








Lexiscan is a pharmacologic stress agent indicated for
radionuclide myocardial perfusion imaging (MPI) in patients
unable to undergo adequate exercise stress.

SAFETY CONSIDERATIONS

Do not administer Lexiscan to patients with second- or
third-degree AV block or sinus node dysfunction unless
these patients have a functioning artificial pacemaker.

Fatal cardiac arrest, life-threatening ventricular arrhythmias,
and myocardial infarction may result from the ischemia
induced by pharmacologic stress agents.

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR LEXISCAN
ON PAGES 14-15 AND FOR ADENOSCAN ON PAGE 16.

PLEASE SEE FULL PRESCRIBING INFORMATION FOR

LEXISCAN AT WWW.LEXISCAN.COM AND FOR ADENOSCAN

AT WWW.ADENOSCAN.COM.



The first standard-dose, IV-injection
pharmacologic stress agent

» The first and only selective A,, adenosine
receptor agonist’

» Standard-dose IV injection (=10 seconds)
from a prefilled syringe?

» No weight-based dosing calculations?
» Pump-free administration

» Similar to Adenoscan® (adenosine injection) for assessing
the extent of reversible perfusion defects by gated MPI?

Cardiac resuscitation equipment and trained staff should
be available before administering Lexiscan.

Adenosine receptor agonists, including Lexiscan, can
depress the SA and AV nodes and may cause first-, second-,
or third-degree AV block, or sinus bradycardia requiring
intervention. In postmarketing experience, heart block
(including third degree), and asystole within minutes of
Lexiscan administration have occurred.

Lexiscan
(regadenoson) injection




The first
A.,-selective agonist'

A,, ADENOSINE RECEPTORS
MEDIATE CORONARY VASODILATION®

» Activation of the A,, adenosine receptor by Lexiscan
produces coronary vasodilation and increases coronary
blood flow?

» Mean APV of intracoronary blood flow increased to
greater than twice baseline by 30 seconds after Lexiscan
administration and decreased to less than twice baseline
within 10 minutes?

» APV ratio of 2.5-fold or greater sustained for a mean
duration of 2.3 minutes after administration*

» Subjects with decompensated congestive heart failure
or severe left ventricular dysfunction (gjection fraction
<35%) were excluded; therefore, the effects on these
patients cannot be concluded from these data*

SAFETY CONSIDERATIONS
Adenosine receptor agonists, including Lexiscan, may
cause bronchoconstriction and respiratory compromise.
For patients with known or suspected bronchoconstrictive
disease, chronic obstructive pulmonary disease (COPD),
or asthma, appropriate bronchodilator therapy and
resuscitative measures should be available prior to
Lexiscan administration.

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR

. LEXISCAN ON PAGES 14-15 AND FOR ADENOSCAN
ON PAGE 16.



Lexiscan’
(regadenoson) injection

Time course of Lexiscan-induced intracoronary blood flow®

-=— 400-mcg Lexiscan IV (n=8)

Average peak velocity (APV) ratio

Time, minutes

APV evaluated by pulsed-wave Doppler ultrasonography in patients undergoing coronary catheterization.

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




Simplify the stress™

ONE PREFILLED SYRINGE—
NO WEIGHT-BASED
DOSING CALCULATIONS

B} Administer Lexiscan as standard 0.4-mg dose
IV injection (=10 seconds)?

Ed Flush immediately with 5-mL saline solution?
EX Deliver radiotracer 10-20 seconds after saline flush?

» No Lexiscan dose adjustment required including
for patients with renal or hepatic impairment, or in
elderly patients?

SAFETY CONSIDERATIONS

Aminophylline may be administered in doses ranging from
50 mg to 250 mg by slow IV injection (50 mg to 100 mg
over 30-60 seconds) to attenuate severe and/or persistent
adverse reactions to Lexiscan.

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR
LEXISCAN ON PAGES 14-15 AND FOR ADENOSCAN
ON PAGE 16.



Lexiscan’
(regadenoson) injection

2 INJECT LEXISCAN (0.4-mg/5-mL IV injection for ~10 seconds)?
» SALINE FLUSH (5 mL)
» INJECT RADIOTRACER (10-20 seconds after flush)

LEXISCAN

MINUTE 2 3 4 5 6 7 8 9 10

» INFUSE ADENOSCAN?® (adenosine injection) )
(140-meg/kg/min IV infusion)®

» INJECT
| THALLIUM-201

ADENOSCAN

1 MINUTE 2 3 4 5

»--INJECT THALLIUM-201----)

(within 5 minutes of infusion)

DIPYRIDAMOLE

Dosage information and administration schedule for dipyridamole is based on package insert dated
December 2007, Bedford Laboratories, Bedford, Ohio. No other comparison is implied.

Flush after radionuclide administration per your lab protocol.

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




Detection of ischemia

LEXISCAN IS SIMILAR TO
ADENOSCAN® (ADENOSINE
INJECTION) IN ASSESSING
THE EXTENT OF REVERSIBLE
PERFUSION DEFECTS*

» Similar agreement rates between Adenoscan—Lexiscan
images and Adenoscan—Adenoscan images—Rate
difference (Lexiscan—Adenoscan) (xSE) Study 1: 1+4%,
Study 2: -1+5%; 95% Confidence Interval Study 1:-7.5,
9.2%, Study 2: -11.2, 8.7%?2

» Lexiscan similar to Adenoscan in detecting ischemia
regardless of age, gender, body mass index, and history
of diabetes®8

SAFETY CONSIDERATIONS

Adenosine receptor agonists, including Lexiscan, induce
arterial vasodilation and hypotension. In postmarketing
experience, syncope, transient ischemic attacks, and seizures
have been observed. In clinical trials, decreased systolic
blood pressure (>35 mm Hg) was observed in 7% of patients
and decreased diastolic blood pressure (>25 mm Hg) was
observed in 4% of patients within 45 minutes of Lexiscan
administration. The risk of serious hypotension may be higher
in patients with autonomic dysfunction, hypovolemia, left
main coronary artery stenosis, stenotic valvular heart disease,
pericarditis or pericardial effusions, or stenotic carotid artery
disease with cerebrovascular insufficiency.

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR
LEXISCAN ON PAGES 14-15 AND FOR ADENOSCAN
ON PAGE 16.



Lexiscan’
(regadenoson) injection

Study 1 Study 2

100

80

62% I 61% 63% I 64%
(__._3%) (13%)

(+2%) (+4%)

Agreement rates, %

Lexiscan  Adenoscan Lexiscan  Adenoscan
vs baseline  vs baseline vs baseline  vs baseline

Adenoscan  Adenoscan Adenoscan  Adenoscan
(n=741) (n=372) (n=499) (n=259)

All patients underwent initial baseline Adenoscan imaging and then were randomized to a second imaging
procedure with either Lexiscan (0.4 mg) or Adenoscan (140 meg/kg/min). Using the 17-segment model,
average agreement rates were determined between the baseline and randomized scans by 3 independent,
blinded readers. Data were studied from 2 randomized, double-blind, multicenter studies of 2015 patients
with known or suspected coronary artery disease who were indicated for pharmacologic stress MPI. Of those
patients, 1871 had images considered valid for the primary efficacy study (Lexiscan: n=1240; Adenoscan:
n=631).2°

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




Detection of ischemia

LEXISCAN AND ADENOSCAN®
(ADENOSINE INJECTION)
AGREEMENT RATES ARE
SIMILAR FOR:

» Image quality>®
» Detecting the presence or absence of reversible defects®®

» Detecting defect type®®

» Normal/none, ischemia/reversible, scar/fixed, and
ischemia + scar/mixed

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR
LEXISCAN ON PAGES 14-15 AND FOR ADENOSCAN
ON PAGE 16.



Lexiscan’
(regadenoson) injection

Same-subject scan comparisons

Lexiscan stress in SPECT MPI

*] 1A

Adenoscan stress in SPECT MPI

.

Scan images provided by Manuel D. Cerqueira, MD

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




Adverse reactions

IN ALL CLINICAL TRIALS, MORE THAN
1600 PATIENTS RECEIVED LEXISCAN’

» Of these, 1337 patients received Lexiscan in
phase 3 studies?

» Most adverse reactions resolved within approximately
15 minutes; headache, when present, resolved in most
patients within 30 minutes?

SAFETY CONSIDERATIONS

Aminophylline may be administered in doses ranging from
50 mg to 250 mg by slow IV injection (50 mg to 100 mg
over 30-60 seconds) to attenuate severe and/or persistent
adverse reactions to Lexiscan.

PLEASE SEE IMPORTANT SAFETY INFORMATION FOR
2 LEXISCAN ON PAGES 14-15 AND FOR ADENOSCAN
ON PAGE 16.



Lexiscan’
(regadenoson) injection

Adverse reactions in cardiac imaging Studies 1 and 2 pooled?

Adverse . Adenoscan®
) Lexiscan S

reactions (n=1337) (adenosine injection)

(25%) = (n=678)
Dyspnea 28% 26%
Headache 26% 17%
Flushing 16% 25%
Chest 0 0
discomfort 18 g
Angina
pectoris or 0 0
ST-segment 12% 18%
depression
Dizziness 8% 7%
Chest pain 7% 10%
Nausea 6% 6%
Abdominal 0 0
discomfort 5% 2%
Dysgeusia 5% 7%
Feeling hot 5% 8%

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




Lexiscan
(regadenoson) injection

Lexiscan is a pharmacologic stress agent indicated for
radionuclide myocardial perfusion imaging (MPI) in patients
unable to undergo adequate exercise stress.

IMPORTANT SAFETY INFORMATION

Do not administer Lexiscan to patients with second-
or third-degree AV block or sinus node dysfunction unless
these patients have a functioning artificial pacemaker.

Fatal cardiac arrest, life-threatening ventricular arrhythmias,
and myocardial infarction may result from the ischemia
induced by pharmacologic stress agents. Cardiac resuscitation
equipment and trained staff should be available before
administering Lexiscan.

Adenosine receptor agonists, including Lexiscan,

can depress the SA and AV nodes and may cause first-,
second-, or third-degree AV block, or sinus bradycardia
requiring intervention. In postmarketing experience, heart
block (including third degree), and asystole within minutes
of Lexiscan administration have occurred.

Adenosine receptor agonists, including Lexiscan, induce
arterial vasodilation and hypotension. In postmarketing
experience, syncope, transient ischemic attacks, and seizures
have been observed. In clinical trials, decreased systolic
blood pressure (>35 mm Hg) was observed in 7% of patients
and decreased diastolic blood pressure (>25 mm Hg) was
observed in 4% of patients within 45 minutes of Lexiscan
administration. The risk of serious hypotension may be
higher in patients with autonomic dysfunction, hypovolemia,
left main coronary artery stenosis, stenotic valvular heart
disease, pericarditis or pericardial effusions, or stenotic
carotid artery disease with cerebrovascular insufficiency.



Adenosine receptor agonists, including Lexiscan, may
result in clinically significant increases in blood pressure

in some patients. When it occurred in clinical trials, increased
blood pressure was observed within minutes of Lexiscan
administration, and in most cases, resolved within 10 to
15 minutes. In some cases, blood pressure increases were
observed 45 minutes following Lexiscan administration.

In postmarketing experience, cases of potentially clinically
significant hypertension have been reported, particularly in
patients with underlying hypertension and when low-level
exercise was included in the MPI.

Adenosine receptor agonists, including Lexiscan, may cause
bronchoconstriction and respiratory compromise. For patients
with known or suspected bronchoconstrictive disease, chronic
obstructive pulmonary disease (COPD), or asthma, appropriate
bronchodilator therapy and resuscitative measures should be
available prior to Lexiscan administration.

Lexiscan overdosage may result in serious reactions.
Aminophylline was used as a reversal agent in 3% of patients.

The most common adverse reactions (>5%) to Lexiscan

are dyspnea, headache, flushing, chest discomfort, angina
pectoris or ST-segment depression, dizziness, chest pain,
nausea, abdominal discomfort, dysgeusia, and feeling

hot. Most adverse reactions began soon after dosing, and
generally resolved within approximately 15 minutes, except for
headache, which resolved in most patients within 30 minutes.

In postmarketing experience, abdominal pain in
association with nausea, vomiting, or myalgias, and
diarrhea, fecal incontinence, musculoskeletal pain,
and tremor have occurred.

PLEASE SEE FULL PRESCRIBING INFORMATION
FOR LEXISCAN AT WWW.LEXISCAN.COM AND n
FOR ADENOSCAN AT WWW.ADENOSCAN.COM.




ADENOSCAN’

adenosine injection

Intravenous Adenoscan is indicated as an adjunct to
thallium-201 myocardial perfusion scintigraphy in patients
unable to exercise adequately.

IMPORTANT SAFETY INFORMATION

Adenoscan is contraindicated in patients with second-

or third-degree AV block, unless these patients have a
functioning artificial pacemaker, sinus node disease, and
known or suspected bronchoconstrictive or bronchospastic
lung disease.

Fatal cardiac arrest, sustained ventricular tachycardia
(requiring resuscitation), and nonfatal myocardial infarction
have been reported coincident with Adenoscan infusion.
Patients with unstable angina may be at greater risk.
Appropriate resuscitative measures should be available.

Adenoscan is a potent peripheral vasodilator and can cause
significant hypotension. The risk of hypotension may be higher
in patients with cardiac or cerebrovascular insufficiency.

Adenoscan exerts a direct depressant effect on the SA and
AV nodes and has the potential to cause first-, second-
or third-degree AV block, or sinus bradycardia.

Increases in systolic and diastolic pressure have
been observed.

Adenosine receptor agonists, including Adenoscan,
may cause bronchoconstriction and respiratory compromise.

Atrial fibrillation has been reported in patients with Adenoscan
infusion and may last from a few seconds to hours, however,
patients spontaneously converted to normal sinus rhythm.

Most common adverse reactions (>5%) to Adenoscan are
flushing, chest discomfort, dyspnea, headache, discomfort
of the throat, neck, or jaw, gastrointestinal discomfort, and
lightheadedness/dizziness. Side effects with Adenoscan
usually resolve quickly when the infusion is discontinued,
although delayed or persistent effects have been observed.




