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Table 1 Multicenter trial sites
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Table 2 Characteristics of patients evaluated for sensitivity

SUNY4001
Total 120 ug/kg/min 140 ug/kg/min
(n0O 38) (n0O 19) (n0O 19)
Man 29 14 15 .
N.S.2
O Sex Woman 9 5 4 S
400 49 2 0 2
oo 500 59 7 3 4
N.s.b
oo A 600 69 12 8 4
00 &e 700 79 17 8 9
Mean+ SD 65.4+ 9.0 66.6+ 7.2 64.2+ 10.6
(range) (41-79) (53-79) (41-76)
Underlying disease Hypertension 21 10 11 N.S.2
/complication Hyperlipidemia 15 7 8 N.S.2
RCA 12 6 6 a
0 oo g Coronary LAD 26 13 13 NS
99% 18 11 7
is N.S2
pDoop Stenosis 90% 20 8 12
a 52 test

b: Wilcoxon’s rank sum test
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Fig. 1 Diagram of left ventricular myocardial segments.
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Fig. 2 Time table.
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Table 3 Diagnostic sensitivity of adenosine-2"'Tl imaging (comparison 120 with 140 ug/kg/min)

SUNY4001
Total 120 ug/kg/min 140 pg/kg/min
(nO 38) (n 19) O 19)

All patients 89.5 (34/38) 94.7 (18/19) 84.2 (16/19) N.S.2
RCA 91.7 (11/12) 100.0 (6/6) 83.3 (5/6) N.S.P
LAD 88.5 (23/26) 92.3 (12/13) 84.6 (11/13) N.S.b

99% stenosis 100.0 (18/18) 100.0 (11/11) 100.0 (7/7) —

90% stenosis 80.0 (16/20) 87.5 (7/8) 75.0 (9/12) N.S.P

2 Wilcoxon signed-ranks test
b: %2 test
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Table 400 Hemodynamic and ECG changes in adenosine infusion
(Pre-infusion/During infusion)

SUNY4001
120 ug/kg/min 140 ug/kg/min
(n0] 23) (01 21)

SBP (mmHg) 135.4+ 22.4/127.3+ 21.5 141.7+ 20.0/127.7 26.9*
DHP (mmHg) 74.1£ 12.9/67.5+ 14.7 76.1+ 14.1/69.6+ 19.6
HR (beat/min) 62.7+ 9.77/75.0% 12.4* 62.1+ 12.3/75.4+ 13.8%*
PR (sec) 0.16x 0.03/0.18+ 0.03* 0.17+ 0.02/0.17+ 0.02
QRS (sec) 0.08% 0.01/0.08+ 0.01 0.08+ 0.01/0.09+ 0.01
QTc 0.40+ 0.03/0.42+ 0.03* 0.41£ 0.03/0.42+ 0.03*
meant SD

*pU 0.05 (Dunnett t-test)

00 140 ug/kgmin) OO DO OO0

O000o000oDO0O00o0ooO0oOooDO 440
Jo0o0o0o0oooooooooooooooon
go0oooooooooooooo @ooo
O0DO0O0)OOUOODunnettttest 100000
gooooOooooooooooooooooo
0000 pairedt-test 0 00O O0OODOODOODO
000000000 yest000000000O0
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1.000000
000000000 89.5% (34/38) 00000
0 120000 140 ug/kg/min 0000 94.7% (18/
199000 84.2% (16/19) 0000000000
0000000000000000 (Table 3)0
00000000000000 RCAO 91.7%
(11/12)0LAD 0 88.5% (2326) 00000000
0 RCAD 120 000 140 ug/kg/min 0 O 100.0%
(6/6) 000 83.3% (5/6)0LAD 0 00 92.3% (12/
13)000 84.6% (11/13) 00000000000
000 AHAODO 9% 00 1800000000
0000090% 0000 80.0% (16/20) 00 O
0090% 00000000000 120000 140
ug/kg/min 0 0 87.5% (7/8) 0 0 0 75.0% (9/12) O
0000000000000000000000
0000000000000000000000

Table 5 SBP changes from baseline during adenosine
infusion

SUNY4001
120 ug/kg/min 140 ug/kg/min
(n 23) (nO21)
No reduction 6 3
020 mmHg 11 7
0 20 mmHg 6 (26.1%) 11 (52.4%)

The changes are expressed as the deference between the
maximal reduction values during adenosine infusion and
pretreatment values.

20000000

ooboooboo@uooooooooono 220
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obooboobgosgeUiibooood 994% 00
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3. 00ooooooooooooood
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O Table4 OO OOO
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ooooooooo @oobenO)ydnn 10
mmHg OO0 000140 ug/kg/min DO OO OO0
00 141.7+ 20.0mmHg O 0O 127.7+ 26.9 mmHg [
ooooo pboos)boboooooooooon
200mmHg OO0 00O0O00000O0120000 140
ug/kg/min O 0O 26.1% (6/23) U 0O 0O 52.4% (11/21)
gobo(Tables)dODOOO0OO0OOOO0OOOOOO
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Table 6 Adverse events in adenosine-2"'Tl imaging

SUNY4001
Total 120 pg/kg/min 140 ug/kg/min

(n0 44) (n0 23) (mO21)
Number of patients 34 (77.3%) 17 (73.9%) 17 (81.0%) N.S.*
Symptoms of chest? 23 (52.3%) 13 (56.5%) 10 (47.6%)
Feeling of warmth/Flushing 12 (27.3%) 6 (26.1%) 6 (28.6%)
ECG changes® 8 (18.2%) 4 (17.4%) 4 (19.0%)
1st/2nd AV block 5 (11.4%) 3 (13.0%) 2 (9.5%)
ST depression 5 (11.4%) 2 (8.7%) 3 (14.3%)
Arrhythmia® 4(9.1%) 3 (13.0%) 1 (4.8%)
Hypotension 2 (4.5%) — 2 (9.5%)
Dyspnea 2 (4.5%) — 2 (9.5%)
ST elevation 1(2.3%) 1 (4.3%) —
Othersd 8 (18.2%) 4 (17.4%) 4 (19.0%)

*: 52 test(] —: No observation

: Chest pain, Chest discomfort
b

¢: Sinus arrest, Sinus bradycardia, VPC
d

00000 1201300000000 (pd 0.05)0
QTe000D0D0D0DDOD (pd0.05)00QRSOD
0000000120 ugkg/min 00 PROOOOD
@e00.0500000000000000000

00000000000000000000
0o

4000000

0000000000 77.3% (34/44 0000
000 120000 140 ug/kg/min O 0 73.9% (17/
23)000 81.0% (172H) 00000000000
00000 (Table6)0 000000000000
0000000 52.3% (23/4400000000
273%(12/440000000000000000
0000000000000000000000
0000000000000000000000
00120000 140 ug/kg/min 00 100000
0000000000000 120 ugkg/min 0 10
000000000000000000000
140 ug/kg/min 0 10000000 QD00 30
0)0OOOOOOOOOOOOOOODOO0O00O
0000000000000000000000
0000000000000

: QRS interval prolongation, QTc increased, T wave inversion

: Headache dull, Strange sensation of pharynx, Throat dry, cold sweat, paraesthesia of oral cavity

000000000000000000000
0 13.6% (649 000000000000000
0000000000000000000000
000000000

00000000000000000084.1%
(7440000000000 120000 140 ug/
kg/min O O 87.0% (20/23) 0 0 0 81.0% (17/21) O
000000000000000000000
0000000N00000000000000
0000000000000000 120000
140 ug/kg/min 00 3000 400000000
0000000000000000000000
140 ug/kg/min 0 1 0000000000000
0000000O000o0o0ooo

500000

0000000 SPECTO0O0ODD (Fig. 3)0

000000000000000000 710
00000000000000000 (#2) O
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140 ug/kg/min 00000 2'TIO0000000
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Fig. 3 A 71-year-old male patient with effort angina pectoris, having a 99% stenosis of right
coronary artery. Redistribution is noticed in apex.
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Summary

Diagnosis of Coronary Artery Disease by Thallium-201 Myocardial Scintigraphy
with Intravenous Infusion of SUNY4001 (Adenosine) in Effort Angina Pectoris
—The Clinical Trial Report at Multi-Center: Phase I1I—
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Forty-four patients with effort angina pectoris were
evaluated with SUNY4001 (adenosine) thallium-201
(*°'T1) myocardial scintigraphy to detect coronary
artery disease.

These patients had single-vessel disease (Ll AHA
90% stenosis) in either RCA or LAD. Adenosine was
infused at the rate of 120 or 140 ug/kg/min for six
minutes. 111 MBq of 2°'T1 was injected after three
minutes of the start of the infusion. The early and de-
layed images were obtained by SPECT imaging.

The sensitivity was 94.7% at 120 ug/kg/min and
84.2% at 140 ug/kg/min. Adenosine *°'Tl myocardial
scintigraphy showed high accuracy for detecting sig-
nificant coronary artery disease.

Adverse reactions occurred in 77.3% of the pa-
tients. Regarding the rates of the adverse reactions,
there was no significant difference between 120 and
140 ug/kg/min. Major adverse reactions were Chest
pain/discomfort (52.3%) and Flushing/Feeling of
warmth (27.3%). No serious complication was ob-

served at any infusion rate. Most of adverse reactions
disappeared sortly. Only two patients required treat-
ment for moderate chest pain, which, however, disap-
peared in several minutes. One of the treatments was
merely the termination of adenosine infusion, and the
other was sublingual spray of nitroglycerin.

Adenosine infusion caused slight decrease in blood
pressure and increase in heart rate. The hemodynamic
changes resolved within several minutes after the aden-
osine infusion. Decrease in systolic blood pressure of
more than 20 mmHg from the base level occurred in
26.1% and 52.4% at 120 and 140 ug/kg/min infusion
rate respectively.

Therefore, the adenosine infusion at 120 ug/kg/min
should be considered safe and useful for the diagnosis
of coronary artery disease by pharmacologic stress
imaging.

Key words: Adenosine, 20!'T1, SPECT, Sensitivity,
Effort angina pectoris.



