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Objectives: In postmenopausal women, it has been reported that the plasma estrogen levels diminish
immediately after menopause, and that this phenomenon affects left ventricular (L'V) function and
volumes. However, the effects of age on LV function and volumes for a relatively short period in
the postmenopausal women remain to be established. Electrocardiographically gated-myocardial
single-photon emission computed tomography (SPECT) has recently provided accurate estima-
tions of perfusion, cardiac systolic and diastolic functions. We investigated the age-related changes
in LV function and volumes in postmenopausal women using electrocardiographically gated-
myocardial scintigraphy. Methods: Twenty-two consecutive healthy postmenopausal women
(mean age of 63.8 + 9.4 years, from 42 to 77 years) without cardiac disease underwent stress/rest
technetium-99m tetrofosmin gated-myocardial SPECT with 16 frames per cardiac cycle at baseline
and follow-up (1.0 = 0.3 years later). LV ejection fraction (LVEF) and LV volumes were calculated
by QGS software. Fourier series were retained for the analysis of the volume curve. From this
volume curve, we derived the following diastolic indices: peak filling rate (PFR) and time to PFR
(TPFR). Results: End-systolic volume index (ESVI) significantly decreased at postexercise (p =
0.02) and tended to decrease at rest (p = 0.06) from the baseline to the follow-up study. LVEF
significantly increased at both postexercise (p = 0.01) and rest (p = 0.03) from the baseline to the
follow-up study. The TPFR at rest tended to be prolonged from the baseline to the follow-up study
(p =0.07). The absolute increase in LVEF at postexercise tended to decrease with age [4.8% (50s)
vs. 3.4% (60s) vs. 1.2% (70s)]. Conclusions: An age-related change in cardiac performance is
apparent at an approximately 1 year follow-up in postmenopausal women. In particular, the increase
in LV systolic function tends to show the greatest value in the 50s subjects among the 3 generations.
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INTRODUCTION

Previous sTuDIEs have demonstrated age- and gender-
specific differences in left ventricular (L'V) function and
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volumes.'~3 Simone et al.> demonstrated that the in-
creases in LV diameter index and fractional shortening
are observed from premenopause to postmenopause. These
increases may be affected by many factors such as physi-
ological changes with age in blood pressure, hormones
(estrogen), or vascular tone. Sites et al.* reported that
hormone replacement therapy (HRT) favorably influ-
ences LV mass and function in the short term (e.g. 4
months). They mentioned that the HRT yields modest
but significant increases in cardiac output, LV ejection
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fraction (LVEF), and LV mass in healthy postmenopausal
women.* Alternatively, unless HRT is undertaken for
postmenopausal women when the plasma estrogen levels
diminish with age, adverse changes in LV structure and
cardiac function may occur. Therefore, it is of interest to
investigate the changes with age in LV function and
volumes in postmenopausal women.

In previous studies, the changes with age in LV func-
tion and volumes were individually estimated in post-
menopausal women of different populations.'=> How-
ever, the changes with age in LV function and volumes at
rest and postexercise in the same postmenopausal women
remain to be established. Accordingly, this study investi-
gated whether the changes with age in LV function and
volumes at rest and postexercise would occur in the same
postmenopausal women during a short period (i.e. 1 year).

Electrocardiographically gated single-photon emission
computed tomography (SPECT) using commercially avail-
able QGS software (Cedars-Sinai Medical Center, Los
Angeles, CA) is a state of the art technique which make it
possible to assess myocardial perfusion and function
simultaneously. Recently, the application of a Fourier
expansion to a time-activity curve derived from the QGS
software has made it possible to assess diastolic function
in addition to systolic function. We evaluated the changes
with age in both systolic and diastolic functions and LV
volumes using this software in postmenopausal women
before and after a 1-year follow up.

METHODS

Population

Between June 2001 and February 2003, we prospectively
studied 22 consecutive healthy postmenopausal women
(mean age of 63.8 + 9.4 years, from 42 to 77 years). No
subject showed typical cardiac symptoms, abnormal physi-
cal examinations, or abnormal findings on electrocardio-
graphy or echocardiography. No subject had been taking
medicines including estrogen. Patients with angina pecto-
ris, previous myocardial infarction, cardiomyopathy, val-
vular heart diseases, hypertension, hyperlipidemia, or
diabetes mellitus were excluded at the beginning of the
study. Stress/rest technetium-99m tetrofosmin gated-
SPECT was performed to evaluate myocardial perfusion,
LV function, and volumes at both baseline and follow-up
(1.0 = 0.3 years later). Moreover, subjects were divided
into 3 groups by generation [50s (6 subjects), 60s (7
subjects) and 70s (9 subjects)] to compare changes in LV
function and volumes from the baseline to the follow-up
studies in each group, respectively. The time-intervals
between menopause and the day of enrollment were about
5.3 + 1.8 years, 16.2 + 2.4 years, and 24.5 + 4.3 years in
the 50s, 60s, and 70s subjects, respectively. Written
informed consent was obtained from each subject.
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9mTc-tetrofosmin gated SPECT

All subjects underwent an exercise test using a bicycle
ergometer at an initial workload of 25 W for 3 min. The
workload was increased by 25 W every 3 min until
physical exhausion. One hundred and eighty-five MBq of
technetium-99m tetrofosmin was injected intravenously
1 min before the exercise was stopped. The postexercise
imaging was initiated 30 min after tracer injection. Five
hundred and fifty-five MBq of technetium-99m tetrofosmin
was reinjected 4 h after the exercise test, and the rest
imaging was started 30 min after the second tracer reinjec-
tion. A Toshiba gamma 2-head rotation camera (ECAM,
Toshiba Inc., Tokyo, Japan) equipped with a low-energy,
high-resolution collimator was used for the SPECT imag-
ing. Images were obtained over a 180° arc from the left
posterior oblique to the right anterior oblique angles with
an acquisition time of 20 s per image. Energy discrimina-
tion was provided by a 20% window centered at 140 keV.
The SPECT images were transferred to a computer using
64 x 64 matrix size. Thirty-two projection images were
processed using a Butterworth filter with a cut-off fre-
quency of 0.35 cycles/pixel and an order of 8. Tomo-
graphic slices (6 mm thick) were reconstructed relative to
the anatomical axis of the left ventricle. Later, vertical
long-axis, horizontal long-axis and short-axis slices were
generated. Perfusion defects on the SPECT images were
visually interpreted by 2 experts who were unaware of the
clinical information of the subjects.

LV functional analysis

Quantitative gated-SPECT using a commercially avail-
able software program (QGS version 2, Cedars-Sinai
Medical Center, Los Angeles, CA) was performed for
calculating LV volumes and LVEF. A cardiac cycle was
divided into 16 frames for the gating study. The R-R
interval and heart rate (HR) histogram were recorded to
monitor arrhythmias. An average R-R interval of + 15%
was accepted for gating. The algorithm with regard to
determining edges and calculating volume was described
and validated by Germano et al. previously.

Sixteen values for ventricular volume were transferred
to the microcomputer (Windows Workstation). A discrete
Fourier transform was performed to calculate direct cur-
rent components, fundamental frequency, and 4 harmon-
ics.® A fundamental wave and second to fourth-order
harmonics were used to generate filtered volume curves.
The filtered differentiation (dV/dt) curve was directly
calculated by Fourier series. The peak filling rate (PFR)
was defined as the maximum dV/dt value by end-diastolic
volume (per second). The time to PFR (TPFR) was
measured from the time at end-systole to that at PFR
(milliseconds).”-8

Statistical analysis

Values are expressed as mean + SD. A comparison
between the 2 groups was analyzed by the Student’s #-test
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Table 1 Demographic characteristics and hemodynamics at
rest and peak exercise

Parameters baseline follow-up  p value
Age (years) 63.8+9.4
BSA (m?) 1.48+0.10 149=x0.10 p=0.18
Exercise duration (s) 5142 +98.6 529.6+934 p=041
Resting SBP (mm Hg) 1463 +22.8 150.6 £+24.3 p=0.38
Peak SBP (mm Hg) 207.2+31.7 2151460 p=0.77
Resting HR (beat/min)  76.0 = 12.1 747+ 11.1 p=045
Peak HR (beat/min) 1273154 1271174 p=0.75

Values are expressed as mean + SD unless otherwise indicated. BSA,
body surface area; SBP, systolic blood pressure; HR, heart rate

Table 2 Cardiac functional parameters at postexercise

Parameters baseline follow-up p value
LVEF (%) 69.2+25 722 3.1 p=0.01
EDVI (m//m?) 41.8=112 414=114 p=054
ESVI (ml/m?) 124+ 1.7 113+1.5 p=0.02
SVI (ml/m?) 29445 30.0 +4.8 p=0.55
PFR (EDV/s) 2.53+0.51 244053 p=0.55
TPFR (ms) 198.1 £98.6 217.6+92.0 p=0.18

Values are expressed as mean = SD.

LVEF, left ventricular ejection fraction; EDVI, end-diastolic
volume index; ESVI, end-systolic volume index; SVI, stroke
volume index; PFR, peak filling rate; TPFR, time to PFR

Table 3 Cardiac functional parameters at rest

Parameters baseline follow-up p value
LVEF (%) 70.8 +3.8 729 +2.7 p=0.03
EDVI (mL/m?) 432+115 425116 p=0.29
ESVI (mL/m?) 12.7+33 11.5+2.8 p=0.06
SVI (mL/m?) 30.5+3.7 31054 p=0.39
PFR (EDV/s) 245049 230=x053 p=0.29
TPFR (ms) 1712 +45.7 200.9 +42.8 p=0.07

Values are expressed as mean = SD.

LVEF, left ventricular ejection fraction; EDVI, end-diastolic
volume index; ESVI, end-systolic volume index; SVI, stroke
volume index; PFR, peak filling rate; TPFR, time to PFR

or Mann-Whitney U-test. Intergroup differences were
analyzed by the Kruskal-Wallis test combined with
Scheffé’s methods. A p value < 0.05 was considered
statistically significant.

RESULTS

Characteristics

There were no significant differences in body surface
area, exercise duration, resting systolic blood pressure
(BP), peak systolic BP, resting HR, or peak HR between
the baseline and follow-up studies (Table 1). No subjects
showed obvious defects on the SPECT images in the
baseline or follow-up studies.
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Fig. 1A Comparison of the percentage change in end-diastolic
volume index among the 50s, 60s, and 70s subjects. NS, not
significant; 50s, 50-59 years; 60s, 60—69 years; 70s, 7079 years
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Fig. 1B Comparison of the percentage change in end-systolic
volume index among the 50s, 60s, and 70s subjects.
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Fig. 2 Comparison of the absolute change in left ventricular
ejection fraction among the 50s, 60s, and 70s subjects.

Functional changes from baseline to follow-up study

In the follow-up study, as compared with the baseline
study, the end-diastolic volume index (EDVI) showed no
change at either postexercise or rest (Tables 2 and 3). The
end-systolic volume index (ESVI) significantly decreased
at postexercise (p = 0.02) and tended to decrease at rest (p
=0.06) (Tables 2 and 3). The stroke volume index (SVI)
showed no change at either postexercise or rest (Tables 2
and 3). However, the LVEEF significantly increased at
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both postexercise (p = 0.01) and rest (p = 0.03) (Tables 2
and 3). The PFR showed no change at either postexercise
or rest (Tables 2 and 3). The TPFR tended to be prolonged
at rest (p = 0.07) (Table 3).

No significant difference was seen in body-surface
index, exercise duration, systolic BP, diastolic BP, or HR
among the 3 generations. The percentage change in EDVI
at rest tended to decrease with age (p = 0.08) (Fig. 1A).
The percentage change in ESVI at postexercise tended to
decrease with age (p = 0.09) (Fig. 1B). The absolute
change in LVEF at postexercise tended to decrease with
age (p =0.07) (Fig. 2). The percentage change in PFR did
not differ at either postexercise or rest among the 3
generations. The percentage change in TPFR did not
differ at either postexercise or rest among the 3 genera-
tions.

DISCUSSION

In this study, the LVEEF significantly increased with age,
even in a short period of approximately 1 year, in post-
menopausal women. The ESVI at postexercise signifi-
cantly decreased, and the TPFR at rest tended to be
prolonged from the baseline to the follow-up study. LV
function and volumes tended to show the greatest change
in the 50s subjects among the 3 generations.

The ESVI at postexercise, but not at rest, significantly
decreased from the baseline to the follow-up study. How-
ever, the EDVTI at postexercise showed no changes from
the baseline to the follow-up study. These results indicate
that cardiac sympathetic nerve activity in response to
exercise is enhanced with age and that LV contractility
increases with age. Ebert et al.? reported that the sympa-
thetic component can be well maintained in healthy men
even in the seventh decade. In addition, it was reported
that the acceleration of sympathetic nervous activity is
observed in women after menopause. ' Dimitrow et al.!!
reported that LV contractility is higher in old female than
male patients with hypertrophic cardiomyopathy and does
not decrease in old females, while decreasing with age in
old males. Although we did not compare the gender
difference of change in cardiac performance, our results
may support the results of previous studies.”!!

Site et al.* demonstrated that short-term HRT for healthy
postmenopausal women yields a modest but significant
increase in LVEF and cardiac output. In the Finnish
study,'? normotensive postmenopausal women placed on
relative high-dose estrogen (2 to 4 mg of 17-beta-estra-
diol/day) showed a mild increase in blood volume. Alter-
natively, if the plasma estrogen levels decrease with age
in postmenopausal women, LVEF may increase with a
decrease in ESV. Our results, which demonstrated an
increase in LVEF and decrease in ESVI, may be associ-
ated with the depletion of plasma estrogen levels.

From investigations with regard to menopause-induced
changes in cardiac structure, Pines et al.!3 found that the
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posterior and septal walls are 10% thicker and LV mass
increases more in women who have been menopausal for
5 years than in premenopausal women. Although they did
not examine diastolic function in their study subjects, they
speculated that LV hypertrophy induces a progression of
diastolic dysfunction. Although we measured diastolic
parameters by the scintigraphic study, we did not estimate
LV mass by echocardiography. Therefore, it is unclear
whether the LV posterior and septal walls of our popula-
tion become thicker and LV mass is greater at follow-up
than at baseline. Diastolic dysfunction during exercise is
associated with ischemia as well as LV hypertrophy.'4
Peterson et al."” reported that menopause caused dysfunc-
tion of microvascular blood flow, whereas long-term
estrogen replacement therapy with the usual doses was
associated with an improvement in microvascular respon-
siveness, which may explain some of the beneficial vas-
cular effects. Accordingly, a reduction in diastolic func-
tion as shown in our results may be induced by both
increased LV mass and microvascular dysfunction.

The percentage change in EDVI at rest and that in ESVI
at postexercise tended to show the greatest values in the
50s subjects among the 3 generations. The absolute change
in LVEF at postexercise also tended to show the greatest
value in the 50s subjects. The plasma estrogen levels
diminish near to zero early after menopause.'® The changes
in hemodynamic parameters of the 50s subjects were
greater than those of the 60s or 70s, indicating that these
changes can be explained by an acute depletion of estro-
gen early after menopause. On the other hand, these
changes in hemodynamic parameters in the 60s and 70s
subjects may be unremarkable because of longer times
from menopause compared to the 50s subjects. The deple-
tion of estrogen may decrease ESV and cause LV wall
thickness. As the increase in the myocardial wall may
yield diastolic dysfunction, LV systolic function would
be augmented with increasing L'V contraction in compen-
sation. Although we did not determine the relationship
between the plasma levels of estrogen and changes in
cardiac function or volumes, the acute depletion of estro-
gen may increase LV systolic function. Further studies are
necessary to clarify whether our findings have some
prognostic implications in postmenopausal women, or
whether they are some manifestations of the “heart of
postmenopausal women,” which is unlikely to be related
to future cardiac events.

In this study, we generated a filtered volume curve by
QGS and determined diastolic function by applying a
Fourier expansion with 4 harmonics to this curve.
Echocardiographic assessments of contraction pattern,
chamber geometry, and wall thickness in combination
with pulse-wave Doppler measurement of mitral and
pulmonary venous flows are commonly applied tech-
niques to analyze diastolic function. However, echo-
cardiography is technician-dependent, and imaging may
be subject to unavoidable operator-dependent errors. !’
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Radionuclide imaging provides accurate estimation of
cardiac systolic function for patients with technically
limited echocardiography. Furthermore, automatic
quantification from electrocardiographically gated-SPECT
with **™Tc-labeled radiopharmaceuticals has recently
enabled assessment of diastolic dysfunction in addition to
systolic function and perfusion.”® This modality is thought
to be useful when we apply it for patients with a techni-
cally limited evaluation, for example, women who show
poor penetration because of increased soft tissue on the
chest, in echocardiographic examination.

CONCLUSIONS

An age-related change in cardiac performance is apparent
at an approximately 1 year follow-up in postmenopausal
women. In particular, the increase in LV systolic function
tends to show the greatest value in the 50s subjects among
the 3 generations.

ACKNOWLEDGMENTS

We thank radiologists, Atsushi Tsukamoto and Futoshi Hirata,
for their technical assistance in the gated-SPECT study. We also
thank Hideo Yamaguchi for his guidance regarding measure-
ment of diastolic function.

REFERENCES

1. Bondt PD, Wiele CV, Sutter JD, Winter FD, Backer GD,
Dierkx RA. Age- and gender-specific differences in left
ventricular cardiac function and volumes determined by
gated SPET. Eur J Nucl Med 2001; 28: 620-624.

2. Garavagla GE, Messerli FH, Schmieder RE, Nunez BD,
Oren S. Sex differences in cardiac adaptation to essential
hypertension. Eur Heart J 1989; 10: 1110-1114.

3. Simone G, Devereux RD, Roman MJ, Ganau A, Chien S,
Alderman MH, et al. Gender differences in left ventricular
anatomy, blood viscosity and volume regulatory hormones
in normal adults. Am J Cardiol 1991; 68: 1704—1708.

4. Sites CK, Tischler MD, Blackman JA, Niggel J, Fairbank
JT, O’Connell M, et al. Effect of short term hormone
replacement therapy on left ventricular mass and contractile
function. Fertility and Sterility 1999; 71: 137-143.

5. Germano G, Kiat K, Kavanagh PB, Moriel M, Mazzanti M,
Su HT, et al. Automatic quantification of ejection fraction
from gated myocardial perfusion SPECT. J Nucl Med 1995;

Vol. 20, No. 10, 2006

10.

11.

13.

15.

16.

36: 2138-2147.

. Kumita S, Cho K, Nakajo H, Toba M, Uwamori M,

Mizumura S, et al. Assessment of left ventricular diastolic
function with electrocardiography-gated myocardial perfu-
sion SPECT: Comparison with multigated equilibrium ra-
dionuclide angiography. J Nucl Cardiol 2001; 8: 568-574.

. Nakajima K, Taki J, Kawano M, Higuchi T, Sato S, Nishijima

C, et al. Diastolic dysfunction in patients with systemic
sclerosis detected by gated myocardial perfusion SPECT:
an early sign of cardiac involvement. J Nucl Med 2001; 42:
183-188.

. Yamano T, Nakamura T, Sakamoto K, Hikosaka T, Zen K,

Nakamura T, et al. Assessment of left ventricular diastolic
function by gated single-photon emission tomography:
comparison with Doppler echocardiography. Eur J Nucl
Mol Imaging 2003; 30: 1532—-1537.

. Ebert TJ, Morgan BJ, Barney JA, Denahan T, Smith JJ.

Effects of aging on baroreflex regulation of sympathetic
activity in humans. Am J Physiol 1992; 263: 798-803.
Farag NH, Bardwell WA, Nelesen RA, Dimsdale JE, Mills
PJ. Autonomic responses to psychological stress: the
influence of menopausal status. Ann Behav Med 2003; 26
(2): 134-138.

Dimitrow PP, Czarnecka D, Kawecka-Jaszcz K, Dubiel JS.
The influence of age on gender-specific differences in the
left ventricular cavity size and contractility in patients with
hypertrophic cardiomyopathy. Int J Cardiol 2003; 88 (1):
11-16.

. Luotola H. Blood pressure and hemodynamics in post-

menopausal women during estradiol-17-substitution. Ann
Clin Res 1983; 15 (Suppl 38): 1-121.

Pines A, Fisman EZ, Levo Y, Drory T, Ben-Ari E, Motro M,
et al. Menopause-induced changes in left ventricular wall
thickness. Am J Cardiol 1993; 72: 240-241.

. Sobue T, Yokota M, Iwase M, Ishihara H. Influence of left

ventricular hypertrophy on left ventricular function during
dynamic exercise in the presence or absence of coronary
artery disease. J Am Coll Cardiol 1955; 25 (1): 91-98.
Peterson LR, Courtois M, Peterson LF, Peterson MR,
Davila-Roman VG, Spina RJ, et al. Estrogen increases
hyperemic microvascular blood flow, velocity in post-
menopausal women. J Gerontol A Biol Sci Med Sci 2000; 55
(3): M174-M179.

Sakamoto S, Mizuno M. Principles of obstetrics and gyne-
cology. Medical View Com 1985; 116-117.

. Mobasseri S, Hendel RC. Cardiac imaging in women: Use

of radionuclide myocardial perfusion imaging and
echocardiography for acute chest pain. Cardiol Rev 2002;
10: 149-160.

Original Article 681



