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Objectives. The exercise electrocardiography] ECGltest is frequently positive in patients without organ-
ic coronary artery stenosis. Although the reason for this false positive ST depression is not fully under-
stood, one possibility may be related to coronary microvascular abnormality. The present study investigat-
ed the relationship between the exercise ECG test and coronary flow reservel CFRLIn patients with angio-
graphically normal coronary arteries, but with positive ECG ST depression.

Methods. This study included 67 patients, 32 with chest pain syndrome, and 35 with vasospasm. The
exercise ECG test was performed without drug administration in all patients, and the CFR was determined
after diagnostic cardiac catheterization.

Results. Although a significant correlation was recognized between ST depression and CFR in patients
with chest pain syndromé&l p[0 0.05[] there was no correlation in patients with epicardial coronary
vasospasm.

Conclusions. In patients with chest pain syndrome, ST depression detected by the exercise ECG test
may suggest coronary microvascular dysfunction. However, in patients with coronary vasospasm, ST
depression may occur without decreased CFR, suggesting that coronary spasm or other mechanisml s

relating to ST changes are present during the exercise ECG test, and careful interpretation is needed.
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INTRODUCTION

The exercise electrocardiography] ECGliest is
the first line test for coronary artery disease™*in
which ST depression of over 0.1 mV has reason-
able predictive accuracy for significant coronary
obstructive lesionl sC1 However, patients with vari-
ous cardiovascular diseases frequently show posi-
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mCoronary artery disease (flow reserve)

tive exercise ECG test but have normal coronary
arteries.* ""Epicardial coronary vasospasm®®" and
chest pain syndrome'™ in particular are frequently
associated with this false positive exercise ST
depression. Recently, coronary flow reservel CFRC
has been evaluated using a Doppler guidewire
inserted into the coronary artery to assess microvas-
cular maximal dilatory function,™**” as well as the
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presence of epicardial coronary artery organic
stenosis.*** Accordingly, if CFR decreases corre-
sponding to exercise-induced ECG ST depression
despite the absence of significant coronary stenosis,
the ST depression may be related to a coronary
microvascular dilatory dysfunction. However, few
studies'® have investigated the relationship
between the impairment of CFR and appearance of
afase positive ST depression in various cardiovas-
cular diseases.

To clarify whether such a depression following
exercise is closely related to decreases in CFR, the
present study investigated the relationship between
CFR and exercise-induced ST depression in
patients with coronary spasm and chest pain syn-
drome.

SUBJECTSAND METHODS

Subjects

The study population consisted of 35 patients
with epicardial coronary vasospasml 27 men and 8
women, mean age 61.6+ 9.2 years] In this study,
patients with coronary vasospasm, diagnosed clini-
cally as well as by the acetylcholine provocation
test, showed no organic stenosis in epicardial coro-
nary arteries. The study also included 32 consecu-
tive patients with atypical chest paifi 18 men and
14 women, mean age 57.1+ 12.4 yearsl] but with
normal epicardial coronary arteries and no coronary
spasm on diagnostic cardiac catheterization.
Patients with ST depression at rest were excluded
due to the difficulty of evaluating their exercise
ECG test. All medications except sublingual nitro-
glycerin were withdrawn before cardiac catheteri-
zation. Informed consent was obtained from all
subjects before the study, which was approved by
the ethics committee of Fukushima Medical
University.

Study protocol

Standard cardiac catheterization including pres-
sure recording and coronary angiography was per-
formed in all 67 patients using the femoral
approach. After control coronary angiography,
incremental doses of acetylcholine were infused
into the left coronary arteril 20, 50, and 100u g
and subsequently into the right coronary arteryl 20
and 50u gCduring 30 sec. After the acetylcholine
provocation test, multi-directional coronary angiog-
raphy was performed following intracoronary injec-
tion of isosorbide dinitratel ISDNO 1.2502.5mg in

each coronary artery[io diagnose the degree of
coronary organic stenosis. Coronary vasospasm
was diagnosed by the acetylcholine provocation
test, in which test total and/or subtotal coronary
artery narrowing including focal and diffuse pat-
terns was observed. A Doppler guidewirgl FloWire,
Cardiometrics, IncCivas advanced into the proximal
|eft anterior descending coronary artery through a 6
F coronary angiography catheter. The optimal
Doppler signal was obtained by moving the
guidewire slightly within the vessel lumen.
Frequency analysis of the Doppler signals was car-
ried out in real time by fast-Fourier transform using
a velocimeter] FloMap, Cardiometrics, Incll CFR
was aobtained from the ratio of maximal hyperemic
to baseline time-averaged peak velocity at rest after
intracoronary bolus injection of papaverine
hydrochloridel 10mg*" over 10 sec.

Exercise ECG test

All patients underwent treadmill exercise ECG
test&l Stress Test System ML-4500, Fukuda
DenshilChaving taken no medication on the day
before cardiac catheterization. The Bruce protocol
was used for the exercise test, and patients were
considered positive if over 0.1 mV of a horizonta
and downsloping, or over 0.2 mV of an upsioping
ECG ST depression developed 0.08 sec from the J
point in at least one lead. The level of ST depres-
sion was taken from the auto-measured value. The
exercise ECG test was terminated when at least one
of the following end points was reached: chest
symptom, leg fatigue, diagnostic ST depression,
frequent arrhythmias, and target heart rate. The ST
depression with the maximum degree among all 12
leads was selected, and was averaged for each
group of patients with chest pain syndrome and
coronary vasospasm.

Statistical analysis

All data are expressed as mean valuesx SD.
Intergroup comparisons were performed by the
unpaired Student’s t-test. Correlation analysis was
performed using Pearson’s correlation coefficient.
The proportions of men, smoking, hypertension,
diabetes mellitus, and exercise positive patients
were analyzed by Fisher's exact probability test. A
p value of O 0.05 was considered statistically sig-
nificant.

J Cardiol 2007 Mar; 491 31 109-114



Table 10 Characteristi
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cs of study patients”

Chest pain syndrome Coronary vasospasm
Overal Exercise positive  Exercisenegative ~ Overall Exercise positive  Exercise negative

0O nO 320 OnO 170 OnO 150 0 nO 350 OnO 240 O nO 110
Agel yrd 57.1+ 124 575+ 126 56.7+ 12.5 61.6+ 9.3 61.7+ 85 615+ 11.1
Men/women 18/14 9/8 9/6 27/8 1717 10/1
Total cholesterol) mg/did 201.2+ 47.7 202.6x 41.4 199.7+ 554 196.2+ 41.7 194.0+ 453 201.1+ 338
Triglycerid& mg/dIC] 1130+ 76.3 1358+ 915 87.1+ 443  105.7+ 575  104.4+ 623 108.7+ 48.1
HDL cholesterod mg/di  56.5+ 14.9 55.1+ 15.0 58.1+ 15.2 53.4+ 14.9 55.3+ 175 50.5+ 134
Smoking® 181 46.90 41.200 8 53.30 18] 45.70 a1 37.50 63.60
Hypertension* 12 37.50 35.30 40.00 12 34.20 8 33.30 4 36.40
Diabetes mellitus 15.600 @ 23.50 0 6.70 8 8.60 8.30 09.10

Continuous values are mean + SD[J 0 10 0. "p0 NS for all comparisons. 8 H 10 cigarettes/day for 10 years. “Blood pressure H
140/90 mmHg or antihypertensive medication. ™ Fasting blood glucose § 140 mg/dl or antidiabetic medication.

HDL O high-density lipoprotein.

Table 200 Hemodynamic variables

Chest pain syndrome Coronary vasospasm
Overdl Exercise positive  Exercise negative Overal Exercise positive  Exercise negative

OnO 320 OnO170 O nO 150 O nO 350 O nO 240 O nO 110
s-APl mmHgU 150.4+ 29.6 153.8+ 29.7 146.7+ 30.0 151.2+ 23.7 1524+ 244 148.6+ 23.0
d-AB mmHgO 775+ 12.1 78.3+ 11.9 76.7+ 12.7 75.8+ 104 75.6+ 11.1 76.4+ 9.1
m-AP mmHgO 107.1+ 18.1 107.9+ 17.8 106.1+ 19.1 106.2+ 159 105.8+ 17.4 107.1+ 12.8
sLVE mmHgO  150.6+ 27.2 153.8+ 284 146.9+ 26.2 152.4+ 22.8 153.5+ 22.2 150.1+ 25.2
Pow mmHgO 8.0+ 2.7 9.2+ 29 6.5+ 1.7 9.8+ 350 9.8+ 2.0 9.7+ 5.7
s-PAPI mmHgO 242+ 51 26.1+ 5.8¢ 22.1+ 3.2 25.8+ 4.6 26.1+ 4.7 251+ 4.7
CO l/min/ma20 3.62+ 0.77 3.52+ 0.52 3.73+ 1.00 341+ 0.73 3.44+ 0.79 3.34+ 0.61
EE OO 65.0+ 7.3 64.4+ 84 65.6+ 6.1 64.2+ 7.2 65.3+ 7.3 62.0+ 6.9

Values are meant SD." p[] 0.05 vs overal patients with chest pain syndrome. # p[] 0.05 vs exercise negative patients with chest pain

syndrome.

s-APO systolic aortic pressure; d-APC diastolic aortic pressure;

m-APC mean aortic pressure; s-LVPO systolic left ventricular

pressure; Pcw(] pulmonary artery wedge pressure; s-PAPC systolic pulmonary artery pressure; Cl0 cardiac index; EF gection

fraction.

RESULTS

Patient characteristics are presented in Table 1.
Age, and values of total cholesteral, triglyceride,
and high-density lipoprotein cholesterol were not
significantly different between the two groups, and
the proportions of men, smoking, hypertension, and
diabetes mellitus were also not different. The
results of hemodynamic variables during cardiac
catheterization are shown in Table 2. Pulmonary
wedge pressure in all patients with coronary
vasospasm was significantly higher compared with
that in al patients with chest pain syndrome, and
systolic pulmonary arterial pressure in exercise
positive patients with chest pain syndrome was sig-
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nificantly higher than that in exercise negative
patients with chest pain syndrome. The results of
the exercise ECG tests are presented in Table 3.
Positive ST depression in the exercise stress test
was found in 17 with chest pain syndrome and 24
patients with coronary vasospasm.

CFRs of patients with chest pain syndrome and
coronary vasospasm were 3.53+ 0.75 and 3.61+
0.82, respectively, with no significant difference.
The rate of exercise ECG-positive seemed to be
higher in patients with epicardial coronary
vasospasnl 24/35, 68.6%[compared to that in
those with chest pain syndromél 17/32, 53.1%
; Tables 10 300

The relationship between ST depression and
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Table 30 Results of exercise electrocar diography test

Chest pain syndrome Coronary vasospasm
Overall Exercise positive Exercise negative  Overal Exercise positive Exercise negative
0 nO 320 0O n0 170 [0 nJ 150 0O nO 350 0 nO 240 0 nO 110
Rest
0 O HR beats/min0] 71.9+ 12.8 73.8+ 13.3 69.9+ 12.3 72.1+ 11.9 70.9+ 95 74.8+ 16.2
O O sBE mmHgO 136.9+ 14.8 1384+ 156 1352+ 142  141.3+ 191 1443+ 193 135.0+ 17.8

00DP x 10emmHg/min00  98.7+ 21.5  101.9+ 20.7
Maximal exercise
O O ST depression) mvVO 0.16+ 0.12 0.25+ 0.09*

0 O HRI beats/minC] 1465+ 201  151.2+ 154
0 0 BB mmHgU 200.8+ 339 2055+ 325

OO0DB x 102mmHg/mind 2935+ 61.5 310.3+ 57.1

95.1+ 224 1019+ 21.2  102.3+ 19.6 101.1+ 25.3

0.06+ 0.03 0.19+ 0.14 0.26+ 0.11t 0.05+ 0.03
141.2+ 23.8 1454+ 181  147.0+ 174 141.9+ 19.8
1955+ 358 1987+ 226  201.4+ 249 193.0+ 15.9
2744+ 62.7  289.4+ 495  295.9+ 485 2754+ 51.1

Values are meant SD." p<0.01 vs exercise negative patients.

HRO heart rate; s-BPO systolic blood pressure; DPO double products.

CFR .® L n= 32, r= 0.3 (p < 008§
5.0
. .
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BT depression

Fig.1 Significant positive relationship between ST
depression following exercise test and coronary
flow reserve observed in patients with chest pain
syndromg n0 320
It is suggested that false positive ST-segment depres-
sion may be induced by coronary microvascular dilato-
ry disturbance.

CFRO coronary flow reserve.

CFR is shown in patients with chest pain syndrome
O nO 32 ; Fig. 10and those with coronary
vasospasl n 35; Fig. 200 A significant correla-
tion was recognized in patients with chest pain syn-
dromél pd 0.0500 although CFR values between
the exercise positivel nO 17Cand negative groups
O nO 150were not significantly differentl 3.34+
0.55 vs 3.76+ 0.89, respectivelyl However, there
was no correlation in patients with coronary
vasospasm. Moreover, taking all data into account,
CFR of exercise ECG-positive patientsl n0 410]
did not differ from that of exercise ECG-negative

CFR 8.0+ . m= 36, [NS |
e o 0
.
ILU" e L ]
|| t [ 1
.
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ST depression =

Fig. 2 Negative relationship observed between exer-
cise-induced ST depression and coronary flow
reserve in patients with coronary vasospasm
On0O 350

The ST depression may not be directly related to
impaired vasodilatory response of coronary microvas-
cular beds.

Abbreviation asin Fig. 1.

patients) n0 2600 3.50+ 0.77 vs3.69+ 0.80, NS

DISCUSSION

False positive ECG ST depression has been
observed in angiographically normal epicardial
coronary arteries. Although the mechanism is till
unclear, coronary microvascular disturbance may
be partly associated with the genesis of such false
positive ST depressions. This study showed rela-
tionships between CFR and exercise ECG test in
patients with chest pain syndrome and coronary

J Cardiol 2007 Mar; 491 31 109-114



vasospasm, suggesting that coronary microvascular
disturbance may be associated with chest pain syn-
drome with false positive ST depression.
Exercise-induced ST depression was frequently
found in both patients with chest pain syndrome
and coronary vasospasm, who showed normal coro-
nary angiogramsl Table 318" However, we
found the relationship of CFR to exercise-induced
ST depression was different between these two dis-
eases, i.e., exercise-induced ST depression was cor-
related to CFR in chest pain syndrome, whereas no
correlation was observed in patients with coronary
vasospasll Figs. 1, 200 These results suggest that
the mechanism of false positive exercise-induced
ST depression in patients with coronary vasospasm
involves other factors such as coronary spasm dur-
ing and/or following exercise, rather than impair-
ment of coronary microvascular dilatory function.
However, this possibility of epicardial coronary
artery spasm during exercise remains to be verified.
Moreover, some patients with coronary spasm may
suffer not only regulatory impairment of epicardial
coronary artery vasoactivity but also impairment of
small vessel dilatory action or microvascular
spasm*®*" due to exercise stress despite the ab-
sence of reduction in CFR. Hence, the papaverine-
induced CFR value measured in this study is only
one marker detecting impairment of small vessel
vasodilatory action, and does not provide full as-
sessment of small vessel regulatory function during
exercise or exercise-induced microvascular spasm.
Further study is necessary to elucidate this issue.
On the other hand, aweak but significant correla-
tion between ST depression following exercise and
CFR in patients with chest pain syndrome was
observed! Fig. 100 although the values of CFR
between exercise positive and negative groups were
not different. These results suggest that ST depres-
sion in patients with chest pain syndrome may part-
ly reflect coronary microvascular dysfunction. CFR
values in patients with chest pain syndrome show-
ing no angiographical coronary stenosis and exer-
cise induced ST depression were significantly

J Cardiol 2007 Mar; 491 301 109-114

goooo

ggbbobuoooobbboooooobboooobooboood
gboobooobgooon

OO0 oooooooooooooooobooooooobooboooon

gob:0000000000000O0000000O0O000000OO00O0OO00O00ODbAO

Exercise ECG Test and Coronary Flow Reserve 113

lower than in controls,™® although no relationship
between CFR values and exercise induced ST
changes was detected. On the contrary, the impair-
ment of coronary microvascular dilatory action
may not be uniformly and profoundly observed in
chest pain syndrome, when taking into account the
present results. Therefore, as in epicardia coronary
spasm, the assessment of coronary microvascular
vasodilatory impairment by only CFR may not be
adequate to evaluate the mechanism of exercise
induced ST depression. Also, it is unclear whether
microvascular spasm during exercise occurs or not
in patients with chest pain syndrome.’>*"™ Further
studies are required to clarify these issues.

Study limitations

This study has severa limitations. First, the mea-
surement of CFR was done after coronary angiog-
raphy in which ISDN was administered into each
coronary artery. Coronary microvascular spasm is
relieved after the ISDN injection.**™ Accordingly,
the ISDN injection may affect the CFR value in this
study. However, this injection was performed in all
patients. Second, CFR and exercise ECG test were
not done simultaneously, so vasoactivity in each
examination may not be the same. Third, the rela
tionship between exercise-induced ECG ST depres-
sion and the degree of acetylcholine induced epi-
cardia coronary spasm or flow-mediated epicardial
coronary artery dilation after papaverine injection
and was not investigated, so how endothelium
dependent vasodilatory dysfunction, if any, con-
tributes to ST depression in exercise remains
unclear. Further studies are needed.

CONCLUSIONS

In patients with chest pain syndrome, ST depres-
sion during the exercise ECG test may partially
indicate coronary microvascular dysfunction.
However, in patients with coronary vasospasm,
coronary spasm or other contributing factdr] sl are
likely to be present during the exercise ECG test, so
a careful approach is needed for the interpretation.
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