgmat the cost WiwlicationAQf
treating BP in this range is magsive\Jhe trafle-off‘of risk and
benefit in this group should_be evaluated in & eddl.
Meanwhile, most guidelings*2? recomimiznd therapiat this
threshold, which is totally impralticaldin mestN\developing
countries. Interestingly, guidelinas (With4tfe ekception of
JNC VII) increasingly recommend that th#asotds for treating
hypertension be based on estimated Cérdiovascular risk. It
should be acknowledged, howevér) thet no trials have been
designed to include patients on the basis of any such spe-
cific level of risk independent of BP. Hence, it is difficult and
perhaps inappropriate, pending such information, to
replace BP levels by risk levels when making treatment rec-
ommendations. It is likely that trials of patients with entry
criteria based on estimated cardiovascular risk will be carried
out during the next decade.

To what target should BP be lowered?

The shortcomings of the HOT trial’ have been outlined pre-
viously' and highlight the need for a more definitive trial
focused on systolic targets given the greater predictive value
of systolic BP. The need for such a trial was included among
the eight areas for further research included in the 1999
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Key: WHO = World Health Organisation; ISH = International Society of
Hypertension; BP = blood pressure; CVD = cardiovascular disease

version of¢ the World Health Organisation (WHO)-
International Sdciety of Hypertension (ISH) guidelines (table
2),"? arvdshould be=sarried out.before the first decade of this
centudy jis ovey

Tailoring,therapy to\patient subgroups: the
develeping world

Perhaps\the moss mportant glaring omission from among
the Bsight argas Qf research recommended by WHO-ISH in
1999 ismwark/in the developing world. This is the critical
targeTpi\preventing the increase in the burden of hyper-
tersion\and associated cardiovascular disease in the next
fyo-slecades.” The potential for primordial prevention of
ragised BP and/or improved BP management remains in the
developing world but only if suitable research is designed,
resourced, and carried out urgently.

Optimising the implementation of guidelines
The most immediate challenge facing those who manage
raised BP is to improve the rates of detection, treatment and
control such that the current rule of two thirds'is drastical-
ly improved. This will come about by improved education
and incentivisation of both the general population and the
medical profession. The data shown in table 3 are a startling
reminder that the vast majority of adults aged 60 years and
above have levels of BP which currently ‘merit' BP-lowering
treatment. Whilst there is a real need for more effective
drug therapies to improve the control of risk factors such as
raised BP or cholesterol, it cannot be right to accept, as
inevitable, the age-related increase in these classical risk fac-
tors and the mass medication and vast burden of disease
which cardiovascular disease currently imposes. Only a pop-
ulation strategy to change diets and lifestyle from childhood
onwards can avert the current situation and the anticipated
global expansion of this problem.

Public education on health is achievable. At a population
level, however, the advice given to the general public and
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Table 3. Prevalence of hypertension*

Age range (years) Men Women
16-19 10.6 3.1
20-29 20.3 6.1
30-39 22.6 8.7
40-49 334 21.5
50-59 52.3 40.8
60-69 69.4 65.8
70-79 77.6 82.7
80+ 81.8 83.8

Key: * Systolic blood pressure > 140 mmHg or diastolic blood pressure
> 90 mmHg

those responsible for healthcare delivery needs to improve
dramatically. Despite some cynical views regarding large
population-based interventions, startling beneficial effects
on cardiovascular disease and mortality have been demon-
strated at the population level. In Finland, for example, the
reduction in cardiovascular deaths over a 20-year period,
following a broad-based national campaign to improve di&t
and lifestyles, appears to have been almost completgly
attributable to the healthy life changes that were made.™
The improved implementation of guidelines Jietessitates
more effective communication between those wrddecing the
guidelines and the healthcare professiondls Zsharged” Wwith
managing patients. It is also likely to b Gséful to,produce
documents written, visual, or electronic,“designg@d g “wiform
the general public. Key features<oi) idéal guidalines’ inclutie
simplicity, whilst being compyehansive, usex friendly, feasily
interpreted and motivatiofial. N/ the int€rests of ogtiral
broad-based uptake of guidelirfes, simplidity is ajivetarcom-
ponent. Brief, simple messages with the ineyitabie/trade-off
of a degree of inaccuracy are reguired. Fey ‘exaimple, it has
been suggested that drug intervention {8 5aséd on a systolic
BP threshold of 150 mmHg." Levels above this should be
treated and the target should g heidw 150 mmHg. Not
much is lost by ignoring diastolic BP except among younger
patients (e.g. < 50 years) and whilst perhaps conservative,
achieving this level of ‘control' in the vast majority of those
with hypertension would constitute a major improvement in
BP management in countries such as the UK.™ In the context
of developing countries with restricted resources, such a pol-
icy may well have major advantages over trying to implement
more aggressive guidelines produced out of context.'
Meanwhile physicians are duty-bound to at least inform the
patients of benefits likely to arise from the prudent and appro-
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priate use of currently-available agents shown in randomised
trials to greatly reduce the risk of cardiovascular events.
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