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Raising the bar
Prompting the latest discussions are the

results of a study, published in the April 20,
2006, issue of The New England Journal of
Medicine, showing that using angiotensin
receptor blockers (ARBs) can prevent or
postpone—to some degree— progression to
full-blown hypertension. 

The 772 participants in this Trial of
Preventing Hypertension (TROPHY) were
randomized to either candesartan or placebo
for the first two years of study, and all received
a placebo for the study’s remaining two years.
Two-thirds of those on a placebo progressed
to hypertension, compared to just over half
of those on the ARB.

Given the increasing prevalence of pre-
hypertention—an estimated 70 million
Americans have the condition—even this
relative risk reduction of 15.6% in those on
the ARB is sparking debate.

Those who say it is a call for closer mon-
itoring of prehypertensive patients—who
often are overweight, have blood pressure
around 130/80, and may have abnormal
blood glucose—note that there’s everything
to gain by taking a proactive approach. “You
look at that patient and say, ‘even though
you’re not yet diabetic and you’re not yet
hypertensive, why should  we wait for  a heart
attack or some other major event before we
take action?’,” Dr. Weber said. “A lot of doc-
tors already have that aggressive attitude
today.”

Others urge caution in interpreting
TROPHY’s results, citing the study’s limita-
tions. For one, TROPHY was designed as a
hypothesis-generating study, Dr. Weber said.
In addition, the mean age of participants was
48, their mean body mass index (BMI) was
30 and the vast majority—about 90%—had
additional health risks ranging from high
cholesterol and triglyceride levels to abnor-
mal glucose and insulin-to-glucose ratios. 

“TROPHY was a fascinating attempt to
show that you can postpone development of
real hypertension by treating prehyperten-

sion,” said Franz H. Messerli, FACP, director
of the hypertension program at St. Luke’s
Roosevelt Hospital in New York City and
one of the study’s investigators. “But does it
have any major practical implications? I am
not certain at the present time that it does.” 

The findings would have been more rel-
evant had the trial involved younger, less
comorbid patients, for example, said Dr.
Messerli, or had it been designed to compare
candesartan with another agent, such as a
statin. 

Too soon for drug therapy?
What many are looking for is clear evi-

dence showing that starting pharmacothera-
py early actually prevents cardiovascular
(CV) events. Unfortunately, TROPHY ver-
ifies the problem—patients in the upper half
of the prehypertensive range clearly have
near-term risk of developing hypertension—
but doesn’t give enough data to support start-
ing drug therapy, according to Dr. Cushman.
As a result, it’s premature to talk about rec-
ommending a strategy that would, at the
least, be very expensive to the health care
system, he said.  

“It’s a higher-risk population, CV-wise,
and one with a higher risk of developing
hypertension. What we lack is prospective
clinical trials saying that if you start a patient
on drugs in that range that you will prevent
CV events,” said Dr. Cushman, an author of
the JNC 7 guidelines that first classified and
defined prehypertension (see sidebar). For now,
he cautioned against treating prehyperten-
sive patients with antihypertensive medica-
tion unless the appropriate indication exists.
“If you have a patient who has an indication
for a drug that happens to be an antihyper-
tensive drug, independent of blood pressure,
you should treat him,” he said. The patient
with nephropathy but no hypertension, for
example, should be prescribed an ARB or an
angiotensin converting enzyme (ACE)
inhibitor, he explained; the patient with sys-
tolic dysfunction and heart failure would still
receive the ACE inhibitor or beta-blocker-
regardless of his blood pressure reading. 

For patients with prehypertension, the

decision to prescribe drugs may depend on
the patient’s other risk factors as well as the
patient’s likelihood of changing unhealthy
behaviors. Dr. Messerli decides how to pro-
ceed based on what such a comprehensive
assessment of all risk factors uncovers. 

“When you have a patient with meta-
bolic syndrome or a smoker who is unwilling
or unable to give it up, then a blood pressure
in the prehypertensive range is probably a
treatable entity,” he said. His thinking is that
it’s “one risk factor that you can lower in this
patient.” At that point, he added, the deci-
sion becomes whether to use a statin—stud-
ies have shown that statins reduce the risk of
new hypertension—or an antihypertensive.  

Complicating the discussion of whether
to use drug therapy for prehypertension were
news reports last spring that the American
Society of Hypertension had received grants
from pharmaceutical companies to host lec-
tures promoting an expanded definition of
hypertension to include prehypertension.

The controversy prompted the society to
require more detailed disclosure from its
leadership about any grants received from
industry.  

The sheer cost of treating a population
of 70 million individuals, Dr. Weber con-
tended, “makes the whole issue rather intim-
idating, because if we treated them it would
be extremely costly. Still, if evidence appears
to show that this strategy saves lives, we
might have no choice other than to take
whatever steps are necessary to protect these
people.”

Physicians at the forefront
But in lieu of clear guidance from TRO-

PHY, some physicians are now either con-
sidering an earlier start with antihyperten-
sives or are being more aggressive about start-
ing medication in patients who have other
risk factors. 

For example, Pennsylvania general inter-
nist Sarah Gustafson Thompson, ACP Mem-
ber, hasn’t changed her management of pre-
hypertension on the basis of the TROPHY
results. She initiates drug treatment when
blood pressure hits 130/80 mmHg only in
patients with renal disease or diabetes. But
she seriously discusses progression to hyper-
tension and risk reduction with all prehyper-
tensive patients, while assessing for underly-
ing causes for blood pressure elevation. 

Dr. Thompson, who practices in a
Radnor, Pa., clinic affiliated with the Uni-
versity of Pennsylvania, where she is an assis-
tant professor of clinical medicine, counsels
all of her prehypertensive patients about
reducing weight and sodium and getting reg-
ular exercise. She encourages them to adopt
the DASH (Dietary Approaches to Stop
Hypertension) eating plan, which features
fruits, vegetables, whole grains, and other
foods that are heart healthy and lower in salt.
But once a patient’s blood pressure hits
140/90, she switches from behavior changes
to pharmacotherapy.

The TROPHY results may not resolve
all the issues of how to treat prehypertensive
patients, noted Dr. Weber, but it certainly
adds to the discussion. 

“In fact, just by waiting for a few
months,” he said, “the diagnosis will usually
become clear and lead to an appropriate form
of treatment.”■

Prehypertension
Continued from page 1

JNC 7 guidelines for classifying, managing hypertension
Initial Drug therapy

BP SBP* DBP* Lifestyle 
classification mmHg mmhg modification

Normal <120 and <80 Encourage

Prehypertension 120-139 or 80-89 Yes

Stage 1 140-159 or 90-99 Yes
Hypertension 

Stage 2 >160 or >100 Yes
Hypertension

* Treatment determined by highest BP category

+ Initial combined therapy should be used cautiously in those at risk for orthostatic
hypotension

++ Treat patients with chronic kidney disease or diabetes to BP goal of <130/80 mmHg

DBP, diastolic blood pressure; 
SBP, systolic blood pressure.

Drug abbreviations: 
ACEI, angiotensin converting enzyme inhibitor; 
ARB, angiotensin receptor blocker; 
BB, beta-blocker; 
CCB, calcium channel blocker.Source: JNC 7, Prevention, Detection, Evaluation and Treatment of High Blood Pressure, NIH, NHLBI Dec 03.

Without compelling 
indication

No antihypertensive drug 
indicated.

Thiazide-type diuretics for most.
May consider ACEI, ARB, BB,
CCB, or combination.

Two-drug combination for most
+ (usually thiazide-type diuretic
and ACEI or ARB or BB or
CCB).

With compelling 
indications

Drug(s) for compelling
indications++

Drug(s) for the com-
pelling indications++.
Other antihypertensive
drugs (diuretics, ACEI,
ARB, BB, CCB) as
needed

Thinking about prehypertension
underwent a sea change in late 2003 thanks
to two significant statements in the
“Seventh Report of the Joint National
Committee on Prevention, Detection,
Evaluation and Treatment of High Blood
Pressure,” now known as the JNC 7.

The JNC 7 classified prehypertension
for the first time, defining it with specific
numerical ranges-systolic blood pressure of
120-139 mmHg and diastolic of 80-89. The
report also called for initiating pharma-
cotherapy for Stage 1 hypertension rather
than watchful waiting and lifestyle modifi-
cation only. 

Both the reclassification and the treat-
ment recommendations were intended to
increase awareness—among clinicians and
patients—of the increasing prevalence of
what used to be called “high normal” blood
pressure, which affects an estimated 70

million Americans.
In a move that surprised many, JNC 7’s

authors called for using the older thiazide-
type diuretics as first-line therapy for
uncomplicated hypertension, while recog-
nizing the efficacy of newer drug classes—
angiotensin converting enzyme inhibitors,
angiotensin receptor blockers, beta-block-
ers and calcium channel blockers—as
initial therapy or co-therapy when other
compelling indications or comorbidities
exist. 

The guidelines also promoted self-
monitoring for patients taking antihyper-
tensive medication and for those who may
experience white-coat hypertension. 

A copy of the JNC 7 guidelines can be
downloaded at the National Heart, Lung
and Blood Institute’s Web site (http://www.

nhlbi.nih.gov./guidelines/hypertension/jnc7full.

htm).

How JNC 7 guidelines changed
views on treating prehypertension

Clinical medicine
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