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Aims: Anecdotal reports have suggested increased soft tissue calcification in
individuals with long-term exposures to high blood glucose. The association of costal
cartilage calcification (CCC), a reliably quantifiable marker obtainable from non-contrast
cardiac computed tomography (CT) with cumulative fasting blood glucose (FBG)
exposure, is unknown. In this study, we aimed to determine the association between
quantified CCC and cumulative glucose exposure using non-contrast coronary artery
calcium (CAC) scoring computed tomography (CT) images in the Multi-Ethnic Study of
Atherosclerosis (MESA).

Methods: The volume of bilateral CCC was quantified in high-density pixels (threshold of
Hounsfield Unit>180) using the CAC scoring CT images acquired in the 5th MESA exam.
Prior long-term cumulative exposure to FBG was calculated by area under the FBG-time
curve over ten years before the time of the CT exam.

Results: A total of 2,305 participants (mean age: 69, female/male: 1.3) were included in
this study. The median CCC volume was lower in females than males (1158 mm3 [IQR:
1751] vs. 3054 mm3 [3851], p<0.001). In cross-sectional analysis, quantified CCC was
associated with FBG (9% increase per SD) and HbA1c (7% increase per SD) at the CT
exam only in female participants after adjustment for age, race, BMI, and glomerular
filtration rate. Only in female participants, quantified CCC was also associated with prior
cumulative FBG (3% increase per decile change). In the subgroup of females with zero
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CAC scores, the adjusted CCCwas still associated with FBG (13% increase per SD) at the
time of CT exam and with prior cumulative FBG exposure (4% increase per decile change)
before the CT exam.

Conclusions: The CCC, a reliably quantified marker in non-contrast cardiac CT, is
associated with 10-year cumulative FBG exposure only in female participants, even those
with zero CAC.
Keywords: calcium score, glucose, cumulative, diabetes mellitus, marker, cartilage, soft tissue
INTRODUCTION

High fasting blood glucose (FBG) is the fourthmodifiable risk factor
and second metabolic risk factor accountable for the higher
disability-adjusted life-years globally (1). Clinically occult type 2
diabetes mellitus (DM) and associated long-term high cumulative
FBG exposure commonly exists years prior to the initial diagnosis
of DM (2). Therefore, DM complications can be commonly
detected at the time of initial DM clinical diagnosis (3). Uncertain
duration of exposure to high FBG, a modifiable risk factor for DM
complications, has urged investigators to identify reliable, affordable,
and easily obtainable markers for long-term cumulative exposure to
FBG that can be implemented as a screening tool for earlier
diagnosis of DM and its associated complications in at-risk
population (4). Hemoglobin A1c (HbA1c) is currently the most
widely used serum marker for prior cumulative FBG exposure,
which only reflects the 2-3 months prior to the measurement and is
associated with coronary artery calcification (CAC), even in
individuals without the clinical diagnosis of type 2 DM (5, 6).
This widely used marker also has other pitfalls, such as
underestimation of the exposure to high blood glucose due to the
lower lifespan of red blood cells in hyperglycemic status (7). In
addition, disorders such as iron deficiency anemia which affect red
blood cells turnover can negatively impact the interpretation of
HbA1c (8).

In addition to the known association between DM and the
extent of vascular calcifications such as CAC, anecdotal reports have
strongly and repeatedly suggested an association between DM and
extensive nonvascular soft tissue calcifications. However, only a few
studies have systematically investigated such association between
musculoskeletal soft tissue calcifications and DM (9–12). For
instance, in a cross-sectional observational study, calcific tendinitis
of the shoulder rotator cuff has been associated with the presence of
DM (13). Similarly, age- and serum calcium level-independent
association of DM with calcific shoulder periarthritis has been
reported, particularly in those subjects with longstanding and
poorly controlled DM (9). DM has also been suggested as an
independent risk factor for the ossification of longitudinal
ligament of spine (11), and diffuse idiopathic skeletal hyperostosis
(10, 14).

Calcification of costal cartilage (CCC) can be easily and reliably
quantified using conventional non-contrast chest computed
tomography (CT) images, including non-contrast cardiac CT
images acquired for Coronary Artery Calcium (CAC) scoring
(15). CCC has been primarily considered an age-related process
n.org 2
with distinct patterns according to sex (16). There are only a few
scattered reports of extensive CCC in metabolic and endocrine
disorders such as hypo- or hyperthyroidism, acromegaly, rickets,
adrenogenital syndrome, Keutel syndrome, and abnormal
hematologic syndromes such as porphyria (17–21). In the adult
population, there have also been reports of extensive CCC in
hematologic and local chest wall malignancies, chronic kidney
disease, and warfarin therapy (17, 18). However, due to its overall
asymptomatic nature, few prior works have attempted to reliably
quantify CCC using non-contrast chest CT images. Therefore, little
is known about the association between quantified CCC and long-
term prior cumulative blood glucose exposure.

Since most individuals that undergo CAC scoring have an
intermediate risk of cardiovascular disease (22), a considerable
proportion of them are expected to have abnormal blood glucose
for many years prior to the CT examination (23). Therefore,
quantification of CCC may provide a clinically applicable,
reliable, and easily obtainable marker for prior cumulative
blood glucose exposure in this at-risk population. It can be
easily quantified from the same CT obtained for CAC scoring
without additional cost or radiation exposure. We, therefore,
aimed to investigate the association of quantified CCC with
cumulative FBG exposure in a cohort of adult participants
stratified according to sex. We further evaluated this
association in the specific subgroup of participants with zero
CAC score to find any potential value of CCC quantification
when there is no coronary calcification detected in the same
CT examination.
METHODS

Participant Selection
The MESA cohort at exam 5 consisted of 3,442 participants in the
age range of 53 to 94 years who were recruited from six US centers
(Wake Forest University, Winston-Salem, NC; Columbia
University, New York, NY; Johns Hopkins University, Baltimore,
MD; University of Minnesota, Minneapolis-St. Paul, MN;
Northwestern University, Chicago, IL; UCLA, Los Angeles, CA)
with four ethnic backgrounds: White, African American, Asian
American, and Hispanic. Participants were free of clinical
cardiovascular disease (CVD) at the baseline MESA exam. The
details of the MESA study design have been published previously
(24). The MESArthritis study is an ancillary retrospective study of
the MESA cohort to investigate the association of CT-derived soft
December 2021 | Volume 12 | Article 785957
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tissue biomarkers with cardiovascular and metabolic risk factors
and clinical outcomes (25). Previous reports of the MESArthritis
study used the whole-chest CT scans of the MESA participants in
exam 5; however, we have used the cardiac CT scans for our analysis
(25). Available non-contrast cardiac CT images from 3,305
participants acquired in the 5th MESA exam (2010-12) were
analyzed. Participants with CT images identified as unevaluable
by the readers (due to artifacts in the target field [including metal
wire or plates due to previous surgery, cardiac pacemaker, or breast
implants] or loss of required field of view (FOV) during
reconstruction) were excluded. The demographic and clinical
characteristics of participants were collected from the MESA
database of the fifth MESA exam (2010-12), and all the preceding
exams (exam one [2000-02], exam two [2002-04], exam three
[2004-05], and exam four [2005-07]).

Institutional review boards at each of the six field centers
recruited in the MESA study approved the study protocol. All
participants gave written informed consent as part of the
main study.

Non-Contrast Cardiac Scan
The standardized cardiac CT protocol for the MESA study and the
details of image reconstruction has been previously published (26).
The non-contrast cardiac CT scans were performed by cardiac-
gated electron-beam CT scanners: Toshiba One (320 slices, Toshiba
Medical Systems, Japan), Siemens 64 (Siemens, Erlangen,
Germany), Siemens Somatom Definition (Siemens, Erlangen,
Germany), and General Electric VCT (64 slices, General Electric,
Milwaukee, WI). All participants were scanned by certified
technologists over phantoms of known physical calcium
concentration. Images were reconstructed and analyzed for CAC
score at the MESA CT reading center (Los Angeles Biomedical
Research Institute at Harbor–UCLA in Torrance, California). CCC
measurements were performed at the Johns Hopkins University,
Baltimore, MD, USA.

CCC Measurement
Themost lateral concave line from themid-sternal line was defined
as the costochondral junction. In the axial view, the area medial to
the junction, lateral to the cortex of sternum, and anterior to the
hypodense lung air was considered the costal cartilage. The
hyperdense tissue (HU > 180) lying within this area was defined
asCCC. (Figure S2) The first pair of cartilages entirely visible in the
superior end of the image FOV, usually 5th- 7th rib, was selected for
CCC quantification. The straight configuration and relatively
parallel orientation of this pair to the axial CT plane compared to
the ribs below facilitated measurements and increased their
reproducibility (16, 27). Using the same infrastructure for CAC
Volume score measurement in the Vitrea platform (Vitrea 7.11,
Vital Images), the calcification score for each costal cartilage is
calculated as the sum of calcified voxels with a predefined calcium
threshold (28). A threshold of 180 HU was applied to separate
calcifications from the surrounding soft tissue to prevent
overestimation of calcifications compared to CAC (15).

A trained reader blinded to the risk factor profile of participants
(a research fellowwho was trained by a musculoskeletal radiologist
with nine years of experience, and accomplished quantification of
Frontiers in Endocrinology | www.frontiersin.org 3
50 test imageswith inter-reader reliability of >90% compared to the
measurements of the radiologist) quantified the calcification. The
reliability of the measurements was assessed by inter-reader
agreement of 50 randomly selected images with a cardiovascular
imaging research fellow with two years of experience.

Statistical Analysis
CCC distribution within sex, age, race, and body-mass-index (BMI)
categories was illustrated and compared within each category using
violin plots, which show both the relevant summary statistics and
the full distribution of data. The distribution of covariates in this
study was presented as mean (standard deviation) or number (%) in
different sex-specific quartiles of CCC. We assessed the missingness
of covariates using the Little test (test of missing completely at
random). A two-way intraclass correlation coefficient was calculated
for the absolute inter-reader agreement of the CCC measurements.

In cross-sectional analysis, uni- and multivariate linear
regression models adjusted for age, race, BMI, and glomerular
filtration rate (GFR) were used to estimate the association
between CCC and DM status, FBG (mg/dL), HbA1c (%), serum
insulin (mU/L), oral hypoglycemic agent use, insulin resistance
index of HOMA-IR (calculated as FBG × insulin/405) and
confirmed diagnosis of metabolic syndrome at the time of CT,
stratified by sex. For linear regression analyses, log transformation of
the CCC was used as the dependent variable since the original CCC
was not normally distributed in this study participants (Shapiro-
Wilk test p-value <0.001).

In the cumulative analysis, all the available data from the
MESArthritis participants between the first MESA exam (2000-02)
and the fifth MESA exam (2010-12) were extracted. We used area-
under-curve (AUC) of the FBG - time curve over ten years before CT
to determine the long-term cumulative exposure to FBG (Figure 1).
The cumulativeFBGexposurewas reported inmilligramperdeciliter
multiplied by t in years, then the change in log (CCC) was illustrated
within deciles of cumulative FBG exposure.

To further evaluate if the temporal changes in FBG status in
different intervals can also affect the CCC score, we categorized the
participants based on the value of FBG at CT (exam 5) and either of
the previous exams (exam 2, 3, or 4) (Figure 1). Participants with
repeated clinically normal FBG values (<100 mg/dL) were classified
as “Sustained low”, and those with repeated values of above normal
were “Sustained High”. Participants with normal FBG status (i.e.,
FBG values<100 mg/dL) at CT and above normal values in the
previous exam were defined as “Decreased” and those with high
FBG values (i.e., FBG values>100 mg/dL) at CT and normal values
in the previous exam were defined as “Increased”.

Statistical analyses were performed using Rstudio programming
software (version 1.3.1093). A p-value of 0.05 was used to determine
statistical significance in linear regression models.
RESULTS

Participant Characteristics and CCC
Distribution
After excluding images with artifacts in the target field or
incompliant FOV (n=743), CCC was measured in 2,562
December 2021 | Volume 12 | Article 785957
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participants. Participants with unavailable serum glucose or history
of coronary artery bypass surgery and cancer before the CT were
also excluded (n=257), and therefore, 2,305 participants were
included in this analysis (Figure S1). The data were missed
Frontiers in Endocrinology | www.frontiersin.org 4
completely at random (p=0.353). Participants with a missing
main independent variable of each analysis were excluded
accordingly. At the time of the fifth MESA CT examination
(2010-12), the participants had a mean age of 69 years (53 to 94
A

B

C

FIGURE 1 | Timeline of the analyses of this study with regards to the main MESA exams (A). The association of CCC with cumulative FBG exposure (B) and
temporal change in FBG in mean follow-up interval of 4.6 years before the CT exam (C). The cumulative analysis was performed using the area-under-curve of the
five time points of FBG measurement during MESA exams 1 to 5. A sample FBG-time curve is illustrated. The graphs on left (green) illustrates the associations in
total female participants. The graphs on right (blue) illustrates the associations in female participants with zero CAC score. The black lines show the bar chart of
median CCC in deciles of cumulative FBG exposure. The colored line depicts the linear regression between CCC and deciles of cumulative FBG exposure. The
colored areas fill in the 95% CI of the regression line. The notched bar charts show that participants with sustained high FBG values at both exams had higher
CCC scores than participants with sustained low FBG. The CCC values provided in this figure are the log transformation of the original CCC.
December 2021 | Volume 12 | Article 785957
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years); 54.6% were female, 35.3% White, 26.2% African American,
14.5% Asian American, and 23.9% were Hispanic (Figure 2). The
median volume score of CCC was 1158 mm3 in females (Inter-
Quartile Range [IQR]: 1751) and 3054 mm3 in males (IQR: 3851).
Inter-reader reliability of CCC measurements was 88.7 (95% CI:
74.4-95.0).

A total of 439 participants had been diagnosed with DM prior to
the CT acquisition. Of all 2305 participants, 755 had a CAC score of
zero (68% female).

The CCC was significantly lower in African American
participants than non-Hispanic Caucasians. Overweight (BMI of
25-30), obese (BMI of 30-40), and morbidly obese (BMI > 40)
participants had higher CCC than participants with normal BMI.
Participants in older age groups (60-70, 70-80, and >=80) had
higher CCC than those younger than 60 years of age (Figure 2).

There were significant differences between age (p<0.001 both
in females and males), BMI (p<0.001 in females and males), GFR
Frontiers in Endocrinology | www.frontiersin.org 5
(p<0.001 in females and males), as well as serum FBG (p<0.001
in females and males), HbA1c (p=0.003 in females, p=0.017 in
males), insulin (p=0.002 in females, p=0.002 in males), DM
status (p<0.001 in females, p=0.026 in males), use of oral
hypoglycemic agent use (p=0.002 in females, p<0.001 in males)
and insulin resistance index (p<0.001 in females and males) of
participants in different quartiles of CCC in both female and
male groups (Table 1).

Association of Quantitative CCC and
Fasting Blood Glucose
CCC was strongly associated with age (2.6% increase per each year
[95%CI: 2.0-3.2%] in female, 1.5% [1.0-2.1%]) in male) and BMI
(2.9% increase per each kg/m2 [2.3-3.6%] in female, 6.0% [4.8-7.1%]
in male) (Table 2). After adjustment for age, race, BMI, and GFR,
CCCwas positively associated with FBG (9.4% increase per SD [4.1-
15.0%]), HbA1c (7.2% increase per SD [1.0-12.7%]), serum insulin
A B

DC

FIGURE 2 | Sex- (A), age- (B), race- (C), and BMI (D) category-specific distribution of the log transformed CCC. (The dashed line shows the median CCC of all
participants; ns: p value > 0.05, *: p value <0.05, ***: p value <0.001, ****: p value <0.0001).
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(7.2% increase per SD [1.0-15.0%]), and HOMA-IR (10.5% increase
per SD [3.0-17.3%]) in females but not in males. Female participants
using oral hypoglycemic agents had higher CCC values (24.6%
increase [6.2-44.8%]) than those who did not use oral hypoglycemic
agents. Furthermore, female participants with diagnosed DM had
higher CCC (24.6% increase [8.3-44.8%]) compared to
normoglycemic participants, and those with metabolic syndrome
Frontiers in Endocrinology | www.frontiersin.org 6
had higher CCC compared to those without (18.5% increase [5.1-
32.3]) (Table 2).

CAC was associated with FBG, insulin, HOMA-IR, DM
status, and oral hypoglycemic use in both sexes in comparison
to CCC. (Table S1) In female participants with zero CAC score,
CCC was also associated with FBG (13.9% increase per SD [1.0-
28.4%]) (Table 2).
TABLE 1 | Distribution of the selected variables within quartiles of CCC in males and females separately.

Participants 1st Quartile 2nd Quartile 3rd Quartile 4th Quartile p value

Female Sex All 492 (86.0%) 371 (64.0%) 252 (43.8%) 143 (24.8%) <0.001
CCC Female 458 (220) 1298 (283) 2652 (517) 5495 (1706)

Male 565 (192) 1326 (307) 2708 (538) 7045 (2836)
Number of participants Female 316 313 313 316

Male 262 260 263 262
Age (year) Female 66.6 (8.8) 67.8 (8.8) 70.0 (9.2) 71.9 (9.4) <0.001

Male 66.9 (9.0) 68.8 (9.4) 68.3 (9.2) 71.4 (9.0) <0.001
Race
White Female 115 (36.4%) 101 (32.3%) 106 (33.9%) 109 (34.5%) 0.076
Chinese American 39 (12.3%) 39 (12.5%) 40 (12.8%) 49 (15.5%)
African American 101 (32.0%) 101 (32.3%) 85 (27.2%) 70 (22.2%)
Hispanic 61 (19.3%) 72 (23.0%) 82 (26.2%) 88 (27.8%)
White Male 94 (35.9%) 108 (41.5%) 91 (34.6%) 91 (34.7%) 0.025
Chinese American 36 (13.7%) 47 (18.1%) 51 (19.4%) 33 (12.6%)
African American 77 (29.4%) 45 (17.3%) 62 (23.6%) 64 (24.4%)
Hispanic 55 (21.0%) 60 (23.1%) 59 (22.4%) 74 (28.2%)
BMI (Kg/m2) Female 26.8 (5.7) 28.7 (6.1) 29.5 (6.0) 29.4 (6.3) <0.001

Male 26.3 (4.2) 27.5 (4.3) 28.3 (4.3) 29.3 (4.7) <0.001
Waist circumference (cm) Female 92.4 (14.1) 96.9 (15.7) 99.3 (15.2) 99.5 (15.3) <0.001

Male 96.2 (11.1) 99.2 (11.3) 101.3 (11.8) 104.2 (12.3) <0.001
SBP (mmHg) Female 121.3 (20.9) 124.9 (23.4) 127.1 (21.7) 130.4 (22.0) <0.001

Male 122.6 (18.2) 122.4 (21.1) 121.6 (17.9) 124.3 (18.4) 0.253
DBP (mmHg) Female 65.8 (9.6) 67.1 (9.4) 66.4 (10.1) 67.0 (10.0) 0.313

Male 73.1 (9.7) 70.8 (10.3) 71.3 (9.5) 71.0 (9.2) 0.039
GFR (mL/min/1.73 m2) Female 66.7 (13.6) 66.4 (14.9) 66.5 (15.0) 64.2 (15.6) <0.001

Male 70.1 (11.8) 70.0 (14.2) 68.6 (15.6) 68.7 (14.8) <0.001
DM Status
Normoglycemic Female 242 (76.8%) 200 (63.9%) 187 (59.9%) 178 (56.7%) <0.001
Pre-diabetic 39 (12.4%) 59 (18.8%) 57 (18.3%) 58 (18.5%)
Diabetic 34 (10.8%) 54 (17.3%) 68 (21.8%) 78 (24.8%)
Normoglycemic Male 160 (61.3%) 137 (52.7%) 141 (54.0%) 121 (46.4%) 0.026
Pre-diabetic 63 (24.1%) 67 (25.8%) 73 (28.0%) 76 (29.1%)
Diabetic 38 (14.6%) 56 (21.5%) 47 (18.0%) 64 (24.5%)
FBG (mg/dL) Female 96.0 (18.1) 97.3 (18.7) 102.9 (32.4) 104.3 (30.0) <0.001

Male 101.7 (28.3) 104.9 (26.0) 102.2 (22.5) 106.5 (25.2) <0.001
HbA1c (%) Female 5.8 (0.7) 5.9 (0.7) 6.0 (1.0) 6.1 (1.0) 0.003

Male 5.8 (0.8) 6.0 (0.8) 5.9 (0.8) 6.0 (0.8) 0.008
Serum Insulin (mU/L) Female 52.4 (33.6) 59.4 (38.8) 66.0 (49.9) 64.6 (43.6) 0.001

Male 53.2 (59.1) 59.5 (44.5) 59.8 (41.6) 65.4 (52.3) 0.001
HOMA-IR Female 12.8 (9.3) 14.9 (11.8) 17.8 (17.5) 17.7 (14.4) <0.001

Male 13.9 (19.4) 16.7 (17.6) 15.6 (13.0) 17.6 (14.0) <0.001
Oral hypoglycemic agent use Female 26 (8.2%) 40 (12.8%) 53 (16.9%) 58 (18.4%) <0.001

Male 23.0 (8.8%) 43.0 (16.5%) 38.0 (14.4%) 53.0 (20.2%) 0.003
CAC number (Agatston score) Female 107.8 (259.1) 139.8 (388.6) 162.6 (388.4) 240.1 (479.0) <0.001

Male 253.3 (464.8) 348.5 (603.6) 340.9 (544.7) 525.5 (922.2) <0.001
Zero-CAC participants Female 154 (48.7%) 148 (47.3%) 113 (36.2%) 99 (31.4%) <0.001

Male 76 (29.1%) 63 (24.2%) 65 (24.8%) 37 (14.1%) <0.001
Metabolic Syndrome Female 82 (26.1%) 119 (38.1%) 140 (44.9%) 148 (47.1%) <0.001

Male 56 (21.5%) 68 (26.2%) 91 (34.9%) 110 (42.3%) <0.001
December 202
1 | Volume 12 | Article
Mean (SD) is used for quantitative variables, and number (percentage) is used for categorical variables.
CCC, costal cartilage calcification; BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; FBG, fasting blood glucose; HOMA-IR, HOmeostatic Model
Assessment Insulin Resistance; CAC, coronary artery calcification.
p values in rows with significant difference (<0.05) of the selected variable in different quartiles of CCC are marked in bold.
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Association of CCC and Cumulative FBG
Exposure Before CT
Higher deciles of cumulative FBG exposure measured at five time
points within ten years were associated with higher CCC in all
females as well as in the subgroup of female participants with
Zero CAC scores (Figure 1). Female participants with higher
Frontiers in Endocrinology | www.frontiersin.org 7
cumulative FBG exposure had higher CCC (3.0% increase per
decile [1.0-5.1%]) (Table 3).

Similarly, the number of time points with high FBG (FBG >100
mg/dL) was strongly associated with CCC in all females (5.1%
increase per each additional time point [2.0-9.4%]) and those with
zero-CAC (6.2% increase per each additional time point [1.0-
TABLE 2 | Sex-specific association of CCC with age, BMI, and indicators of DM, using linear regression models in total participants and those with zero CAC score.

Female Male

Beta (95%CI) p value Beta (95%CI) p value

Crude Adjusted
Model 1

Adjusted
Model 2

Adjusted
Model 3

Crude Adjusted
Model 1

Adjusted
Model 2

Adjusted
Model 3

All Participants

Age (years) 0.03 (0.02 to
0.03) <0.001

0.01 (0.01 to
0.02) <0.001

BMI (kg/m2) 0.03 (0.02 to
0.04) <0.001

0.03 (0.02 to
0.03) <0.001

0.05 (0.04 to
0.06) (<0.001)

0.06 (0.05 to
0.07) <0.001

FBG (mg/dL) 0.14 (0.08 to
0.19) <0.001

0.13 (0.08 to
0.19) <0.001

0.09 (0.04 to
0.14) <0.001

0.09 (0.04 to
0.15) <0.001

0.05 (0.00 to
0.11) 0.047

0.06 (0.01 to
0.11) 0.024

0.01 (-0.04 to
0.06) 0.584

0.00 (-0.05 to
0.05) 0.979

HbA1c (%) 0.11 (0.06 to
0.17) <0.001

0.10 (0.05 to
0.16) <0.001

0.06 (0.01 to
0.11) 0.024

0.07 (0.01 to
0.12) 0.013

0.05 (0.00 to
0.10) 0.081

0.04 (-0.01 to
0.10) 0.106

-0.01 (-0.07 to
0.04) 0.635

-0.03 (-0.08 to
0.02) 0.296

HOMA-IR 0.17 (0.11 to
0.24) <0.001

0.20 (0.14 to
0.26) <0.001

0.11 (0.04 to
0.18) 0.002

0.10 (0.03 to
0.16) 0.005

0.07 (0.02 to
0.12) 0.009

0.08 (0.03 to
0.13) 0.001

-0.01 (-0.07 to
0.04) 0.564

-0.03 (-0.08 to
0.02) 0.312

Serum Insulin
(mU/L)

0.14 (0.08 to
0.21) <0.001

0.18 (0.12 to
0.24) <0.001

0.08 (0.01 to
0.15) 0.030

0.07 (0.00 to
0.14) 0.038

0.07 (0.02 to
0.12) 0.004

0.09 (0.04 to
0.14) <0.001

-0.01 (-0.06 to
0.04) 0.603

-0.02 (-0.07 to
0.03) 0.424

DM Status
Normoglycemic Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.
Pre-diabetic 0.24 (0.09 to

0.39) 0.002
0.19 (0.05 to
0.34) 0.010

0.10 (-0.05 to
0.25) 0.178

0.04 (-0.10 to
0.19) 0.576

0.18 (0.06 to
0.30) 0.004

0.18 (0.06 to
0.30) 0.003

0.08 (-0.03 to
0.20) 0.165

0.06 (-0.06 to
0.17) 0.346

Diabetic 0.40 (0.25 to
0.54) <0.001

0.36 (0.22 to
0.50) <0.001

0.23 (0.08 to
0.37) 0.002

0.22 (0.08 to
0.37) 0.003

0.22 (0.09 to
0.36) 0.001

0.20 (0.07 to
0.34) 0.003

0.05 (-0.08 to
0.19) 0.438

0.01 (-0.12 to
0.15) 0.841

Oral
Hypoglycemic
agent use

0.34 (0.18 to
0.50) <0.001

0.31 (0.15 to
0.47) <0.001

0.21 (0.05 to
0.36) 0.009

0.22 (0.06 to
0.37) 0.006

0.25 (0.10 to
0.39) <0.001

0.22 (0.08 to
0.37) 0.003

0.11 (-0.03 to
0.25) 0.139

0.07 (-0.07 to
0.21) 0.319

Metabolic
Syndrome

0.38 (0.26 to
0.49) <0.001

0.35 (0.24 to
0.46) <0.001

0.19 (0.07 to
0.31) 0.002

0.17 (0.05 to
0.28) 0.006

0.33 (0.21 to
0.44) <0.001

0.32 (0.21 to
0.43) <0.001

0.06 (-0.07 to
0.18) 0.373

0.04 (-0.08 to
0.16) 0.524

Participants with a zero CAC

FBG (mg/dL) 0.26 (0.15 to
0.38) <0.001

0.24 (0.13 to
0.36) <0.001

0.18 (0.06 to
0.30) 0.003

0.13 (0.01 to
0.25) 0.031

0.14 (-0.01 to
0.28) 0.073

0.14 (-0.00 to
0.29) 0.060

0.07 (-0.08 to
0.21) 0.379

0.04 (-0.10 to
0.19) 0.574

HbA1c (%) 0.20 (0.09 to
0.31) <0.001

0.18 (0.07 to
0.29) 0.001

0.12 (0.01 to
0.23) 0.036

0.09 (-0.02 to
0.20) 0.121

0.08 (-0.07 to
0.22) 0.296

0.08 (-0.07 to
0.22) 0.296

-0.00 (-0.14 to
0.14) 0.974

-0.01 (-0.15 to
0.13) 0.891

HOMA-IR 0.23 (0.11 to
0.34) <0.001

0.25 (0.13 to
0.36) <0.001

0.12 (-0.01 to
0.26) 0.075

0.09 (-0.04 to
0.23) 0.174

0.12 (-0.04 to
0.28) 0.151

0.13 (-0.03 to
0.30) 0.105

-0.05 (-0.23 to
0.12) 0.533

-0.10 (-0.27 to
0.07) 0.250

Serum Insulin
(mU/L)

0.14 (0.05 to
0.23) 0.002

0.17 (0.08 to
0.26) <0.001

0.06 (-0.04 to
0.17) 0.360

0.05 (-0.06 to
0.17) 0.389

0.10 (-0.05 to
0.25) 0.188

0.11 (-0.03 to
0.26) 0.133

-0.07 (-0.23 to
0.09) 0.417

-0.10 (-0.26 to
0.06) 0.202

DM Status
Normoglycemic Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.
Pre-diabetic 0.27 (0.03 to

0.52) 0.026
0.23 (-0.01 to
0.47) 0.063

0.12 (-0.12 to
0.37) 0.311

0.03 (-0.21 to
0.28) 0.793

0.33 (0.08 to
0.58) 0.011

0.33 (0.08 to
0.57) 0.010

0.22 (-0.02 to
0.47) 0.070

0.15 (-0.09 to
0.039) 0.223

Diabetic 0.43 (0.18 to
0.67) <0.001

0.39 (0.15 to
0.63) 0.002

0.24 (-0.01 to
0.49) 0.063

0.18 (-0.07 to
0.43) 0.160

0.30 (-0.07 to
0.67) 0.108

0.30 (-0.07 to
0.67) 0.110

0.15 (-0.21 to
0.51) 0.402

0.14 (-0.22 to
0.49) 0.450

Oral
Hypoglycemic
agent use

0.30 (0.02 to
0.59) 0.036

0.27 (-0.01 to
0.55) 0.057

0.13 (-0.15 to
0.41) 0.365

0.11 (-0.17 to
0.39) 0.442

0.27 (-0.14 to
0.68) 0.201

0.25 (-0.16 to
0.6) 0.233

0.14 (-0.26 to
0.54) 0.481

0.13 (-0.27 to
0.52) 0.521

Metabolic
Syndrome

0.30 (0.12 to
0.49) 0.001

0.30 (0.12 to
0.48) 0.001

0.14 (-0.05 to
0.34) 0.151

0.11 (-0.08 to
0.31) 0.245

0.31 (0.05 to
0.56) 0.018

0.28 (0.02 to
0.54) 0.032

-0.02 (-0.30 to
0.26) 0.874

-0.08 (-0.36 to
0.19) 0.546
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Model 1 is adjusted for age; Model 2 is Model 1 plus adjustment for BMI, and race; Model 3 is Model 2 plus adjustment for GFR.
The log transformation of the original CCC was used for this analysis.
The beta coefficients reported for FBG, HbA1c, HOMA-IR, and serum insulin are per each SD increase of these variables.
FBG, fasting blood glucose; DM, diabetes mellitus; HOMA-IR, HOmeostatic Model Assessment Insulin Resistance; CAC, coronary artery calcification.
Cells with significant associations are marked in bold.
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12.7%]). Moreover, female participants with an over 5-year history
of diagnosed DM had a 36.3% higher CCC score [12.7-64.9%]
than participants with no DM. However, in female participants
with a zero CAC score, CCC was not associated with the length of
DM. The association of CAC and cumulative FBG exposure was
shown in Table S2.
Association of CCC and Temporal
Changes in FBG Before CT
The mean interval between exam five (time of CT) and exams two,
three, and four was 7.8, 6.3, and 4.6 years. Female participants with
higher-than-normal FBG values at both exams had higher average
CCC scores compared to participants with sustained low FBG
(23.4% higher in the 4.6-year interval [95%CI: 7.2-43.3%], 29.7%
higher in the 6.3-year interval [10.5-52.2%], and 23.4% higher in
Frontiers in Endocrinology | www.frontiersin.org 8
7.8-year interval [6.2-44.8%]; Figure 1 and Table 4). In
comparison, both female and male participants with sustained
high FBG in repeated exams had higher CAC scores than those
with sustained low FBG (Table S3). However, in participants with
zero CAC score, females with increased FBG levels had higher
CCC compared to participants with sustained low FBG in the 4.6-
year (32.3% higher [1.0-75.1%]) and 7.8-year (32.3% higher [1.0-
75.1%]) intervals (Table 4).
DISCUSSION

In this study, we have demonstrated that quantified CCC,
obtained from the non-contrast cardiac CT scan images
performed for CAC scoring, may be an indicator of prior
blood glucose exposure only in female participants. The
TABLE 3 | The sex-specific association of CCC with cumulative FBG exposure from exam 1 to exam 5 using area under curve (AUC), and length of diagnosed DM and
time points with high FBG, in total participants and those with zero CAC score.

Variable Population Beta (95% CI) p value

Crude Adjusted Model 1 Adjusted Model 2 Adjusted Model 3

Total Population

Cumulative FBG exposure (per
decile)

Male 0.03 (0.01 to 0.05) 0.001 0.03 (0.01 to 0.05) 0.001 0.01 (-0.01 to 0.03) 0.175 0.01 (-0.00 to 0.03) 0.193

Female 0.05 (0.03 to 0.07)
<0.001

0.04 (0.02 to 0.06)
<0.001

0.02 (0.00 to 0.04) 0.013 0.03 (0.01 to 0.05) 0.017

Time-points with high FBG Male 0.05 (0.02 to 0.08)
<0.001

0.05 (0.02 to 0.08) 0.002 0.02 (-0.01 to 0.05) 0.248 0.01 (-0.01 to 0.04) 0.320

Female 0.10 (0.06 to 0.13)
<0.001

0.08 (0.05 to 0.11)
<0.001

0.05 (0.02 to 0.08) 0.003 0.05 (0.02 to 0.09) 0.005

Length of diagnosed DM
Never Male Ref. Ref. Ref. Ref.
<5 yrs with DM 0.15 (-0.06 to 0.36) 0.155 0.15 (-0.06 to 0.36) 0.165 0.03 (-0.17 to 0.23) 0.749 0.02 (-0.18 to 0.22) 0.817
>5 yrs with DM 0.18 (0.00 to 0.35) 0.044 0.14 (-0.03 to 0.31) 0.112 0.01 (-0.15 to 0.18) 0.876 0.01 (-0.16 to 0.18) 0.929

Never Female Ref. Ref. Ref. Ref.
<5 yrs with DM 0.23 (0.02 to 0.43) 0.028 0.27 (0.07 to 0.46) 0.009 0.16 (-0.04 to 0.36) 0.119 0.14 (-0.06 to 0.34) 0.172
>5 yrs with DM 0.48 (0.29 to 0.68)

<0.001
0.39 (0.19 to 0.58)

<0.001
0.29 (0.10 to 0.48) 0.003 0.31 (0.12 to 0.50) 0.002

Zero CAC Score

Cumulative FBG exposure Male 0.05 (0.01 to 0.10) 0.012 0.05 (0.01 to 0.10) 0.016 0.03 (-0.01 to 0.07) 0.167 0.03 (-0.01 to 0.07) 0.171

Female 0.06 (0.03 to 0.09)
<0.001

0.06 (0.03 to 0.09)
<0.001

0.04 (0.01 to 0.07) 0.007 0.04 (0.01 to 0.07) 0.011

Time-points with high FBG Male 0.07 (0.00 to 0.14) 0.044 0.07 (-0.00 to 0.14) 0.056 0.02 (-0.04 to 0.09) 0.508 0.02 (-0.04 to 0.09) 0.491

Female 0.12 (0.06 to 0.17)
<0.001

0.10 (0.04 to 0.16)
<0.001

0.07 (0.01 to 0.13) 0.029 0.06 (0.00 to 0.12) 0.039

Length of diagnosed DM
Never Male Ref. Ref. Ref. Ref.
<5 yrs with DM 0.26 (-0.23 to 0.75) 0.296 0.28 (-0.21 to 0.77) 0.258 0.13 (-0.34 to 0.59) 0.587 0.14 (-0.32 to 0.61) 0.537

>5 yrs with DM 0.12 (-0.43 to 0.67) 0.670 0.09 (-0.47 to 0.64) 0.756 -0.04 (-0.57 to 0.48)
0.873

-0.01 (-0.54 to 0.52)
0.959

Never Female Ref. Ref. Ref. Ref.
<5 yrs with DM 0.34 (0.03 to 0.66) 0.033 0.38 (0.07 to 0.69) 0.015 0.27 (-0.04 to 0.58) 0.091 0.22 (-0.09 to 0.54) 0.170
>5 yrs with DM 0.47 (0.09 to 0.85) 0.015 0.34 (-0.03 to 0.72) 0.072 0.20 (-0.18 to 0.58) 0.300 0.21 (-0.17 to 0.59) 0.268
December 2021 | V
Model 1 is adjusted for age; Model 2 is Model 1 plus adjustment for race and BMI at exam 5; Model 3 is Model 2 plus adjustment for GFR.
Beta coefficients are reported per each decile change in cumulative FBG exposure.
The log transformation of the original CCC was used for this analysis.
FBG, fasting blood glucose; DM, diabetes mellitus; CAC, coronary artery calcification.
Cells with significant associations are marked in bold.
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TABLE 4 | The association of CCC with categorized change in FBG status (normal (FBG=<100 mg/dL and above normal FBG >100 mg/dL) from exam 4 to exam 5
(mean interval of 4.6 yrs), from exam 3 to exam 5 (mean interval of 6.3 yrs), and exam 2 to exam 5 (mean interval of 7.8 yrs).

Female Male

Beta (95%CI) p value Beta (95%CI) p value

Crude Adjusted Model
1

Adjusted
Model 2

Adjusted
Model 3

Crude Adjusted Model
1

Adjusted Model
2

Adjusted Model
3

Exam 2 to Exam 5
All Participants
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.25 (0.02 to
0.49) 0.032

0.15 (-0.08 to
0.38) 0.190

0.06 (-0.16 to
0.29) 0.579

0.07 (-0.16 to
0.29) 0.568

0.04 (-0.20 to
0.28) 0.757

-0.03 (-0.27 to
0.20) 0.771

-0.08 (-0.30 to
0.15) 0.513

-0.09 (-0.32 to
0.14) 0.448

Increased 0.21 (0.04 to
0.39) 0.016

0.18 (0.01 to
0.34) 0.041

0.10 (-0.07 to
0.27) 0.231

0.12 (-0.05 to
0.29) 0.155

0.13 (-0.02 to
0.28) 0.091

0.14 (-0.01 to
0.29) 0.072

0.05 (-0.10 to
0.19) 0.511

0.04 (-0.10 to
0.19) 0.559

Sustained
High

0.39 (0.23 to
0.54) <0.001

0.32 (0.17 to
0.47) <0.001

0.21 (0.05 to
0.36) 0.008

0.21 (0.06 to
0.37) 0.006

0.25 (0.11 to
0.38) <0.001

0.23 (0.09 to
0.36) 0.001

0.10 (-0.03 to
0.23) 0.142

0.09 (-0.04 to
-0.23) 0.164

Participants with a zero CAC
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.37 (-0.02 to
0.76) 0.063

0.26 (-0.13 to
0.65) 0.195

0.18 (-0.21 to
5.33) 0.353

0.15 (-0.24 to
0.54) 0.448

0.35 (-0.12 to
0.82) 0.143

0.30 (-0.18 to
0.78) 0.214

0.25 (-0.20 to
0.71) 0.272

0.23 (-0.23 to
0.69) 0.329

Increased 0.41 (0.14 to
0.69) 0.003

0.38 (0.10 to
0.65) 0.007

0.29 (0.02 to
0.56) 0.038

0.28 (0.01 to
0.56) 0.043

0.28 (-0.01 to
0.57) 0.055

0.29 (0.00 to
0.58) 0.047

0.17 (-0.11 to
0.45) 0.240

0.16 (-0.12 to
0.44) 0.257

Sustained
High

0.40 (0.15 to
0.66) 0.002

0.34 (0.09 to
0.60) 0.007

0.22 (-0.03 to
0.48) 0.089

0.21 (-0.05 to
0.47) 0.113

0.39 (0.07 to
0.71) 0.017

0.38 (0.06 to
0.70) 0.020

0.20 (-0.11 to
0.51) 0.209

0.21 (-0.10 to
0.52) 0.186

Exam 3 to Exam 5
All Participants
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.20 (-0.05 to
0.46) 0.116

0.14 (-0.10 to
0.39) 0.253

0.04 (-0.21 to
0.28) 0.775

0.05 (-0.19 to
0.30) 0.674

0.22 (-0.02 to
0.46) 0.078

0.14 (-0.10 to
0.38) 0.260

0.06 (-0.17 to
0.29) 0.592

0.10 (-0.34 to
0.53) 0.661

Increased 0.17 (-0.00 to
0.34) 0.053

0.14 (-0.03 to
0.30) 0.103

0.06 (-0.10 to
0.22) 0.476

0.08 (-0.09 to
0.24) 0.367

0.18 (0.04 to
0.33) 0.015

0.18 (0.04 to
0.33) 0.014

0.09 (-0.05 to
0.23) 0.216

0.26 (-0.02 to
0.54) 0.070

Sustained
High

0.43 (0.28 to
0.59) <0.001

0.37 (0.22 to
0.53) <0.001

0.25 (0.09 to
0.41) 0.002

0.26 (0.10 to
0.42) 0.001

0.23 (0.09 to
0.37) 0.001

0.22 (0.08 to
0.35) 0.002

0.09 (-0.05 to
0.22) 0.204

0.05 (-0.27 to
0.37) 0.754

Participants with a zero CAC
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.17 (-0.23 to
0.58) 0.401

0.14 (-0.26 to
0.54) 0.492

0.03 (-0.37 to
0.44) 0.875

0.00 (-0.40 to
0.41) 0.995

0.22 (-0.23 to
0.66) 0.336

0.18 (-0.27 to
0.62) 0.441

0.11 (-0.32 to
0.54) 0.607

0.10 (-0.34 to
0.53) 0.661

Increased 0.26 (-0.02 to
0.53) 0.065

0.23 (-0.04 to
0.50) 0.090

0.15 (-0.12 to
0.42) 0.282

0.16 (-0.12 to
0.43) 0.262

0.41 (0.13 to
0.70) 0.005

0.42 (0.13 to
0.70) 0.004

0.26 (-0.01 to
0.54) 0.062

0.26 (-0.02 to
0.54) 0.070

Sustained
High

0.51 (0.26 to
0.76) <0.001

0.45 (0.20 to
0.70) <0.001

0.33 (0.07 to
0.59) 0.013

0.30 (0.04 to
0.57) 0.023

0.19 (-0.14 to
0.52) 0.253

0.18 (-0.14 to
0.51) 0.267

0.03 (-0.28 to
0.35) 0.830

0.05 (-0.27 to
0.37) 0.754

Exam 4 to Exam 5
All Participants
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.17 (-0.04 to
0.38) 0.121

0.13 (-0.08 to
0.33) 0.226

0.05 (-0.16 to
0.25) 0.658

0.06 (-0.14 to
0.26) 0.574

-0.00 (-0.20 to
0.20) 0.993

-0.05 (-0.25 to
0.15) 0.643

-0.11 (-0.30 to
0.08) 0.265

-0.12 (-0.31 to
0.07) 0.227

Increased 0.26 (0.06 to
0.45) 0.009

0.21 (0.02 to
0.40) 0.027

0.12 (-0.06 to
0.31) 0.200

0.14 (-0.05 to
0.32) 0.153

0.13 (-0.03 to
0.30) 0.116

0.15 (-0.02 to
0.31) 0.080

0.08 (-0.08 to
0.24) 0.319

0.08 (-0.08 to
0.23) 0.348

Sustained
High

0.36 (0.21 to
0.51) <0.001

0.31 (0.17 to
0.45) <0.001

0.20 (0.06 to
0.35) 0.006

0.21 (0.07 to
0.36) 0.004

0.22 (0.09 to
0.35) <0.001

0.21 (0.08 to
0.34) 0.002

0.06 (0.07 to
0.19) 0.336

0.05 (-0.07 to
0.19) 0.380

Participants with a zero CAC
Sustained
low

Ref. Ref. Ref. Ref. Ref. Ref. Ref. Ref.

Decreased 0.21 (-0.13 to
0.55) 0.226

0.21 (-0.12 to
0.54) 0.213

0.16 (-0.17 to
0.50) 0.334

0.15 (-0.18 to
0.49) 0.357

-0.10 (-0.47 to
0.26) 0.581

-0.17 (-0.54 to
0.20) 0.377

-0.22 (-0.57 to
0.14) 0.230

-0.22 (-0.58 to
0.13) 0.220

(Continued)
(Continued)
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quantified CCC is associated with FBG, HbA1c, insulin, and
insulin resistance index using cross-sectional analysis at the time
of CT examination. Besides, quantified CCC is associated with
the cumulative FBG exposure over ten years prior to the
CT examination.

CT scan is an accurate and reliable tool for detecting and
quantifying soft tissue calcifications (29) such as CCC.
Quantified CCC is obtainable from any chest CT examination.
For our hypothesis, we chose to only use CAC scoring non-
contrast cardiac CT examinations, as patients who are referred
for CAC scoring usually have an intermediate risk (7.5-20%) for
atherosclerotic cardiovascular disease (ASCVD) (22). Therefore,
DM prevalence or the risk of DM incidence in the future is
substantial in these patients (23). The target population for CAC
scoring CT examination is almost half of the US adult population
between 40 to 75 years old (29). Thus, since a non-contrast
cardiac CT scan imposes healthcare cost and radiation exposure
to many screened patients in clinical practice, identifying a
reliable and easily obtainable CT-based marker from these
images at zero additional cost or radiation exposure would be
cost-effective and tremendously beneficial to implement optimal
secondary prevention measures for DM and its complications in
these at-risk individuals.

Although calcification in cartilaginous tissue is a common
age-related finding in the adult population particularly among
the elderly, its clinical significance has not been thoroughly
investigated. There have been several scattered case reports of
premature or extensive CCC in patients with various metabolic
disorders (18). Still, to date, no study has investigated the
association of CCC with cumulative blood glucose exposure
using a well-designed longitudinal database.

This study found a gender-specific association between CCC
and prior cumulative blood glucose exposure up to ten years only
in female participants. Prior works have shown higher CCC
extents among male subjects and different CCC patterns between
the two sexes, with a higher prevalence of marginal patterns in
males vs. granular and central patterns in females (30). Similarly,
reports have suggested various methods of sex identification by
CCC, which further elute to the association between sex and
CCC development and quantity (31). Such association between
soft tissue calcification and sex is not limited to costal cartilages
and other sex-dependent calcification patterns and
Frontiers in Endocrinology | www.frontiersin.org 10
mineralization pathways have also been suggested for vascular
and brain calcifications (32, 33). Presence of an association
between quantified CCC and prior FBG exposure only in
female, may suggest a mediatory role for sex in soft tissue
calcium depositions among subjects with impaired glucose
homeostasis, which can be a subject for future investigations.

Although our proposed method for CCC quantification was
not fully automated, it was easily implementable, did not require
tremendous background experience for CT interpretation and
the data was obtainable with high reliability.

We have also found that quantified CCC is associated with
cumulative FBG exposure in females even those with zero CAC
scores. Individuals with non-zero CAC scores are further
classified based on the level of the CAC for CVD risk
prediction and an indication of statin therapy (34). There is
also a known association between the routinely quantified CAC
scores and DM (35), and the value of CAC score improves the
prognostication of incident coronary heart disease (CHD) in
patients with DM (36). Therefore, demonstration of additional
associations between quantified CCC and prior FBG exposure in
nonzero CAC score subjects may be of limited clinical value. In
contrast, subjects with CAC score of zero have lower risks of
CHD and CVD their risk for 10-year all-cause mortality of about
1% (37). A large portion of subjects eligible for non-contrast
CAC scoring cardiac CT in clinical practice have a CAC score of
zero (50% in MESA participants) (35). Specifically, the younger
participants (<55 years old) have a 70-90% prevalence of zero
CAC score (38). Therefore, in female participants with zero CAC
scores, the association between quantified CCC, obtainable from
the same CT examination, and prior FBG exposure can provide
an opportunity for implementing secondary preventive measures
for DM and its complications.

The MESA cohort, with available imaging exams and multiple
measurements of metabolic markers spread out through more
than a decade provides an optimal platform for long-term
cumulative analyses of prior FBG exposure. However, our study
has several limitations. First, given that the primary MESA cohort
has not been explicitly designed for the aim of this study. However,
we tried to minimize this limitation using a relevant methodology
regarding selection criteria and adjustment for possible
confounders. Second, the limited number of participants who
had available non-contrast cardiac CT and further stratification of
TABLE 4 | Continued

Female Male

Beta (95%CI) p value Beta (95%CI) p value

Crude Adjusted Model
1

Adjusted
Model 2

Adjusted
Model 3

Crude Adjusted Model
1

Adjusted Model
2

Adjusted Model
3

Increased 0.39 (0.11 to
0.67) 0.007

0.35 (0.07 to
0.62) 0.013

0.27 (-0.00 to
0.55) 0.054

0.28 (0.00 to
0.56) 0.048

0.36 (0.02 to
0.70) 0.037

0.37 (0.03 to
0.71) 0.030

0.28 (-0.03 to
0.60) 0.080

0.29 (-0.03 to
0.61) 0.079

Sustained
High

0.44 (0.19 to
0.70) <0.001

0.40 (0.15 to
0.65) 0.002

0.29 (0.03 to
0.54) 0.030

0.26 (-0.00 to
0.051)

0.25 (-0.04 to
0.53) 0.089

0.24 (-0.04 to
0.53) 0.092

0.04 (-0.24 to
0.32) 0.771

0.05 (-0.23 to
0.33) 0.744
Decembe
r 2021 | Volume 1
Model 1 is adjusted for age; Model 2 is Model 1 plus race and BMI at exam 5.
The log transformation of the original CCC was used for this analysis.
Cells with significant associations are marked in bold.
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them by sex resulted in a low sample size and limited the power of
this study. Third, this study is also limited in differentiating
between participants with different cumulative FBG levels before
the baseline MESA exam. Fourth, although our CCC
quantification method was reliable and easily obtainable in
clinical practice, it has not been used or validated previously in
the literature. We believe further validation using other cohorts
and databases is warranted. Finally, previous studies have shown
that calcium metabolism is impaired in diabetes type I and II (39–
41). High blood glucose and advanced glycation end products
impair the function of calcium-regulating hormones and organs
involved in calcium metabolism, including the kidney, intestine,
bone, and parathyroid glands (39). The levels of calcium-
regulating hormones, osteoclastic cytokines, and serum and
urine calcium were not available in most individuals, limiting
the ability to address the mechanism underlying the association
between CCC and FBG exposure in our study.

In conclusion, this is the first report of the association
between CCC obtained from non-contrast cardiac CT and
cumulative blood glucose exposure. This novel index may be
an indicator of prior long-term cumulative glucose exposure in
women, regardless of DM status and CAC score. Although the
findings of this study were robust, we believe further validation of
this association in prospective cohorts with a higher sample size
and more specific follow-up data on incident DM and micro-
and macrovascular complications of DM would be of potential
value in diabetes care.
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10. Kiss C, Szilágyi M, Paksy A, Poór G. Risk Factors for Diffuse Idiopathic
Skeletal Hyperostosis: A Case-Control Study. Rheumatol (Oxford) (2002) 41
(1):27–30. doi: 10.1093/rheumatology/41.1.27

11. Kobashi G,WashioM, Okamoto K, Sasaki S, Yokoyama T,Miyake Y, et al. High
Body Mass Index After Age 20 and Diabetes Mellitus Are Independent Risk
Factors for Ossification of the Posterior Longitudinal Ligament of the Spine in
Japanese Subjects: A Case-Control Study in Multiple Hospitals. Spine (Phila Pa
1976) (2004) 29(9):1006–10. doi: 10.1097/00007632-200405010-00011

12. Calcification in Diabetes. J Am Med Assoc (1960) 173(6):684–5. doi: 10.1001/
jama.1960.03020240072016

13. Mavrikakis ME, Drimis S, Kontoyannis DA, Rasidakis A, Moulopoulou ES,
Kontoyannis S. Calcific Shoulder Periarthritis (Tendinitis) in Adult Onset
Diabetes Mellitus: A Controlled Study. Ann Rheum Dis (1989) 48(3):211–4.
doi: 10.1136/ard.48.3.211

14. Resnick D, Shaul SR, Robins JM. Diffuse Idiopathic Skeletal Hyperostosis
(DISH): Forestier's DiseaseWith Extraspinal Manifestations. Radiology (1975)
115(3):513–24. doi: 10.1148/15.3.513

15. Holcombe SA, Ejima S, Wang SC. Calcification of Costal Cartilage in the
Adult Rib Cage. IRCOBI Conf (2017) 737–44.

16. Zhang S, Zhen J, Li H, Sun S, Wu H, Shen P, et al. Characteristics of Chinese
Costal Cartilage and Costa Calcification Using Dual-Energy Computed
Tomography Imaging. Sci Rep (2017) 7(1):2923. doi: 10.1038/s41598-017-
02859-x

17. Rhomberg W, Schuster A. Premature Calcifications of Costal Cartilages: A
New Perspective. Radiol Res Pract (2014) 2014:523405. doi: 10.1155/2014/
523405

18. Ontell FK, Moore EH, Shepard JA, Shelton DK. The Costal Cartilages in
Health and Disease. RadioGraphics (1997) 17(3):571–7. doi: 10.1148/
radiographics.17.3.9153697

19. Shah R. Early Calcifications of Costal Cartilages in Patients At Gujarat Adani
Institute of Medical Science, Bhuj, Kutch, Gujarat, India. Indian J Appl Res
(2016) 6:459–61.

20. Senac MO Jr, Lee FA, Gilsanz V. Early Costochondral Calcification in
Adolescent Hyperthyroidism. Radiology (1985) 156(2):375–7. doi: 10.1148/
radiology.156.2.3925498

21. Haddad MC, Sharif HS, Jared MS, Sammak BM, al Shahed MS. Premature
Tracheobronchial, Laryngeal and Costochondral Cartilage Calcification in
Children. Clin Radiol (1993) 47(1):52–5. doi: 10.1016/S0009-9260(05)81215-2

22. Grundy SM, Stone NJ, Bailey AL, Beam C, Birtcher KK, Blumenthal RS, et al.
2018 AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/
NLA/PCNA Guideline on the Management of Blood Cholesterol: A Report
of the American College of Cardiology/American Heart Association Task
Force on Clinical Practice Guidelines. J Am Coll Cardiol (2019) 73(24):e285–
350. doi: 10.1016/j.jacc.2018.11.003

23. Nahmias A, Stahel P, Xiao C, Lewis GF. Glycemia and Atherosclerotic
Cardiovascular Disease: Exploring the Gap Between Risk Marker and Risk
Factor. Front Cardiovasc Med (2020) 7:100. doi: 10.3389/fcvm.2020.00100

24. Bild DE, Bluemke DA, Burke GL, Detrano R, Diez Roux AV, Folsom AR, et al.
Multi-Ethnic Study of Atherosclerosis: Objectives and Design. Am J Epidemiol
(2002) 156(9):871–81. doi: 10.1093/aje/kwf113
Frontiers in Endocrinology | www.frontiersin.org 12
25. Pishgar F, Shabani M, Silva TQAC, Bluemke DA, Budoff M, Barr RG, et al.
Quantitative Analysis of Adipose Depots by Using Chest CT and Associations
With All-Cause Mortality in Chronic Obstructive Pulmonary Disease:
Longitudinal Analysis From MESArthritis Ancillary Study. Radiology (2021)
299(3):703–11. doi: 10.1148/radiol.2021203959

26. Messenger B, Li D, Nasir K, Carr JJ, Blankstein R, Budoff MJ. Coronary
Calcium Scans and Radiation Exposure in the Multi-Ethnic Study of
Atherosclerosis. Int J Cardiovasc Imaging (2016) 32(3):525–9. doi: 10.1007/
s10554-015-0799-3

27. Lau AG, Kindig MW, Kent RW. Morphology, Distribution, Mineral Density
and Volume Fraction of Human Calcified Costal Cartilage. Acta Biomaterialia
(2011) 7(3):1202–9. doi: 10.1016/j.actbio.2010.10.019

28. Carr JJ, Nelson JC, Wong ND, McNitt-Gray M, Arad Y, Jacobs DR Jr, et al.
Calcified Coronary Artery Plaque Measurement With Cardiac CT in
Population-Based Studies: Standardized Protocol of Multi-Ethnic Study of
Atherosclerosis (MESA) and Coronary Artery Risk Development in Young
Adults (CARDIA) Study. Radiology (2005) 234(1):35–43. doi: 10.1148/
radiol.2341040439

29. Hong JC, Blankstein R, Shaw LJ, Padula WV, Arrieta A, Fialkow JA,
et al . Implicat ions of Coronary Artery Calcium Testing for
Treatment Decisions Among Statin Candidates According to the ACC/AHA
Cholesterol Management Guidelines: A Cost-Effectiveness Analysis. JACC
Cardiovasc Imaging (2017) 10(8):938–52. doi: 10.1016/j.jcmg.2017.04.014

30. Rao NG, Pai LM. Costal Cartilage Calcification Pattern–a Clue for
Establishing Sex Identity. Forensic Sci Int (1988) 38(3-4):193–202. doi:
10.1016/0379-0738(88)90166-1

31. Middleham HP, Boyd LE, McDonald SW. Sex Determination From
Calcification of Costal Cartilages in a Scottish Sample. Clin Anat (2015) 28
(7):888–95. doi: 10.1002/ca.22491

32. Nicolas G, Charbonnier C, de Lemos RR, Richard AC, Guillin O, Wallon D,
et al. Brain Calcification Process and Phenotypes According to Age and Sex:
Lessons From SLC20A2, PDGFB, and PDGFRB Mutation Carriers. Am J Med
Genet B Neuropsychiatr Genet (2015) 168(7):586–94. doi: 10.1002/
ajmg.b.32336

33. Voisine M, Hervault M, ShenM, Boilard AJ, Filion B, Rosa M, et al. Age, Sex, and
Valve Phenotype Differences in Fibro‐Calcific Remodeling of Calcified Aortic
Valve. J Am Heart Assoc (2020) 9(10):e015610. doi: 10.1161/JAHA.119.015610

34. Greenland P, Blaha MJ, Budoff MJ, Erbel R, Watson KE. Coronary Calcium
Score and Cardiovascular Risk. J Am Coll Cardiol (2018) 72(4):434–47. doi:
10.1016/j.jacc.2018.05.027

35. McClelland RL, Jorgensen NW, Budoff M, Blaha MJ, Post WS, Kronmal RA,
et al. 10-Year Coronary Heart Disease Risk Prediction Using Coronary Artery
Calcium and Traditional Risk Factors: Derivation in the MESA (Multi-Ethnic
Study of Atherosclerosis) With Validation in the HNR (Heinz Nixdorf Recall)
Study and the DHS (Dallas Heart Study). J Am Coll Cardiol (2015) 66
(15):1643–53.

36. Malik S, Zhao Y, Budoff M, Nasir K, Blumenthal RS, Bertoni AG, et al.
Coronary Artery Calcium Score for Long-Term Risk Classification in
Individuals With Type 2 Diabetes and Metabolic Syndrome From the
Multi-Ethnic Study of Atherosclerosis. JAMA Cardiol (2017) 2(12):1332–40.
doi: 10.1001/jamacardio.2017.4191

37. Blaha MJ, Cainzos-Achirica M, Greenland P, McEvoy JW, Blankstein R,
Budoff MJ, et al. Role of Coronary Artery Calcium Score of Zero and Other
Negative Risk Markers for Cardiovascular Disease: The Multi-Ethnic Study of
Atherosclerosis (MESA). Circulation (2016) 133(9):849–58. doi: 10.1161/
CIRCULATIONAHA.115.018524

38. Hussain A, Ballantyne CM, Nambi V. Zero Coronary Artery Calcium
Score. Circulation (2020) 142(10):917–9. doi: 10.1161/CIRCULATION
AHA.119.045026

39. Wongdee K, Krishnamra N, Charoenphandhu N. Derangement of Calcium
Metabolism in Diabetes Mellitus: Negative Outcome From the Synergy
Between Impaired Bone Turnover and Intestinal Calcium Absorption.
J Physiol Sci (2017) 67(1):71–81. doi: 10.1007/s12576-016-0487-7

40. Thalassinos NC, Hadjiyanni P, Tzanela M, Alevizaki C, Philokiprou D.
Calcium Metabolism in Diabetes Mellitus: Effect of Improved Blood
Glucose Control. Diabetes Med (1993) 10(4):341–4. doi: 10.1111/j.1464-
5491.1993.tb00076.x
December 2021 | Volume 12 | Article 785957

https://doi.org/10.2337/dc14-0360
https://doi.org/10.2337/dc09-0074
https://doi.org/10.2337/diacare.27.4.931
https://doi.org/10.2337/diacare.27.4.931
https://doi.org/10.1111/j.1753-0407.2010.00100.x
https://doi.org/10.1007/BF02556220
https://doi.org/10.1093/rheumatology/41.1.27
https://doi.org/10.1097/00007632-200405010-00011
https://doi.org/10.1001/jama.1960.03020240072016
https://doi.org/10.1001/jama.1960.03020240072016
https://doi.org/10.1136/ard.48.3.211
https://doi.org/10.1148/15.3.513
https://doi.org/10.1038/s41598-017-02859-x
https://doi.org/10.1038/s41598-017-02859-x
https://doi.org/10.1155/2014/523405
https://doi.org/10.1155/2014/523405
https://doi.org/10.1148/radiographics.17.3.9153697
https://doi.org/10.1148/radiographics.17.3.9153697
https://doi.org/10.1148/radiology.156.2.3925498
https://doi.org/10.1148/radiology.156.2.3925498
https://doi.org/10.1016/S0009-9260(05)81215-2
https://doi.org/10.1016/j.jacc.2018.11.003
https://doi.org/10.3389/fcvm.2020.00100
https://doi.org/10.1093/aje/kwf113
https://doi.org/10.1148/radiol.2021203959
https://doi.org/10.1007/s10554-015-0799-3
https://doi.org/10.1007/s10554-015-0799-3
https://doi.org/10.1016/j.actbio.2010.10.019
https://doi.org/10.1148/radiol.2341040439
https://doi.org/10.1148/radiol.2341040439
https://doi.org/10.1016/j.jcmg.2017.04.014
https://doi.org/10.1016/0379-0738(88)90166-1
https://doi.org/10.1002/ca.22491
https://doi.org/10.1002/ajmg.b.32336
https://doi.org/10.1002/ajmg.b.32336
https://doi.org/10.1161/JAHA.119.015610
https://doi.org/10.1016/j.jacc.2018.05.027
https://doi.org/10.1001/jamacardio.2017.4191
https://doi.org/10.1161/CIRCULATIONAHA.115.018524
https://doi.org/10.1161/CIRCULATIONAHA.115.018524
https://doi.org/10.1161/CIRCULATIONAHA.119.045026
https://doi.org/10.1161/CIRCULATIONAHA.119.045026
https://doi.org/10.1007/s12576-016-0487-7
https://doi.org/10.1111/j.1464-5491.1993.tb00076.x
https://doi.org/10.1111/j.1464-5491.1993.tb00076.x
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles


Shabani et al. Cartilage Calcification and Serum Glucose
41. Levy J, Gavin JR, Sowers JR. Diabetes Mellitus: A Disease of Abnormal
Cellular Calcium Metabolism? Am J Med (1994) 96(3):260–73. doi: 10.1016/
0002-9343(94)90152-X

Author Disclaimer: The views expressed in this manuscript are those of the
authors and do not necessarily represent the views of the National Heart, Lung,
and Blood Institute; the National Institutes of Health; or the U.S. Department of
Health and Human Services.

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

The reviewer AS declared a shared affiliation with one of the authors, CW, to the
handling editor at time of review.
Frontiers in Endocrinology | www.frontiersin.org 13
Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.
Copyright © 2021 Shabani, Pishgar, Akhtarkhavari, Quinaglia, Budoff, Bluemke,
Barr, Post, Wu, Arbab-Zadeh, Sidhaye, Lima and Demehri. This is an open-access
article distributed under the terms of the Creative Commons Attribution License
(CC BY). The use, distribution or reproduction in other forums is permitted, provided
the original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.
December 2021 | Volume 12 | Article 785957

https://doi.org/10.1016/0002-9343(94)90152-X
https://doi.org/10.1016/0002-9343(94)90152-X
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

	Association of Quantified Costal Cartilage Calcification and Long-Term Cumulative Blood Glucose Exposure: The Multi-Ethnic Study of Atherosclerosis
	Introduction
	Methods
	Participant Selection
	Non-Contrast Cardiac Scan
	CCC Measurement
	Statistical Analysis

	Results
	Participant Characteristics and CCC Distribution
	Association of Quantitative CCC and Fasting Blood Glucose
	Association of CCC and Cumulative FBG Exposure Before CT
	Association of CCC and Temporal Changes in FBG Before CT

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


