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Table 10 Characteristics of patients

Characteristics Number of patients (%)
Total 2,150

Male 1,240 (57.7)
Gender Female 910 (42.3)
065 496 (23.1)
Age (years) 650 O O 75 720 (33.5)
750 934 (43.4)
O 40 97 (4.5)
400 O 060 1,161 (54.0)
Weight (kg) 600 O 080 805 (37.4)
800 O 0100 79 (3.7)
1000 7 (0.3
Diagnosis and treatment policy 1,699 (79.0)
Object Effectiveness of treatment or follow-up 413 (19.2)
Others 38 (1.8)
Angina pectoris 474 (22.0)
Primary disease Angina pectoris suspected 1,117 (52.0)
(multiple selection) Myocardial infarction 351 (16.3)
Myocardial infarction suspected 65 (3.0
Hypertension 1,386 (64.5)
- Hyperlipemia 790 (36.7)
Com"’l".cal'“o;; . Diabetes mellitus 671 (31.2)
(multiple selection) Hepatic disorder 57 (2.7)
Renal disorder 240 (11.2)
Allergic history Present 67 (3.1
) . Dipyridamole 8 (04)
Concomitant drug on the examination day Methylxanthines* 3 (0.1)
Elderly 970 (45.1)
Disturbance of lower extremity 595 (27.7)
R f lication of ad . Peripheral arterial disease** 156 (7.3)
easolr:s Iorszlp:(:;_cat lon of adenosine Cerebral vascular disturbance 115 (5.3
(multiple ion) Aortic aneurysm 106 (4.9
Neuromuscular disorder 23 (1.1)
Others 505 (23.4)
0120 27 (13)
Infusion rate of adenosine (ug/kg/minute) 120 2,050 (95.3)
1200 73 (34)
o5 22 (1.0
5 60 (2.8
Duration of adenosine infusion (minute) 6 2066 (éG 1;
60 2 (01)
- 2017] 1,239 (57.6)
Radioisotope oomT e 908 (42.2)

*: Caffeine, theophylline and aminophyllinel]

**- including arteriosclerosis obliterans
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Table 200 Incidences of adverse drug reactions

Number of patients

467
Skin and subcutaneous tissue 1
disorders
Rash 1
Musculoskeletal and connective
. . 3 (01
tissue disorders
Muscular weakness 1
Musculoskeletal discomfort 2 (01
Ge_neral_ di sorde_zr_s and administra- 169 (7.9)
tion site conditions
Chest discomfort 105 (4.9
Chest pain 42 (2.0)
Feeling abnormal 8 (0.4
Feeling hot 11 (0.5)
Malaise 1
Thirst 5 (0.2
Investigations 65 (3.0
Blood pressure decreased 20 (0.9
Blood pressure increased 5 (0.2
Electrocardiogram QRS complex
prolonged 1
Electrocardiogram QT prolonged 13 (0.6)
Electrocardiogram ST segment
depression 22 (1.0
Electrocardiogram T wave
inversion 2 (01
Heart rate decreased 2 (01
Heart rate increased 4 (0.2
Electrocardiogram PQ interval
prolonged 5 (0.2
Electrocardiogram PR
prolongation 1

Adverse drug reactions (%)
Total 2,150
Number of patients with adverse
drug reactions 343 (16.0)
Nervous system disorders 23 (1.1)
Dizziness 1
Dysgeusia 1
Headache 20 (0.9
Loss of consciousness 1
Ear and labyrinth disorders 1
Ear discomfort 1
Cardiac disorders 58 (2.7)
Angina pectoris 1
Atrid fibrillation 1
Atrioventricular block 7 (0.3
Atrioventricular block complete 5 (0.2
Atrioventricular block first degree 2 (01
Atrioventricular block second
degree 24 (1.1)
Bradycardia 7 (0.3
Palpitations 4 (0.2
Supraventricular extrasystoles 1
Ventricular extrasystoles 6 (0.3
Vascular disorders 20 (0.9)
Flushing 3 (0.1
Hypotension 4 (0.2
Hot flush 13 (0.6)
Respiratory, thoracic and mediasti-
nal disorders % (17)
Cough 1
Dyspnea 30 (14
Hyperventilation 1
Respiratory depth increased 1
Tachypnea 1
Throat irritation 1
Oropharyngeal discomfort 3 (0.1
Gastrointestinal disorders 18 (0.8)
Abdominal discomfort 2 (01)
Abdominal distension 1
Abdominal pain 3 (0.1
Nausea 7 (03
Stomach discomfort 2 (01)
Vomiting 2 (0.1
Paraesthesia oral 1

MedDRA/J Ver.11.1

0000000000000000 13.6% (169
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Table 30 Incidences of adverse drug reactions in characteristics of patients

Characteristics Adverse drug reactions (%) P value*
Total 343/2,150 (16.0) —
Male 169/1,240 (13.6)
Gender Female 1740910  (19.1) 0.0007
065 79/496  (15.9)
Age (years) 650 O 075 124/720  (17.2) 0.4712
750 140/934  (15.0)
0 40 19/97 (19.6)
400 O 060 175/1,161 (15.1)
) 600 O 080 134/805  (16.6) 0.2866
Weight (kg) 8001 0 [ 100 12179 (15.2)
1000 3/7 (42.9)
Unknown 01 ( 0.0 —
Angina pectoris Absent 277/1,676 (16.5) 01778
Present 66/474  (13.9) ‘
Angina pectoris Absent 161/1,033 (15.6) 0.6800
suspected Present 182/1,117 (16.3) ’
Primary disease Myocardial infarction  Absent 285/1,799 (15.8) 0.7501
(multiple selection) Present 58/351 (16.5) '
Myocardial infarction ~ Absent 336/2,085 (16.1) 0.3031
suspected Present 7165 (10.8) ’
Others Absent 310/1,993 (15.6) 0.0885
Present 33/157  (21.0)
Absent 30/195  (15.4) 09182
Complication Present 308/1,929 (16.0) ’
Unknown 5/26 (19.2) —
Hypertension Absent 117/738 (15.9) 1.0000
Present 221/1,386 (15.9) .
Hyperlipemia Absent 207/1,334 (15.5) 05395
Present 131/790 (16.6) ’
Diabetes mellitus Absent 240/1,453 (16.5) 0.2784
Complication Present 98/671 (14.6) ’
(multiple selection) Hepatic disorder Absent 325/2,067 (15.7) 0.1449
Present 13/57 (22.8) ’
Renal disorder Absent 297/1,884 (15.8) 05752
Present 41/240  (17.1) :
Others Absent 179/1,060 (16.9) 0.2356
Present 159/1,064 (14.9) :
Absent 273/1,848 (14.8) 0.0235
Allergic history Present 17/67 (25.4) ’
Unknown 53/235 (22.6) —
Absent 177/1,204 (14.7)
Concomitert d Present 166/946  (17.5) 0.0754
O?Ifom' an ;t‘fg Dipyridamole Absent 339/2,142 (15.8) 00262
gn e examination Present 4/8 (50.0) )
&y Methylxanthines**  Absent 342/2,147 (15.9) 0.4065
Present 1/3 (33.3) ’
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Infusion rate of 0120 2127 (74
adenosine 120 335/2,050 (16.3) 0.0892
(ug/kg/minute) 1200 6/73 (82
Duration of s 2122 (959
o 5 12/60 (20.0)
ade_nostl neinfusion 6 31012,066 (15.0) 0 0.0001
(minute) 601 012 ( 0.0)
2017 199/1,239 (16.1) 0.7650
Radioisotope 9mT e 141/908  (15.5) :
Non administration 3/3 (100.0) —

*: Fisher’s exact test
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**: Caffeine, theophylline and aminophylline
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Table 40 Incidences of adverse drug reactions according to age

Adverse drug reactions

Number of patients %[]

0 65 years 650 O O 75 years 75 years[]
Total 496 720 934
Number of patients with adverse drug reactions 79 (15.9) 124 (17.2) 140 (15.0)
Nervous system disorders 7 (19 5 (0.7) 1 (12
Dizziness 0 1 (03 0
Dysgeusia 0 0 1 (03
Headache 7 (19 4 (0.6) 9 (1.0
Loss of consiousness 0 0 1 (031
Ear and labyrinth disorders 0 0 1 (03
Ear discomfort 0 0 1 (031
Cardiac disorders 14 (2.8) 13 (1.8) 31 (33
Angina pectoris 0 1 (01) 0
Atriad fibrillation 0 0 1 (03
Atrioventricular block 2 (049 0 5 (0.5
Atrioventricular block complete 1 (02 2 (03 2 (02
Atrioventricular block first degree 0 0 2 (02
Atrioventricular block second degree 6 (12 7 (10) 1 (12
Bradycardia 2 (049 1 (03 4 (0.4
Palpitations 1 (02 2 (03 1 (03
Supraventricular extrasystoles 0 0 1 (031
Ventricular extrasystoles 2 (049 0 4 (0.4
Vascular disorders 5 (1.0) 7 (10) 8 (09
Flushing 0 2 (03 1 (03)
Hypotension 1 (02 1 (03 2 (02
Hot flush 4 (0.8) 4 (0.6) 5 (05)
Respiratory, thoracic and mediastinal disorders 11 (22 13 (1.8) 12 (13)
Cough 1 (02 0 0
Dyspnea 8 (16) 12 (1.7 10 (1))
Hyperventilation 1 (02 0 0
Respiratory depth increased 0 0 1 (03
Tachypnea 1 (0.2 0 0
Throat irritation 0 0 1 (031
Oropharyngeal discomfort 0 2 (03 1 (03
Gastrointestinal disorders 6 (12 3 (04 9 (1.0
Abdominal discomfort 1 (02 0 1 (03
Abdominal distension 0 0 1 (031
Abdominal pain 1 (0.2 0 2 (0.2
Nausea 3 (0.6) 2 (03 2 (02
Stomach discomfort 0 1 (03 1 (03
Vomiting 1 (0.2 0 1 (031
Paraesthesia oral 0 0 1 (03
Skin and subcutaneous tissue disorders 0 1 (03) 0
Rash 0 1 (03 0
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Musculoskeletal and connective tissue disorders (0.2 (0.2) 1 (01
Muscular weakness 0 0 1 (01
Musculoskeletal discomfort 1 (02 1 (01 0

General disorders and administration site condition 38 (7.7) 67 (9.3 64 (6.9)
Chest discomfort 2 (44 4 (8.1) 39 (4.2
Chest pain 10 (2.0 18 (25) 14 (15)
Feeling abnormal 1 (02 3 (04 4 (04
Feeling hot 3 (06) 3 (049 5 (05
Malaise 1 (02 0 0
Thirst 2 (04 0 3 (03

Investigations 11 (22 27 (3.8) 27 (29
Blood pressure decreased 1 (02 11 (15 8 (0.9
Blood pressure increased 0 3 (04 2 (0.2
Electrocardiogram QRS complex prolonged 0 0 1 (03
Electrocardiogram QT prolonged 4 (0.8 4 (0.6) 5 (05
Electrocardiogram ST segment depression 5 (10) 9 (1.2 8 (0.9
Electrocardiogram T wave inversion 0 1 (03 1 (01
Heart rate decreased 0 1 (031 1 (01
Heart rate increased 3 (0.6) 0 1 (01)
Electrocardiogram PQ interval prolonged 1 (02 0 4 (0.4
Electrocardiogram PR prolongation 0 1 (03 0

MedDRA/J Ver.11.1

MaantSD n=685-~1920

Fig. 1 Blood pressure changesin Adenosine stress.
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Maan 5D n=736~+1944

Pra stress 1 2 2 Sor Suminy Pra magng
tnrminstion

= 1 i s

Fig. 2 Pulse changesin Adenosine stress.
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Mean£SD n=478~1.113

1.10 (sec)

Adenosir it
0% Pre imaging
Pre stress 1 H 3 6or 9min
RR interval
0.16 (sec) Mean+SD n=510~1,197

{

006
l
004 Aderosios o
002
Pre stress | 2 3 6or 9min Pre imaging
QRS complex
052 (sec) Mean+SD n=340~770

T

Pre stress | 2 3 6or 9min Pre imaging

024 (sec) Mean£SD n=482~1.105

0.10 Adenosine st tress
008
Pre stress 1 2 3 6or 9min Pre imaging
rmintion
PQ interval
050 (sec) Mean+SD n=505~1.185

Pre stress | 2 3 6or 9min Pre imaging

ean =134~306
10 Mean+SD

ST segment

Bonferroni correction *: p<0.05, **: p<0.01, ***: p<0.001

Fig. 3 Electrocardiogram changesin Adenosine stress.
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%mTe 0000 62.4%058.7% 0 0 0 60.8% 0 O
000000000000000000000 (p
[ 0.0016)0]
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Table 50 Evaluation of adenosine stress
. . Number of Efficacy
Clinica evauation patients rate
Total 2,150 —
A Adenosine stress was effective in achieving the goal
of the test. 2,076
Effective Although adenosine was reduced or discontinued,
B | adenosine stress was effective in achieving the goal 28 97.9%
of the test. (2,104/2,150)
c Adenosine stress was successfully performed, but not
effective in achieving the goal of the test. 43
Ineffecti
nefiective D Adenosine stress could not be performed due to side
effects associated with adenosine. 3
Table 600 Coronary angiography examination
Examination and basis Number of patients (%)
Tota 2,150
Coronary angiography: performed 722 (33.6)
not performed 1,428 (66.4)
Reasons for not performed (Multiple selection):
Physician’s judgment 1,146 (80.3)
Elderly 98 ( 6.9)
Renal dysfunction 77 (54
Others 173 (12.1)
Table 70 Correlation of diagnostic performance between adenosine stress myocardial scintigraphy
and coronary angiography
Adenosine stress myocardial scintigraphy
2017 9IMT ¢ Total
Ischemia Ischemia Ischemia Fisher's
Positive | Negative | Positive | Negative | Positive | Negative | exact test
90% or
Coronary _ more 135 37 233 96 233 96 Pvaue
angiography* | SIS 1) o ihan
0 65 88 117 162 117 162
90%
Sensitivity 78.5% 62.4% 70.8% 0.0016
Specificity 57.5% 58.7% 58.1% 0.9031
Diagnostic accuracy 68.6% 60.8% 65.0% 0.0500

* Coronary angiography was performed within £ 31 days of adenosine infusion day.
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Table 80 Other examinations

(except coronary angiography)
Examinations Number of patients
(multiple selection) (%)

Total 2,150
Electrocardiogram (ECG) 1,758 (81.8)
Cardiac ultrasound 1,455 (67.7)
Magnetic resonance imaging (MRI) 24 (1)1
X-ray computed tomography 71 (33
Others 44 ( 2.0)

0000000000000 00000O
odooooooboooooooobDooooo

gdooboooboobouoooboobood
ooooooooooooooooooooon
0000 ((@DODOO0O00000 Computed Tomog-
raphy (CT)[OMagnetic Resonance Imaging (MRI) O
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ooooOooOoooooooODoDODOODOOOOO
000021290 00000000000000
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To investigate the safety and efficacy of Adenoscan®
injection 60 mg (adenosine), a pharmacologic stress
agent that can be used for coronary vasodilation in
patients unable to exercise adequately, the drug use re-
sults survey was conducted by consecutive patients-
survey method in 166 nationwide medical institutes
from 2006 to 2008.

Adverse drug reactions (ADRS) occurred at the rate
of 16.0% (343/2,150 patients), most of which disap-
peared shortly with no need for treatment. Mgjor ADRs
were chest discomfort at the rate of 4.9%, chest pain
2.0%, atrioventricular block 1.8% and dyspnea 1.4%.
There were no differences in the incidences of ADRs
between the elderly and the non-elderly.

The overall efficacy rate was 97.9% (2,104/2,150
patients) according to the efficacy judgment of each
primary physician.

The sensitivity, specificity and diagnostic accuracy
of myocardial perfusion scintigraphy in 608 patients
who underwent coronary angiography were 70.8%,
58.1% and 65.0%, respectively.

We conclude that adenosine stressis safe and useful
for myocardial perfusion scintigraphy to detect is-
chemic heart disease for patients who are unable to
exercise adequately.

Key words: Adenoscan, Adenosine, Drug use re-
sults survey, Myocardial perfusion scintigraphy, Coro-
nary artery disease.



