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Differential effects of pharmacologic stressors:

More than meets the eye
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Pharmacologic stress for myocardial perfusion im-
aging or inducible wall motion abnormality assessment
is an established and widely accepted alternative to
physical exercise, and represents the method of choice in
many patients with limited exercise capacity. The diag-
nostic performance of such testing may by subject to a
substantial variability according to the combination of
stress agents and respective imaging modality." There-
fore, it is important to know the mechanism of action for
each stressor to achieve the maximal clinical benefit for
each patient. It generally is supported that pharmacologic
stress by vasodilators such as adenosine and dipyridam-
ole causes near-maximal hyperemic myocardial blood
flow (MBF) response. This allows accurate detection of
coronary artery disease (CAD) by inducing flow hetero-
geneities because flow increase in territories subtended
by stenotic coronary arteries is blunted compared with
remote segments. Only in a minority of patients and
mainly in case of high-grade stenotic lesions may aden-
osine cause steal effects and induce real ischemia as
evidenced by wall motion abnormalities.! By contrast,
dobutamine indirectly increases MBF by increasing myo-
cardial contractility and consequently oxygen consumption,
which needs to be matched by an increase in MBF, mainly
mediated by the metabolic pathway. Again, this increase is
blunted by stenotic lesions causing flow-response dispar-
ity between stenotic and remote segments indicative of
CAD. In addition, the blunted increase to dobutamine
stimulation may induce real ischemia as a result of the
oxygen demand—supply mismatch. Because this mecha-
nism appears to better mimic the physiologic situation of
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exercise-induced ischemia compared with vasodilators,
one intuitively may expect diagnostic superiority of
dobutamine and bicycle stress over vasodilator stress.
Interestingly, however, in clinical trials adenosine proved
at least equivalent to inotropic stressors.”™

The study by Jagathesan et al® adds to the mecha-
nistic explanation of this observation. In 36 patients with
single-vessel CAD and 18 healthy volunteers the re-
sponse to either dobutamine or adenosine stress was
assessed with positron emission tomography and '>O-
labeled water. In healthy volunteers and in remote
segments of CAD patients, adenosine achieved signifi-
cantly greater hyperemia than dobutamine. The latter
induced MBF responses comparing well with those
reported for bicycle exercise in healthy volunteers® and
in CAD patients.” In myocardial segments subtended by
a significant coronary stenosis, there was progressive
blunting of regional MBF with both agents. Surprisingly,
however, dobutamine achieved greater hyperemia. This
greater hyperemia with dobutamine may be owing to
more pronounced collateral recruitment whereas the
tendency of vasodilator agents to induce coronary steal
may play a modest role. Consequently, flow disparity
was greater with adenosine stress at all grades of coro-
nary stenoses. This is in agreement with a recent meta-
analysis on pharmacologic stress testing supporting the
highest sensitivity and lowest specificity to be attained
by use of vasodilator combined with myocardial perfu-
sion imaging, while the highest specificity and lowest
sensitivity to be attained by use of a vasodilator and an
inducible wall motion abnormality. The lower diagnostic
sensitivity attributed to dobutamine stress may be ex-
plained in part by less pronounced flow heterogeneities
and in part by the higher sensitivity of abnormal perfu-
sion over regional dysfunction as described by the
ischemic cascade.

In addition to providing mechanistic insights, the
results by Jagathesan et al’ are important for another
reason. In contrast to the semiquantitative information on
flow heterogeneity provided by single photon emission
computed tomography, positron emission tomography
provides absolute quantification of MBF at rest and
during pharmacologic stress, allowing calculation of
coronary flow reserve (CFR) as the ratio of stress over
resting MBF. CFR is used as an integrated measure of
flow through both the large epicardial coronary arteries
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and the microcirculation® and has been proposed as an
indirect parameter to evaluate the function of the coro-
nary circulation. It is crucial to know the variance in CFR
induced by different agents because Jagathesan et al’
showed that CFR values obtained with vasodilators are
not interchangeable with those obtained with inotropic
stimulation. Monitoring of treatment effects by CFR
must be performed with the same stress agent to allow
meaningful interpretation of CFR.
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