THE NEED FOR NEW METHODS OF
PHARMACOLOGIC STRESS TESTING

* Frequently performed procedure

e Serious adverse effects

—AV block (up to 8%)
—Bronchospasm (<1%)

e “Bothersome” side effects
—Total (50-80%)
—Chest pain (20-40%)
—Flushing (40%)

e Continuous infusion and pump required



ADENOSINE RECEPTORS
Agonists and Antagonists
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R. Hendel, modified from R. Barrett



PHARMACOLOGIC STRESS AGENTS
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REGADENOSON EFFECTS ON CORONARY AND
PERIPHERAL BLOOD FLOW VELOCITY
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REGADENOSON INDUCED HYPEREMIA
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REGADENASON PHASE 2 TRIAL
Visual and Quantitative Summed Scores
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REGADENASON PHASE 2 TRIAL
Adverse Effects

A= 400 ug 500 ug Combined

Chest pain 33% 33% 33%

Headache 22% 28% 25%

Flushing WAV 44% 31%

Dyspnea 17% 44% 31%

Nausea 6% 0% 3%

Abdominal pain 17% 6% 11%

Dizziness 11% 28% 19%

Hypotension 0% 6% 3%

ST s 0% 6% 3%

Y olges Do e b Hendel et al, 2005
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PIVOTAL REGADENOSON TRIALS: ADVANCE MPI
Study Design

Double-blinded, randomized, double-dummy
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Cerqgueira et al, 2008
J Am Coll Cardiol Img 1;307



PIVOTAL REGADENOSON TRIALS: ADVANCE MPI
Study Design

1st IV
(Infusion Arm)

Start infusion of End 6-min infusion of
l adenosine or placebo adenosine or placebo l
| | | | | | |
Minutes 0 1 2 3 4 5 6
1 1 1 1 1 1 1
Rapid bolus of 400 Radionuclide
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Immediately follow bolus
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Iskandrian J Nucl Cardiol. 2007;14:645-658.
Cergqueira J Am Coll Cardiol Img 2008;307



PIVOTAL REGADENOSON TRIALS: ADVANCE MPI
Changes in Heart Rate and Systolic Blood Pressure
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PIVOTAL REGADENOSON TRIALS: ADVANCE MPI
Adenosine/Regadenoson Comparison
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D(95%CI): 0% (-6.2%, 6.8%)
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PIVOTAL REGADENOSON TRIALS: ADVANCE MPI
Predefined Adverse Event Group

Adenosine  Regadenoson  Adjusted
(n =678) (n =1337) p-value



1= Much Better
2= Somewhat Better

3= About the Same




Rapid regadenoson infusion (10 sec)

Inject tracer









