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Background Left ventricular (LV) volumetric and functional parameters measured with cardiac computed tomography (cardiac CT)
augment risk prediction and discrimination for future mortality. Gender- and age-specific standard values for LV
dimensions and systolic function obtained by 6é4-slice cardiac CT are lacking.

Methods 1155 patients from the Coronary CT Angiography EvaluatioN For Clinical Outcomes: An InteRnational Multicenter
and results registry (54.5% males, mean age 53.1 + 12.4 years, range: 18—92 years) without known coronary artery disease
(CAD), structural heart disease, diabetes, or hypertension who underwent cardiac CT for various indications were
categorized according to age and sex. A cardiac CT data acquisition protocol was used that allowed volumetric meas-
uring of LV function. Image interpretation was performed at each site. Patients with significant CAD (>50% stenosis) on
cardiac CT were excluded from the analysis. Overall, mean left ventricular ejection fraction (LVEF) was higher in
women when compared with men (66.6 + 7.7% vs. 64.6 + 8.1%, P < 0.001). This gender-difference in overall LVEF
was caused by a significantly higher LVEF in women >70 years when compared with men >70 years
(69.95 + 8.89% vs. 65.50 + 9.42%, P = 0.004). Accordingly, a significant increase in LVEF was observed with age
(P = 0.005 for males and P < 0.001 for females), which was more pronounced in females (5.21%) than in males
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(2.6%). LV end-diastolic volume decreased in females from 122.48 + 27.87 (<40 years) to 95.56 + 23.17 (>70 years;
P < 0.001) and in males from 155.22 + 35.07 (<40 years) to 130.26 + 27.18 (>70 years; P < 0.001).

Our findings indicate that the LV undergoes a lifelong remodelling and highlight the need for age and gender adjusted

evaluation of possible CAD were included in the present analysis.

Conclusion

reference values.
Keywords Cardiac computed tomography e Left ventricular ejection fraction
Introduction

Left ventricular (LV) function and diameters are important predic-
tors of morbidity and mortality in various cardiovascular diseases.
Cardiac computed tomography (cardiac CT) has proved high accur-
acy and reproducibility in the evaluation of LV morphology and func-
tion, and cardiac CT measures of left ventricular ejection fraction
(LVEF) have recently been shown to improve risk stratification
and discrimination for future cardiac events in patients with coron-
ary artery disease (CAD)." =2 Thus, given the widespread use of
high-resolution cardiac CT for non-invasive evaluation of CAD
and the incremental prognostic value of concomitant assessment
of cardiac function, accurate determination of LV parameters
obtained by cardiac CT is fundamental for risk stratification and
appropriate decision making in CAD.

Starting from the observation that women with heart failure
present with a clinical profile different from that of men and that
women show poorer cardiovascular outcomes compared with
males, the varied predisposition to LV dysfunction between men
and women came recently into light.** Indeed, the risk of cardiovas-
cular events has been shown to start at higher LVEF indices in
women when compared with men, indicating that thresholds to
pathologic state are gender dependent.® In addition, in view of the
continuously growing elderly population in most countries, it
becomes increasingly important to distinguish normal age-related
changes in LV size and function from pathologic findings. However,
despite growing awareness of gender- and age-related differences in
diagnostic approaches, gender- and age-specific standard values for
LV dimensions and systolic function obtained by 64-slice cardiac CT
are lacking. Indeed, inconsistent data derived from small populations
have been reported, indicating that LVEF decreases or remains
unchanged with age and is not influenced by gendet’.z8 Knowledge
of these parameters, however, is crucial in order to stratify risk and
guide therapy of patients with CAD. Thus, given the prognostic
importance of LV function and its routine use in clinical decision
making, the aim of this study was to assess age- and gender-specific
changes of LV dimensions and systolic function by 64-slice cardiac
CT in a large international multicenter cohort.

Methods

Study population

1155 patients (54.5% males, mean age 53.1 + 12.4 years, range: 18—92)
from the CONFIRM (Coronary CT Angiography EvaluatioN For Clinical
Outcomes: an InteRnational Multicenter Registry) registry who
underwent gated cardiac CT with quantitative LV measurements for

CONFIRM, an international, multicenter, observational cohort study,
prospectively enrolled 27 170 consecutive patients >18 years of age
between 2005 and 2009 who underwent least 64-detector row cardiac
CT for suspected CAD at 12 centers in 6 countries (Canada, Germany,
Italy, Korea, Switzerland, and the USA). Details of the CONFIRM regis-
try design and data elements have been described previously.” "2
Among 27 125 patients, those free of previously diagnosed CAD,
structural heart disease including cardiomyopathies, diabetes, hyperten-
sion, or ventricular hypertrophy was included in the present analysis.
Information on the presence or absence of these conditions was pro-
spectively collected in each individual. Patients whose cardiac CT images
revealed obstructive CAD (>50% luminal narrowing), structural heart
disease, or patients with incomplete data on LV function and studies
with technical problems were excluded. Patients with non-obstructive
CAD (<50% luminal narrowing) were not excluded from the study.
Therefore, 1155 remaining individuals were included for the final
analyses. The following risk factors for CAD were systematically deter-
mined: dyslipidaemia, family history of premature CAD, smoking, and
obesity. Patients were neither included nor excluded on the basis
of quantitative analysis of global LV function from the gated cardiac
CT images. Five age groups by decade were established for both
genders: <40 years, between >40 and <50 years, >50 and <60 years,
>60 and <70 years, and >70 years. The study complies with the
Declaration of Helsinki and patient consent or a waiver of informed con-
sent (as per recommendations of each institutional review board) was
obtained at each site in keeping with sites-specific regulations.

Data acquisition, image reconstruction, and
cardiac CT analysis

Cardiac CT scanners used in the CONFIRM registry and data acquisition
for cardiac CT have been previously described.” For coronary artery
analysis, each site performed per-segment analysis for individual coron-
ary artery segments by using a 16-segment model. CAD was defined as
the presence of any plaque. Coronary atherosclerotic lesions were
quantified for lumen diameter stenosis by visual estimation and graded
as none (0% luminal stenosis), mild (1-49%), moderate (50—-69%), or
severe (>70%). A coronary lesion compromising the lumen by
>50% was defined as obstructive. All patients were in normal sinus
rhythm and were capable of the breath hold needed for cardiac CT.
Patients with heart rates >70 beats/min were given oral or intravenous
metoprolol as per local site protocol. During cardiac CT 80—-140 mL of
iodinated contrast material was used and timing of contrast material
administration was chosen to optimize uniform contrast enhancement
of the coronary arteries. Scanning parameters were as follows: collima-
tion, 64 x 0.625/0.750 mm; tube voltage, 100 or 120 mV; effective
400—-650 mA; gantry rotation time/2, 83—-350 ms. Dose reduction
strategies were used when available. Multiphase reconstructions were
performed for each dataset and based on these datasets, multiplanar
reconstructions permitting assessment of LV function were created.
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LVEF was measured volumetrically (excluding papillary muscles) with
post-processing by using 10—20 phases of the cardiac cycle (temporal
resolution, 83—175 ms)."> LVEF was automatically calculated using end-
diastolic (EDV) and end-systolic (ESV) volumes. Indexed values were
obtained by normalizing EDV and ESV to body surface area (BSA). Image
interpretation was uniformly performed at each site according to
Society of Cardiovascular Computed Tomography guidelines by level
lll-qualified readers with >3 years of experience in cardiac CT image
interpretation.14

Statistical analysis

STATA version 14 (StataCorp LP, College Station, TX, USA) was used
forall statistical analyses. Categorical variables are presented as frequen-
cies and continuous variables as mean + SD or median + interquartile
range (IQR). Variables were compared with y? statistic for categorical
variables and by Student’s unpaired t-test, Mann—Whitney non-
parametric test or median comparison test where appropriate for
continuous variables. LVEF and LV volumes are indicated as
model-estimated marginal means and SD. Differences in between strati-
fied age groups for both genders were calculated using ANOVA post hoc
tests. Normality of the data was assessed with the Kolmogorov—Smir-
nov test. LV volumes and LVEF were not normally distributed, and con-
sequently, 95% confidence interval was used to define the limit of
normality. General linear model analysis was performed to model the
data, construct the reference range as mean and 95% Cl, and assess
the influence of age and gender on LV volumes and LVEF. Spearman

Table | Characteristics of study population

or Pearson correlation coefficient was used to quantify relations. To de-
termine whether our findings were independent of confounders, multi-
variable linear regression was performed (dependent variable LVEF,
independent variables EDV, gender and age, covariates BMI). A two-
tailed P-value of 0.05 was considered statistically significant.

Results

Patient characteristics

A total of 1155 subjects (629 (54.5%) males) without obstructive
CAD as determined by cardiac CT were analysed. The demographic
characteristics of the study population are listed in Table 1. Patients
had been referred for cardiac CT for evaluation of chest pain or
dyspnoea. Our study population included 19% obese subjects
(body mass index [BMI] >30 kg/m?), while patients with diabetes
or hypertension were excluded from our analysis. Mean age
of our study population was 54.3 + 12.2 years for women
and 52.1 + 12.5 years for men (P = 0.001 for men vs. women).
Age range was 18—87 years for women and 18—-92 years for men.
Our study population was normally distributed according to age
(Figure 1A), thus, very young and very old patients comprised the
smallest subgroups and were therefore summarized in patients
<40 years and patients >70 years, respectively. Women were
more often symptomatic (P < 0.001) and suffered less often from

Parameters (n = 1155)

Age (years, mean + SD)
BMI all (kg/m?, mean + SD) (1142)
>30 kg/m?, n (%) (1142)
BSA (m? mean + SD) (1142)
Current smoker, n (%)
FHx of CAD, n (%) (1147)
Dyslipidaemia, n (%) (1153)
Chest pain (1137)
Asymptomatic, n (%)
Non-anginal chest pain, n (%)
Atypical chest pain, n (%)
Typical chest pain, n (%)
Shortness of breath, n (%)
Ethnicity (376)
Caucasian n (%)
Agatston calcium score, median, IQR (763)
Small heart (ESV <20 mL), n (%)
Pretest CAD likelihood (1135)
Low (<10%)
Intermediate (11-89%)
High (=90%)
Level of CAD (1152)
Normal
Non-obstructive (1-49%)

Females (n = 526) Males (n = 629) P-value
543 + 122 521+ 125 0.001
261 +58 269 +44 <0.001
106 (20.5) 116 (18.6) 041
17+02 20402 <0.001
69 (13.1) 91 (14.5) 0.51
205 (39.2) 212 (34.0) 0.07
192 (36.6) 256 (40.8) 0.15
<0.001
207 (40.4) 357 (57.1)
119 (23.2) 93 (14.9)
107 (20.9) 118 (18.9)
79 (15.4) 57 (9.1)
161 (30.6) 133 (21.1) <0.001
154 (86.5) 152 (76.8) 0.02
33.7 £ 119.7 (0, 0-10) 90.4 + 230.0 (1, 0-57) <0.001
23 (44) 4 (0.6) <0.001
<0.001
302 (59.2) 250 (40.0)
181 (35.5) 344 (55.0)
27 (5.3) 31(5.0)
<0.001
345 (65.8) 312 (49.7)
179 (34.2) 316 (50.3)

BMI, body mass index; BSA, body surface area; FHx, family history; CAD, coronary artery disease; ESV, end-systolic volume; IQR, interquartile range.
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Figure | (A) Histograms of age distribution. Histogram showing distribution of LVEF for females (B) and males (C).

dyslipidaemia than men (P = 0.15) (Table 7). Women had a lower
BMI and a lower BSA than men (P < 0.001, Table 7). Older male
patients had a significantly lower BMI when compared with younger
male patients (P << 0.001 for <40 years vs. >70 years), while
no significant difference in BMI was observed between older
and younger females (P = 0.7 for <40 years vs. >70, Table 2).
Mean Agatston calcium score was lower in women than in men
(33.7 + 119.7 vs. 90.4 £+ 230.0, P < 0.001, Table 7). Subjects were
classified into six age groups: group 1 consisted of 149 subjects
(54 women) aged <40 years, group 2 consisted of 315 subjects
(127 women) aged 40—49 years, group 3 consisted of 361 sub-
jects (183 women) aged 50—59 years, group 4 consisted of 205 sub-
jects (99 women) aged 60—69 years, group 5 consisted of 125
subjects (63 women) aged >70 years (Table 2).

Influence of age and sex on LVEF

Mean LVEF for women (n = 526) was higher (66.6 + 7.7%) than for
men (64.6 + 8.1%, n = 629; P < 0.001, Figure 1B and C). When

subjects were stratified into age subgroups based on age in decades,
a significant difference between sexes for LVEF in the age groups
>70 years was seen, while no statistically significant difference
between sexes was found for LVEF in subjects under 70 years of
age (Figure 2A, Table 2). In addition, a strong and positive correlation
of age and LVEF was found in females while a weaker correlation
was observed in males (females: Pearson r = 0.2, P < 0.001; males:
Pearson r = 0.1; P = 0.005; Figure 3A). Accordingly, a significant
difference was seen between females >70 years and females <40
years (P =0.001), but not in males (P = 0.09). Of note, when
LVEF in women past menopausal age (51.4 years'®) was compared
with women at premenopausal age, a significant higher LVEF was
found in those past menopausal age when compared with women
below premenopausal age (P < 0.001). Multivariable regression
analysis with LVEF being the dependent variable showed
that age showed a stronger association with LVEF in females
(B-coefficient = 0.05, P < 0.001) than in males (B-coefficient =
0.01, P < 0.001). In addition, the gender by age interaction term
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Table 2 Gender-related differences in different age groups in LVEF and left ventricular volumes

Age

Cae T FP T
Variable Males
N =629 95 188
LVEF (%) 629 + 80 638+ 7.1
EDV (mL) 1552 + 351 144.33 £+ 29.61
ESV (mL) 572 £20.0 53.03 + 17.14
EDV/BSA (mL/m?) 749 1+ 14.6 7113 £ 13.37
ESV/BSA (mL/m?) 27.6 +£ 91 26.20 + 8.19
Small heart (%) 0 0
BMI (kg/m?) 278 + 4.8 27.77 + 439
Variable Females
N =526 54 127
LVEF (%) 647+ 70 653175
EDV (mL) 122.5 + 279 124.0 + 262
ESV (mL) 444 +17.2 432+ 159
EDV/BSA (mL/m?) 71.5 £ 14.6 694+ 13.0
ESV/BSA (mL/m?) 261 +99 244192
Small heart (%) 1(1.85) 0
BMI (kg/m?) 253 + 6.7 265+ 5.6
P-values for men vs. women at each age group
LVEF (%) 0.21 0.08
EDV (mL) <0.001 <0.001
ESV (mL) <0.001 <0.001
EDV/BSA (mL/m?) 0.08 0.15
ESV/BSA (mL/m?) 0.1 0.02
Small heart (%) 0.36 -
BMI (kg/m?) <0.001 0.002

50-59 60-69 >70
178 106 62
653+ 76 662 +93 655+ 94
14228 + 3437 135.54 + 3473 13026 + 27.18
49.67 + 18.65 4675 + 19.09 4534 + 16.69
7143 + 16.04 68.02 + 1639 67.69 + 14.54
24.90 + 8.87 2334 + 9.04 23.65 + 921
3 (1.69) 1(1.94) 0
26.46 + 4.70 2637 + 3.56 2531 4 2.89
183 99 63
663+ 73 68.0 + 74 700 + 89
116.5 + 24.0 107.2 + 23.8 95.6 + 232
395+ 137 343 + 129 29.9 + 14.0
661+ 124 631+ 120 583 + 132
23+72 202+ 74 184 + 8.6
6(3.3) 6 (6.1) 10 (15.9)
271+ 65 254 + 45 247 + 45
0.17 0.10 0.004
<0.001 <0.001 <0.001
<0.001 <0.001 <0.001
<0.001 0.007 0.001
0.002 0.006 0.001
0.50 0.058 0.001
0.89 0.019 020

A small heart was defined as ESV <20 mL. Values are all given as mean + SD.

EDV, end-diastolic volume; ESV, end-systolic volume; EDV/BSA, EDV adjusted for BSA; ESV/BSA, ESV adjusted for BSA; BMI, body mass index.

was significantly associated with LVEF (P = 0.044), while only age
(P < 0.001) but not gender (P = 0.1) was a statistically significant
main effect variable for LVEF, indicating that gender and age show
not a simple linear association with LVEF (Table 3). While BMI
was not found to have significant independent influence on LVEF
(P=0.9), LVESV, and LVEDV both correlated significantly with
LVEF (P < 0.001, Table 3), indicating that concomitant changes in
both, LVESV and LVEDV, trigger the observed changes in LVEF
with increasing age.

Influence of age on LV volumes

Men had significantly higher absolute and indexed LVEDV and
LVESV values than women. This difference was more pronounced
in older age groups (Figure 2B and C, Table 2). When LVESV was
stratified by both gender and age, categorizing age in 10-year inter-
vals, LVESV decreased with age in females from 44.4 + 17.2 mL
(<40years)t0 29.9 + 14.0 mL (=70 years; P < 0.001) and in males
from 57.2 + 20.0 mL (<<40 years) to 45.3 + 16.7 mL (>70 years;
P < 0.001) (Figure 2, Table 2). Accordingly, a significant negative
association was found between age and LV volumes in both sexes;

however, a stronger association between age and LV volumes
was observed in women (Pearson r = —0.4, P < 0.001 for LVESV
and r= —0.7, P < 0.001 for LVEDV, Figure 3B and C) than in men
(Pearson r= —0.3, P < 0.001 for LVESV and r = —0.6, P = 0.005
for LVEDYV, Figure 3B and C). As the ageing process per se is asso-
ciated with a decrease in body size and since an association between
an increase in BSA and an increase in chamber dimensions has been
reported, we corrected chamber volumes for body size. Compared
with uncorrected values, normalization of LV volumes (LVEDV/BSA
and LVESV/BSA) cancelled out the significant difference in LV
volumes between genders seen in younger age groups (<50 years,
Table 2). In contrast, indexing for BSA did not change the gender-
difference in older age groups (Table 2). As expected, women had
smaller hearts than men (defined as ESV < 20 mL; 4.4% in females
vs. 0.6% in males; P < 0.001, Table 7). The percentage of female
patients with a small heart was higher in older age groups (1.9%
for <40 year group, 15.9% for >70 year group; P = 0.01, Table 2).
Multivariable regression analysis showed that age and gender were
significant variables for LVEDV (P < 0.001 for age and P = 0.04 for
gender), while only age (P < 0.001) but not gender was significantly
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Figure 2 (A) Comparison of LVEF. Data are presented as estimated mean + 95% CI. *P < 0.05 (male vs. female). (B) Comparison of LVESV.
Data are presented as estimated mean + 95% Cl. *P < 0.05 (male vs. female). (C) Comparison of LVEDV. Data are presented as estimated

mean + 95% Cl. *P < 0.05 (male vs. female).

associated with LVESV indicating that gender differences in LVEDV
might trigger the observed differences in LVEF between elderly men
and women.

Reference limits for LVEF

LVEF in our study population was not normally distributed, thus the
95% confidence limit was used to define cut-offs for abnormality.
Given the marked gender differences in mean LVEF measurements,
men and women were separated for these analyses. Mean LVEF was
66.65 (95% Cl: 65.96—67.34) in women and 64.65 (95% Cl: 64.03—
65.27) in men. Table 4 indicates mean and 95% confidence intervals
of LVEF for each age group. For better visualization of the data,

linear regression was applied to model the data (Figure 4). In patients
>70 years, there was no overlap between the limits of the bootstrap
95% Cl for women and men (63.26—67.74% for men, 67.84—72.06%
for women, Table 4), indicating that different normal limits should be
used for older women and men.

Discussion

We report here LVEF values obtained by cardiac CT in a large
population free of hypertension, diabetes, structural heart disease,
and obstructive CAD. Our findings indicate that women have a high-
er cut off value for normal LVEF than men due to smaller ventricular
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Table 3 Data output of multivariable regression
analysis and test for interaction among independent
variables (EDV, ESV, gender, and age)

Dependent variable: Mean SD B-coefficient P-value
LVEF

Independent variable

Age 531 124 0.05 <0.001
Male gender - - 1.65 0.114
LVESV 454 182 —0.59 <0.001
LVEDV 1298 333 0.20 <0.001
Covariable: BMI 26.6 5.1 0.02 0.854
Interaction: - - —0.04 0.044

Age x gender

BMI was tested as covariate. Values are all given as mean + SD.
LVEF, left ventricular ejection fraction; EDV, end-diastolic volume; ESV, end-systolic
volume.

Table 4 Lower and upper limits of bootstrap (500
reps) 95% Cl of the mean of LVEF based on gender and

age
Age LVEF (%)
M RS
e e S
Lo Upper ORI Upper
<40 6133 64.48 62.95 66.53
40-49 62.82 64.80 64.05 66.61
50-59 64.17 66.33 65.30 6722
60—-69 64.43 67.91 66.59 69.41
>70 63.26 67.74 67.84 72.06
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Figure 4 Age-adjusted values for LVEF for males and females. Linear regression was applied to model the data, which are presented as mean and

95% confidence intervals.

volumes and that LVEF increases with age in both genders. These
age-dependent alterations are more pronounced in women than
in men, indicating that age- and gender-adjusted LVEF reference
values are needed.

Assessment of LV function and volumes is the cornerstone of
cardiac diagnostics and numerous studies have highlighted its prog-
nostic value in patients with CAD."®~ "8 Heart failure is the most fre-
quent complication observed in patients with CAD and while more
men than women suffer from heart failure at younger ages, at the age
of 75 the reverse is true.'”2° Notably, heart failure is frequently un-
derdiagnosed and established late in female patients,”'~>* which
could be linked with the fact that the risk of cardiovascular events
starts at higher LVEF indices in women when compared with
men.® Thus, distinguishing impaired LV function from normal age-
and gender-related changes is crucial, since the difference between
these measurements may be the difference between whether a pa-
tient does, or does not, qualify for therapeutic intervention. During
the last decade, cardiac CT has proved to provide excellent diagnos-
tic information for the analysis of LV function and an additive prog-
nostic value of cardiac CT-measured LV function was recently
demonstrated.** Taking into account that modern cardiac CT
equipment implements now permit to acquire cardiac CT datasets
with a submillisievert fraction of effective radiation dose and given
that LV measurements by cardiac CT show a high agreement with
those obtained by other imaging modalities including echocardiog-
raphy and cardiac magnetic resonance (CMR) imaging, cardiac CT
offers a reliable alternative to assess LV function in patients with
CAD 2527

There is strong evidence showing that LV function is associated
with traditional risk factors including diabetes mellitus, hyperten-
sion, smoking, and dyslipidaemia. Indeed, diabetes mellitus is consid-
ered a major contributor to the development of heart failure, even
in the absence of CAD and hypertension,”® while blood pressure is
one of the most dominant variables predicting LV hypertrophy, thus,
patients with diabetes mellitus and/or hypertension were excluded

from the present analysis.29 Smoking has been associated with
decreased regional LV function in asymptomatic individuals*® and
dyslipidaemia has been shown to have an adverse effect on LV per-
formance in patients with CAD.3"32 Similarly, obesity has been
found to be associated with increased LV mass and decreased LV
volumes.®> While no differences were detected regarding the preva-
lence of dyslipidaemia and smoking between males and females in
our study, we observed that women had a lower BMI than men,
and a significant decrease in BMI with increasing age was seen in
males but not in females. However, BMI was not found to have
significant independent influence on LVEF in our study, thus, the
observed gender-specific changes in LV systolic function occurring
with advancing age do not seem to depend on an increase in BMI.
In addition, it is known that coronary artery calcification (CAC) is
associated with the incidence of congestive heart failure and a
correlation between CAC and LV diastolic dysfunction has recently
been observed in elderly people.>* Of note, in our study, males had
significantly higher calcium scores than female subjects. However,
considering the overall low calcium scores in our study population
(33.7 in females and 90.3 in males) and given that an association
between CAC and diastolic dysfunction was only observed in
patients with high calcium scores >400,%* it seems unlikely that
CAC was a predictor of age-dependent LV remodelling in our popu-
lation. Since our study was underpowered to assess the impact of
CAC on LV function and volumes, further prospective studies will
have to evaluate how CAC affects LV volumes in males and females
at different ages.

Among the hypothesized mechanisms accounting for the
stronger positive correlation between age and LVEF in women
when compared with men, age-dependent changes in oestrogen/
testosterone status are notable, as are gender-based lifestyle factors
or differences in neurohumoral signalling. In fact, progressive myo-
cyte loss occurring with increasing age in men but not in women was
observed in an autopsy study and may explain why women show a
stronger positive correlation between age and LVEF than men.>
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Reduced testosterone levels and reduced physical activity in older
men have been suggested to account for the enhanced myocyte
apoptosis in elderly men.23> Of note, while strong and negative cor-
relations were found between age and LV volumes, the association
between age and LVEF was much weaker, which further supports
the notion that an extraneous variable, e.g. changes in LV mass
and/or increased afterload, might influence age-dependent changes
of the LV. However, data on myocardial mass and aortic compliance
were not collected in our cohort, thus, we are unable to determine
whether the higher LVEF in aged women was secondary to differ-
ences in contractile state or loading conditions. Interestingly, with
increasing age, a higher prevalence of small hearts was detected in
our female study population (n = 1 at age <40 years and n = 6 at
age >70 years). Since we observed a correlation between LVESV
and LVEF, it is likely that the augmented LVEF in elderly women is
partially based upon women having smaller hearts than men which,
in turn, raises the question whether the observed alterations of LV
function in elderly women have a protective or detrimental impact
on cardiovascular morbidity and mortality. Indeed, the differential
predisposition to functional cardiac impairment in men and women
at different ages is not yet understood, and, although heart failure is
less common in women, overall mortality in females is higher.>*3”
Along that line, one could hypothesize that elderly women live
under constant hyperdynamic conditions to compensate for the dis-
advantage of smaller ventricles and that the latter may predispose
them to enhanced cardiac vulnerability in high-stress situations.
Indeed, women have higher baseline sympathetic activity and exces-
sive sympathetic discharge after acute myocardial infarction (Ml) and
during heart failure than men, 337
elderly men have been associated with decreased cardiac sympa-
thetic nerve activity.*® Of note, pathological cardiac conditions
associated with sympathetic hyperactivity such as Takotsubo
syndrome or cardiac syndrome X are highly prevalent in postmeno-
pausal women.*"*? However, whether higher regional cardiac
sympathetic activity drives the adaption for a heart of smaller dimen-
sions in elderly women warrants further investigation.

There are limitations to this study that should be pointed out.
First, our study has the inherent limitations of an open-label, obser-
vational registry, including intersite variability in image acquisition

and lower testosterone levels in

and analysis. However, image interpretation was uniformly per-
formed at all CONFIRM sites according to Society of Cardiovascular
Computed Tomography guidelines by level lll-qualified readers and
the variety of sites included in the analysis ensures that our measures
are clinically useful across different institutions, CT platforms, post-
processing software, and independent of vendor. Second, the
administration of B-blockers is essential in cardiac CT imaging since
image quality is clearly improved at heart frequencies <70 bpm.43
Since an influence of B-blocker administration on myocardial
contractility cannot be excluded in our study, the generalizability
of LV functional measurements obtained by cardiac CT to otherim-
aging modalities might be limited. However, previous studies have
demonstrated high accuracy and a tight concordance of LVEF values
obtained by cardiac CT with those provided by CMR.***
In addition, our results correlate well with previously published
functional LV values for CMR and echocardiography.***” Third,
our results are based on a population that has been referred for
cardiac CT. Patients with diabetes, hypertension, structural heart

disease, and obstructive CAD were excluded, while patients with
non-obstructive (<50% luminal narrowing) CAD were included
in the analysis. This approach can be criticized since subjects
referred for cardiac CT may have some reasons for the referral,
which may not be found at the examination, indicating that they
may not be representative of a healthy reference population. In
addition, a previous meta-analysis in patients undergoing cardiac
CT suggests that patients with non-obstructive CAD confer a great-
er incidence of major adverse cardiac events when compared with
patients with entirely normal coronary arteries.*® Further, abnor-
malities in diastolic function have recently been observed in a
CMR study in women with non-obstructive CAD and symptoms
of ischaemia.*” However, in accordance with our data, in this recent
CMR study, LVEF and LV volumes were similar between patients
with non-obstructive CAD and normal coronary arteries, and given
the high prevalence of non-obstructive CAD in the elderly popula-
tion, applying very rigorous exclusion criteria may have led to a
reference population that represents a ‘too healthy’ part of the
population. Thus, we believe that the inclusion and exclusion criteria
in this study represent a reasonable balance in order to have a rele-
vant reference population reflecting the real word for establishing
normal limits.

In summary, in this large international multicentre study we
observed a significant increase in LV systolic function with
advancing age; these alterations are particularly pronounced in
women. Our findings indicate that the LV undergoes a continuous
lifelong remodelling and suggest that the risk of cardiovascular
events might start at higher LVEF indices in women, thereby
emphasizing the need for gender- and age-specific criteria in
clinical decision making. Given the prognostic importance of
LVEF, further studies will need to explore variables that modulate
myocardial contractility and, thus, vulnerability to cardiac injury in
aged individuals.

Conflicts of interest: T.C.V. has received speaker’s honoraria
from Boehringer-Ingelheim, Ingelheim, Germany. S.A. has received
grant support from Siemens Healthcare, Erlangen, Germany, and
Bayer Schering Pharma AG, Berlin, Germany. M.J.B. has received
speaker’s honoraria from GE Healthcare, Milwaukee, Wisconsin..
F.C. has received grant support from GE Healthcare and speaker’s
honoraria from Bracco Diagnostics, Milan, Italy. T.Q.C. is on the
speaker’s bureau of GE Healthcare. K.C. has received grant support
from Bayer Pharma AG, Berlin, Germany, and Blue Cross Blue
Shield Blue Care Michigan. B.C. has received research support
from GE Healthcare; Pfizer, Inc., New York; and AstraZeneca, Wil-
mington, Delaware. B.C. has received educational support from
TeraRecon, Foster City, California. ].H. has received research grant
support from Siemens Healthcare. P.AK. has received research sup-
port from GE Healthcare and grant support from the Swiss National
Science Foundation, Bern, Switzerland. E.M. has received grant sup-
port from GE Healthcare and is a consultant for Servier, Neuilly-sur-
Seine, France. G.R. has received grant support from Siemens
Healthcare, Blue Cross Blue Shield Blue Care Michigan, and Bayer
Pharma AG. J.L. is a consultant for GE Healthcare, Philips Health-
care, and Samsung. |.K.M. has received speaker’s honoraria and re-
search support from and serves on the medical advisory board of
GE Healthcare. C.G. and B.E.S. have received grant support from

9702 'z 1snBny uo 1sanf Aq wouy papeojumoq



Page 10 of 11

C. Gebhard et al.

Novartis, Switzerland, the Olten Heart Foundation, Switzerland,
and the Swiss National Science Foundation. ].K.M. received modest
speakers’ bureau and medical advisory board compensation and sig-
nificant research support from GE Healthcare. S.A. received grant
support from Siemens and Bayer Schering Pharma and has served
as a consultant for Servier. M.H.A.-M. received support from the
American Heart Association, BCBS Foundation of Michigan, and As-
tellas. F.C. received grant support from GE Healthcare and has
served on the Speakers’ Bureau of Bracco and as a consultant for
Servier; E.M. received grant support from GE Healthcare. K.C. re-
ceived grant support from Bayer Pharma and Blue Cross Blue Shield
Blue Care M. B.C. received research and fellowship support from
GE Healthcare, research support from Pfizer and AstraZeneca,
and educational support from TeraRecon. J.H. received a research
grant from Siemens Medical Systems. P.AK. received institutional
research support from GE Healthcare and grant support from Swiss
National Science Foundation. E.M. received grant support from GE
Healthcare. G.R. received grant support from Siemens, Blue Cross
Blue Shield Blue Care MI, and Bayer Pharma. J.L. has received
research support and serves on the speakers bureau for GE
Healthcare.

References

1. Juergens KU, Grude M, Maintz D, Fallenberg EM, Wichter T, Heindel W et al. Multi-
detector row CT of left ventricular function with dedicated analysis software
versus MR imaging: initial experience. Radiology 2004;230:403-10.

2. Chow BJ, Small G, Yam Y, Chen L, Achenbach S, Al-Mallah M et al. Incremental
prognostic value of cardiac computed tomography in coronary artery disease using
CONFIRM: COroNary computed tomography angiography evaluation for clinical
outcomes: an InteRnational Multicenter registry. Circ Cardiovasc Imaging 2011;4:
463-72.

3. Al-Mallah MH, Aljizeeri A, Villines TC, Srichai MB, Alsaileek A. Cardiac computed
tomography in current cardiology guidelines. | Cardiovasc Comput Tomogr 2015;9:
514-23.

4. Wilmot KA, O’Flaherty M, Capewell S, Ford ES, Vaccarino V. Coronary heart
disease mortality declines in the United States from 1979 through 2011: evidence
for stagnation in young adults, especially women. Circulation 2015;132:997—-1002.

5. Redfield MM, Jacobsen S), Borlaug BA, Rodeheffer R|, Kass DA. Age- and gender-
related ventricular-vascular stiffening: a community-based study. Circulation 2005;
112:2254-62.

6. Wexler O, Yoder SR, Elder JL, Mackin ML, Chen L, Mixon L et al. Effect of gender on
cardiovascular risk stratification with ECG gated SPECT left ventricular volume
indices and ejection fraction. | Nucl Cardiol 2009;16:28—37.

7. Lin FY, Devereux RB, Roman MJ, Meng |, Jow VM, Jacobs A et al. Cardiac chamber
volumes, function, and mass as determined by 64-multidetector row computed
tomography: mean values among healthy adults free of hypertension and obesity.
JACC Cardiovasc Imaging 2008;1:782—6.

8. Stojanovska J, Prasitdumrong H, Patel S, Sundaram B, Gross BH, Yilmaz ZN et al.
Reference absolute and indexed values for left and right ventricular volume,
function and mass from cardiac computed tomography. | Med Imaging Radiat Oncol
2014;58:547-58.

9. Min JK, Dunning A, Lin FY, Achenbach S, Al-Mallah M, Budoff M| et al. Age- and sex-
related differences in all-cause mortality risk based on coronary computed
tomography angiography findings results from the International Multicenter
CONFIRM (Coronary CT Angiography Evaluation for Clinical Outcomes: An Inter-
national Multicenter Registry) of 23,854 patients without known coronary artery
disease. | Am Coll Cardiol 2011;58:849—-60.

10. Min JK, Dunning A, Lin FY, Achenbach S, Al-Mallah MH, Berman DS et al. Rationale
and design of the CONFIRM (COronary CT Angiography EvaluatioN For Clinical
Outcomes: An InteRnational Multicenter) registry. | Cardiovasc Comput Tomogr
2011;5:84-92.

11. Villines TC, Hulten EA, Shaw L}, Goyal M, Dunning A, Achenbach S et al. Prevalence
and severity of coronary artery disease and adverse events among symptomatic
patients with coronary artery calcification scores of zero undergoing coronary
computed tomography angiography: results from the CONFIRM (Coronary CT
Angiography Evaluation for Clinical Outcomes: An International Multicenter) regis-
try. J Am Coll Cardiol 2011;58:2533—40.

12. Small GR, Yam Y, Chen L, Ahmed O, Al-Mallah M, Berman DS et al. Prognostic
assessment of coronary artery bypass patients with 64-slice computed tomography
angiography: anatomical information is incremental to clinical risk prediction. | Am
Coll Cardiol 2011;58:2389—-95.

13. Rizvi A, Deano RC, Bachman DP, Xiong G, Min JK, Truong QA. Analysis of ventricu-
lar function by CT. J Cardiovasc Comput Tomogr 2015;9:1-12.

14. Leipsic ), Abbara S, Achenbach S, Cury R, Earls JP, Mancini GJ et al. SCCT guidelines
for the interpretation and reporting of coronary CT angiography: a report of the
Society of Cardiovascular Computed Tomography Guidelines Committee.
J Cardiovasc Comput Tomogr 2014;8:342—58.

15. Henderson KD, Bernstein L, Henderson B, Kolonel L, Pike MC. Predictors of the
timing of natural menopause in the Multiethnic Cohort Study. Am J Epidemiol 2008;
167:1287-94.

16. White HD, Norris RM, Brown MA, Brandt PW, Whitlock RM, Wild CJ. Left
ventricular end-systolic volume as the major determinant of survival after recovery
from myocardial infarction. Circulation 1987;76:44—51.

17. Emond M, Mock MB, Davis KB, Fisher LD, Holmes DR Jr, Chaitman BR et al. Long-
term survival of medically treated patients in the Coronary Artery Surgery Study
(CASS) Registry. Circulation 1994;90:2645—-57.

18. De Feyter PJ, van Eenige MJ, Dighton DH, Visser FC, de Jong ], Roos JP. Prognostic
value of exercise testing, coronary angiography and left ventriculography 6—8
weeks after myocardial infarction. Circulation 1982;66:527—36.

19. Ho KK, Pinsky JL, Kannel WB, Levy D. The epidemiology of heart failure: the
Framingham Study. | Am Coll Cardiol 1993;22(4 Suppl. A):6A—13A.

20. Petrie MC, Dawson NF, Murdoch DR, Davie AP, McMurray JJ. Failure of women’s
hearts. Circulation 1999;99:2334—41.

21. Moss AJ, Hall W], Cannom DS, Klein H, Brown MW, Daubert JP et al
Cardiac-resynchronization therapy for the prevention of heart-failure events.
N Engl | Med 2009;361:1329-38.

22. Lenzen M), Rosengren A, Scholte op Reimer W], Follath F, Boersma E, Simoons ML
et al. Management of patients with heart failure in clinical practice: differences
between men and women. Heart 2008;94:e10.

23. Hernandez AF, Fonarow GC, Liang L, Al-Khatib SM, Curtis LH, LaBresh KA
et al. Sex and racial differences in the use of implantable cardioverter-
defibrillators among patients hospitalized with heart failure. | Am Med Assoc
2007;298:1525-32.

24. Maffei E, Messalli G, Palumbo A, Martini C, Seitun S, Aldrovandi A et al. Left
ventricular ejection fraction: real-world comparison between cardiac computed
tomography and echocardiography in a large population. Radiol Med 2010;115:
1015-27.

25. Stehli ], Fuchs TA, Bull S, Clerc OF, Possner M, Buechel RR et al. Accuracy
of coronary CT angiography using a submillisievert fraction of radiation
exposure: comparison with invasive coronary angiography. | Am Coll Cardiol
2014;64:772-80.

26. Arsanjani R, Berman DS, Gransar H, Cheng VY, Dunning A, Lin FY et al. Left
ventricular function and volume with coronary CT angiography improves risk
stratification and identification of patients at risk for incident mortality: results
from 7758 patients in the prospective multinational CONFIRM observational
cohort study. Radiology 2014;273:70-7.

27. Yamamuro M, Tadamura E, Kubo S, Toyoda H, Nishina T, Ohba M et al. Cardiac
functional analysis with multi-detector row CT and segmental reconstruction
algorithm: comparison with echocardiography, SPECT, and MR imaging. Radiology
2005;234:381-90.

28. Nichols GA, Gullion CM, Koro CE, Ephross SA, Brown JB. The incidence of con-
gestive heart failure in type 2 diabetes: an update. Diabetes Care 2004;27:1879—84.

29. Gjesdal O, Bluemke DA, Lima JA. Cardiac remodeling at the population level — risk
factors, screening, and outcomes. Nat Rev Cardiol 2011;8:673—-85.

30. Rosen BD, Saad MF, Shea S, Nasir K, Edvardsen T, Burke G et al. Hypertension and
smoking are associated with reduced regional left ventricular function in asymp-
tomatic: individuals the Multi-Ethnic Study of Atherosclerosis. | Am Coll Cardiol
2006;47:1150-8.

31. Randomised trial of cholesterol lowering in 4444 patients with coronary heart dis-
ease: the Scandinavian Simvastatin Survival Study (4S). Lancet 1994;344:1383-9.

32. Wang TD, Lee CM, Wu CC, Lee TM, Chen WJ, Chen MF et al. The effects of dysli-
pidemia on left ventricular systolic function in patients with stable angina pectoris.
Atherosclerosis 1999;146:117-24.

33. EngJ, McClelland RL, Gomes AS, Hundley WG, Cheng S, Wu CO et al. Adverse left
ventricular remodeling and age assessed with cardiac MR imaging: the multi-ethnic
study of atherosclerosis. Radiology 2016;278:714-22.

34. Osawa K, Miyoshi T, Oe H, Sato S, Nakamura K, Kohno K et al. Association
between coronary artery calcification and left ventricular diastolic dysfunction in
elderly people. Heart Vessels 2016;31:499—507.

35. Olivetti G, Giordano G, Corradi D, Melissari M, Lagrasta C, Gambert SR et al.
Gender differences and aging: effects on the human heart. | Am Coll Cardiol 1995;
26:1068-79.

910z ‘z 1snBny uo 3sanb Aq wouy papeojumoq



Impact of age and sex on LV function

Page 11 of 11

36.

37.

38.

39.

40.

41.

42.

Greiten LE, Holditch S), Arunachalam SP, Miller VM. Should there be sex-specific
criteria for the diagnosis and treatment of heart failure? | Cardiovasc Transl Res 2014;
7:139-55.

Go AS, Mozaffarian D, Roger VL, Benjamin EJ, Berry |D, Blaha MJ et al. Heart disease
and stroke statistics — 2014 update: a report from the American Heart Association.
Circulation 2014;129:28—€292.

Hogarth A, Graham LN, Mary DA, Greenwood JP. Gender differences in sympa-
thetic neural activation following uncomplicated acute myocardial infarction. Eur
Heart | 2009;30:1764-70.

Mitoff PR, Gam D, Ivanov J, Al-hesayen A, Azevedo ER, Newton GE et al. Cardiac-
specific sympathetic activation in men and women with and without heart failure.
Heart 2011;97:382-7.

Li S, Zhang L, Guo Y, Li X. Relationship of cardiac sympathetic nerve innervation
and excitability to cardiac hypertrophy in very elderly male hypertensive patients.
High Blood Press Cardiovasc Prev 2013;20:115-21.

Templin C, Ghadri JR, Diekmann J, Napp LC, Bataiosu DR, Jaguszewski M et al.
Clinical features and outcomes of Takotsubo (stress) cardiomyopathy. N Engl |
Med 2015;373:929-38.

Lanza GA, Giordano A, Pristipino C, Calcagni ML, Meduri G, Trani C et al. Abnor-
mal cardiac adrenergic nerve function in patients with syndrome X detected by
[123I]metaiodobenzylguanidine myocardial scintigraphy. Circulation 1997;96:
821-6.

43.

44,

45.

46.

47.

48.

49.

Shim SS, Kim Y, Lim SM. Improvement of image quality with beta-blocker pre-
medication on ECG-gated 16-MDCT coronary angiography. Am | Roentgenol
2005;184:649—54.

Palumbo A, Maffei E, Martini C, Messalli G, Seitun S, Malago R et al. Functional para-
meters of the left ventricle: comparison of cardiac MRI and cardiac CT in a large
population. Radiol Med 2010;115:702—-13.

Maffei E, Messalli G, Martini C, Nieman K, Catalano O, Rossi A et al. Left and right
ventricle assessment with Cardiac CT: validation study vs. Cardiac MR. Eur Radiol
2012;22:1041-9.

Fiechter M, Fuchs TA, Gebhard C, Stehli J, Klaeser B, Stahli BE et al. Age-related
normal structural and functional ventricular values in cardiac function assessed
by magnetic resonance. BMC Med Imaging 2013;13:6.

Gebhard C, Stahli BE, Gebhard CE, Tasnady H, Zihler D, Wischnewsky MB et al. Age-
and gender-dependent left ventricular remodeling. Echocardiography 2013;30:1143—-50.
Huang FY, Huang BT, Lv WY, Liu W, Peng Y, Xia TL et al. The prognosis of patients
with nonobstructive coronary artery disease versus normal arteries determined by
invasive coronary angiography or computed tomography coronary angiography: a
systematic review. Medicine (Baltimore) 2016;95:e3117.

Nelson MD, Szczepaniak LS, Wei J, Haftabaradaren A, Bharadwaj M, Sharif B et al.
Diastolic dysfunction in women with signs and symptoms of ischemia in the
absence of obstructive coronary artery disease: a hypothesis-generating study.
Circ Cardiovasc Imaging 2014;7:510—6.

910z ‘z 1snBny uo isanb Aq wouy papeojumoq




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




