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Abstract

Background: The diagnosis of diabetes mellitus (DM) is based on either fasting plasma glucose levels or an oral
glucose tolerance test (OGTT). Recently, an HbA1c value of ≥ 48 mmol/mol (6.5%) has been included as an
additional test to diagnose DM. The purpose of this study was to validate HbA1c versus OGTT as a method to
diagnose DM in vascular surgery patients.

Methods: The study population consisted of 345 patients admitted consecutively due to peripheral arterial disease.
Sixty-seven patients were previously diagnosed with DM. Glucose levels of OGTT and HbA1c values were analyzed
in 275 patients. The OGTT results were categorized into three groups according to the World Health Organization
1999 criteria: 1) DM defined as fasting plasma glucose (FPG) ≥ 7.0 mmol/L and/or two-hour value (2-h-value) ≥
11.1 mmol/L; 2) intermediate hyperglycaemia, which consists of IGT (FPG < 7.0 mmol/L and a 2-h-value between
7.8 mmol/L and 11.1 mmol/L), and IFG (fasting glucose value between 6.1 mmol/L and 7.0 mmol/L with a normal
2-h-value); and 3) normal glucose metabolism defined as FPG < 6.1 mmol/L and a 2-h-value < 7.8 mmol/L.

Results: Of the 275 patients on whom OGTT was performed, 33 were diagnosed with DM, 90 with intermediate
hyperglycaemia and 152 had normal glucose metabolism. An HbA1c value of ≥ 48 mmol/mol (6.5%) detected DM
with a 45.5% sensitivity and a 90% specificity compared with the OGTT results. Combining the measurements of
the HbA1c value with the fasting plasma glucose level (≥7.0 mmol/L) increased the sensitivity to 64%. The total
prevalence of DM and intermediate hyperglycaemia was 85% based on HbA1c values and 45% based on the OGTT.

Conclusions: Compared with the OGTT the HbA1c cut-off value of ≥ 48 mmol/mol (6.5%) had a 45.5% sensitivity to
diagnose DM in patients with peripheral arterial disease. OGTT and HbA1c categorized different individuals with DM
and intermediate hyperglycaemia. The total prevalence of pathologic glucose metabolism was substantially higher
based on HbA1c values than based on OGTT. The high prevalence of DM and intermediate hyperglycaemia when
using HbA1c in this study may reflect a high chronic glycaemic burden in patients with peripheral arterial disease.
Further studies on vascular surgery patients are needed to identify which method, OGTT or HbA1c, is the better in
predicting DM and future clinical development of vascular disease.

Trial registration: REK vest 14109

Keywords: Diabetes mellitus, HbA1c, OGTT, Peripheral arterial disease
* Correspondence: iren.hjellestad@gmail.com
1Department of Medicine, Haukeland University Hospital, Jonas Lies vei 65,
5021 Bergen, Norway
Full list of author information is available at the end of the article

© 2013 Hjellestad et al.; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative
Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

mailto:iren.hjellestad@gmail.com
http://creativecommons.org/licenses/by/2.0


Figure 1 Flow chart. The selection of patients admitted
consecutively to the vascular surgery unit at Haukeland University
Hospital, Norway, for elective surgery between October 2006 and
September 2007.
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Background
The diagnosis of diabetes mellitus (DM) has, until re-
cently, been based on blood glucose levels, i.e. either
fasting plasma glucose (FPG) ≥7.0 mmol/l or an oral glu-
cose tolerance test (OGTT) result of ≥11.1 mmol/l [1].
The HbA1c value reflects the average blood glucose

over a 2-3 month period and has traditionally been used
to evaluate the treatment of established DM. It has been
described as a predictor for DM and of micro- and
macrovascular disease [2-6]. Studies have shown a lin-
ear increase in retinopathy prevalence for HbA1c at
48 mmol/mol (6.5%) and above [7,8]. However, an in-
crease in retinopathy is also seen in the intermediate
hyperglycaemia (prediabetes) range of HbA1c and the
overall risk assessment for DM is seen as a continuum
from low risk to established DM [8].
The International Expert Committee of Diabetes,

American Diabetes Association and the World Health
Organization (WHO) have included HbA1c value ≥
48 mmol/mol (6.5%) as an additional method for diag-
nosing DM [8-10].
Two intermediate HbA1c ranges of 39-46 mmol/mol

(5.7-6.4%) (American Diabetes Association) and of 42-46
mmol/mol (6.0 – 6.4%) (the International Expert Com-
mittee) have been suggested to be used to identify indi-
viduals at high risk for developing DM [8,9]. The WHO
has not yet made a statement on the HbA1c diagnostic
range of intermediate hyperglycaemia.
Previous studies have revealed a higher prevalence of

DM in patients with peripheral arterial disease (PAD)
[11-13] compared to general populations [14-16] and
populations at risk of developing DM [17]. In all age
groups the prevalence of DM in Norway is estimated to
be 2.3%, with a prevalence of 3.4% among those aged
≥30 years. This increases with age to approximately 8%
amongst the elderly (70-79 years) [18]. Results from the
Nord-Trøndelag Diabetes Study indicate a prevalence of
IGT in Norway at 0.9% in men and 0.2% in women
using WHO 1980 criteria (IGT: 2-h-value between
8.0 mmol/L and 10.9 mmol/L). The study was based on
a pre selection of patients with an abnormal non-fasting
glucose value (≥ 8.0 mmol/L). The use of an initial
screening test and a threshold value for follow-up at
8.0 mmol/L may have led to an underestimation of the
total IGT prevalence[19]. The prevalence of impaired
fasting glucose (IFG) in Norway is not known. A prior
publication based on this study material revealed a
prevalence of pathologic glucose metabolism of 55% and
a frequency of diabetes of 29% among Norwegian vascu-
lar surgery patients [13].
Most studies that investigated the use of HbA1c values

against OGTT as a diagnostic tool for DM have found
reduced prevalence by HbA1c criteria compared with the
OGTT criteria. The studies also showed discordance
between OGTT and HbA1c values suggesting that
the two methods define different patient categories
[14-17,20,21]. Patients with PAD are multimorbid and
of high age[13]. It is important to evaluate whether re-
sults from studies on general populations and popula-
tions at risk of developing DM are applicable on this
high-risk population of patients with PAD. No previous
studies that have validated the use of HbA1c values
against OGTT in the diagnosis of DM in vascular sur-
gery patients could be found, hence the purpose of the
present study.

Methods
Patient selection
This study was a prospective cohort study. The study
population consisted of 345 patients admitted consecu-
tively to the vascular surgery unit for elective surgery be-
tween October 2006 and September 2007. Initially 466
patients were asked to participate, however 121 declined.
DM was previously diagnosed in 67 patients (Figure 1).
This left data from 275 patients (273 ethnic Norwegians
and 2 white Europeans) for analyses. Informed written
consent was obtained from all participants. The research
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protocol was approved by the Regional Committee for
Medical Research Ethics (REK vest 14109). The vascular
pathologies were peripheral arterial disease including
iliac occlusive disease (IOD), infrainguinal occlusive dis-
ease, abdominal aortic aneurismal disease and carotid
stenosis.

Diagnostic tests
An OGTT was performed on the 275 participating pa-
tients. Fasting glucose and HbA1c values were measured
in all patients. OGTT was performed after a minimum
of 8 hours overnight fasting, by orally administering a
standard dose of 75 g anhydrous glucose dissolved in
water. Plasma glucose levels were measured in a fasting
state prior to administering the anhydrous glucose and
again two hours after its administration. The patients
were not recommended any special diet prior to the
OGTT. In 61 patients (22%) the OGTT was performed
at their respective General Practitioner’s (GP’s) offices
due to logistic reasons. The results from these tests were
also analysed at their GP’s offices in 27 patients (44%), at
Haukeland University Hospital in 17 patients (28%) and
at other regional hospitals in 17 patients (28%). Venous
whole blood, drawn in containers with glycolytic inhibi-
tors (citrate and fluoride) and centrifuged within one
hour from venous sampling to separate plasma, was
used for the OGTT glucose measurements performed at
Haukeland University Hospital. Blood glucose during the
OGTT performed at the GP’s offices was analysed im-
mediately in capillary whole blood. The preanalytical
handling of the bloodsamples for the OGTTs performed
at other regional hospitals is not known.
The OGTT plasma glucose levels were analysed using

the available resources at the different hospital laborator-
ies: Modular P (Roche Diagnostics) (78% of the blood
samples were analysed using Modular P), Vitros 950
(Ortho-Clinical Diagnostics), Architect ci 8200 (Abbott),
Architect c 8000 (Abbott), and Hitachi 911 (Roche
Diagnostics). At the GP’s offices the following resources
were used for analysis: Hemocue 201+ (Photometer),
Hemocue B-glucose promedico and Reflotron +. The
range of the coefficients of variation on the equipment
used for glucose value analyses at the different hospital
laboratories was 1.8% -3.0%. Analytical discrepancies on
the equipment used for analysis at the GP´s offices were
referred to as accepted or not accepted, and were all
within accepted values set by NOKLUS.
External quality assessment of all equipment used for

analysis was performed by NOKLUS. NOKLUS is a
national institution certified by The National Institute
of Technology (NS-EN ISO 9001:2000), and run by
a committee consisting of representatives from The
Norwegian Crown, The Norwegian Medical Association
and The Norwegian Association of Local and Regional
Authorities. NOKLUS is quality checked by The Euro-
pean Reference Laboratory for Glycohemoglobin in the
Netherlands.
The OGTT results were categorized into three groups

according to the WHO 1999 criteria: 1) DM defined as
fasting plasma glucose (FPG) ≥ 7.0 mmol/l and/or two-
hour value (2-h-value) ≥ 11.1 mmol/l 2) intermediate
hyperglycaemia, which consists of IGT defined as FPG <
7.0 mmol/L and a 2-h-value between 7.8 mmol/L and
11.1 mmol/L, and IFG defined as fasting glucose value
between 6.1 mmol/L and 7.0 mmol/L with a normal 2-h
-value and 3) normal glucose metabolism defined as
FPG < 6.1 mmol/L and a 2-h-value < 7.8 mmol/L.
HbA1c values were measured on all participants through

a single blood sample, mainly at Haukeland University
Hospital (98% of the blood samples were analysed in the la-
boratory at Haukeland University Hospital using Variant II
HPLC system). Four patients were tested at their GP’s of-
fice, and three patients at other regional hospitals. HbA1c

values were then analysed using the following resources:
Variant II HPLC system (BioRad), DCA2000, DCAVantage
(Siemens), Hitachi 912 (Roche Diagnostics), D-10 (BioRad),
Nycocard reader (Axis-Shield) and Architect ci 8200
standardized immunoassay. The range of the coeffi-
cients of variation on the equipment used for HbA1c

level analyses was 0.8%-2.6% at HbA1c values 5.4%-9.8%.
Two bloodsamples were analysed on DCA 2000 with
coefficients of varation of 4.2%-5.2% at HbA1c 5.0%. The
analysing equipment used standardised assay in accord-
ance with DCCT standard.
The HbA1c results were categorized as: DM, intermedi-

ate hyperglycaemia and normoglycaemia. The diagnostic
limit of HbA1c is ≥48 mmol/mol (6.5%) according to
WHO statement 2011. The American Diabetes Association
definition of intermediate hyperglycaemia at 39-46 mmol/
mol (5.7-6.4%) was used since WHO has not yet made a
statement on the HbA1c diagnostic range of intermediate
hyperglycaemia.

Other variables
Information about age (continuous), sex (men/women),
smoking habits (yes/no), affected vascular bed, state of an-
aemia (yes/no) and kidney failure (yes/no) was obtained
from the patients’ medical records. The presence of kidney
failure and anaemia was defined based on estimated glom-
erular filtration rates and serum haemoglobin levels. Esti-
mated GFR values were calculated by The Modification of
Diet in Renal Disease equation. According to international
recommendations all patients treated at the Vascular
Surgery Department were given statins and anti-platelet
medication, unless strong contraindications were present.
Angiotensin Converting Enzyme Inhibitor/Angiotensin re-
ceptor blocker was the preferable choice when treating
hypertension.
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Statistical analysis
Data were analysed using SAS version 9.2 (SAS Institute,
Inc., Cary, North Carolina) and R version 2.8.1 (The R
Foundation for Statistical Computing, www.r-project.
org) software for Windows. All p values were 2-sided,
and values <0.05 were considered statistically significant.
The data is presented as mean±standard error for

continuous data and as percentage±standard error for
Table 1 Baseline characteristics of the study population

Characteristics

All Norm

patients glycae

Total 275

Age, mean years 69.5

range] [35-89] [35

Sex, n (%)

Female 74 (26.9) 51 (3

Male 201 (73.1) 101 (6

Smoking status, n (%)

Non-smoker 42 (15.3) 23 (1

Former/current smoker 221 (80.4) 123 (8

Missing 12 (4.36) 6 (3

Renal function, n (%)

Normal (eGFR > 60) 201 (73.1) 120 (7

Reduced (eGFR < 60) 71 (25.8) 31 (2

Missing 3 (1.09) 1 (0

Anemia female, n (%)

No anemia 61 (82.4) 43 (8

Female Hb < 11.7 g/dL 6 (8.11) 4 (7

Missing 7 (9.46) 4 (7

Anemia male, n (%)

No anemia 163 (81.1) 81 (8

Male Hb < 13.4 g/dL 29 (14.4) 16 (1

Missing 9 (4.48) 3 (2

Medical history of CAD, n (%)

No 231 (84.0) 129 (8

Yes 42 (15.3) 22 (1

Missing 2 (0.73) 1 (0

Affected vascular bed, n (%)

Carotid 43 (15.6) 26 (1

Aortic 59 (21.5) 30 (1

IOD 50 (18.2) 35 (2

Infrainguinal 123 (44.7) 61 (4

Fasting glucose, mean mmol/L (SE) 5.70 (0.05) 5.27 (0

HbA1c, mean% (SE) 6.1 (0.03) 6.0 (0
a Chi-square test for categorical data and Wald-test for continuous data.
b Fisher’s exact test.
categorical data. Correlation between pairs of continuous
measures was calculated using the Spearmans correl-
ation coefficient. Associations between categorical vari-
ables were analysed using χ2 test. When the expected
number of observations in one or more categories was ≤ 5,
we used the Fisher’s exact test.
Segmented regression analysis (the segmented package

in R) was used to examine the association between the
OGTT

o- Intermediate Diabetes P-

mia hyperglycaemia mellitus valuea

152 90 33

68.0 71.5 71.1 0.01

-87] [48-89] [59-88]

0.02

3.6) 15 (16.7) 8 (24.2)

6.5) 75 (83.3) 25 (75.8)

0.06

5.1) 10 (11.1) 9 (27.3)

0.9) 77 (85.6) 21 (63.6)

.95) 3 (3.33) 3 (9.09)

0.04

9.0) 57 (63.3) 24 (72.7)

0.4) 31 (34.4) 9 (27.3)

.66) 2 (2.22)

4.3) 10 (66.7) 8 (100) 0.52b

.84) 2 (13.3) 0

.84) 3 (13.3) 0

1.2) 62 (82.7) 19 (76.0) 0.81b

5.8) 9 (12.0) 4 (16.0)

.97) 4 (5.33) 2 (8.00)

0.67

4.9) 73 (81.1) 29 (87.9)

4.5) 16 (17.8) 4 (12.1)

.66) 1 (1.11) 0

0.16

7.1) 11 (12.2) 6 (18.2)

9.7) 23 (25.6) 6 (18.2)

3.0) 9 (10.0) 6 (18.2)

0.1) 47 (52.2) 15 (45.5)

.04) 5.90 (0.05) 7.11(0.24) <0.001

.03) 6.1 (0.05) 6.5 (0.13) <0.001

http://www.r-project.org
http://www.r-project.org
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OGTT and the HbA1c values. This regression technique
provides separate regression coefficients for potential
piecewise linear relations. To estimate the breakpoint
between two segmented relations, the method uses in-
formation from the Davies’ test for a non-zero difference
in slope between variables. The HbA1c values in this
population ranged from 5% to 9%. Only five persons had
HbA1c value above 7%. Although the corresponding
glucose levels for the five patients were highly plausible,
potential outliers may have influenced the estimation of
cut-points in segmented regression. Therefore the seg-
mented regression analyses were performed with and
without these five subjects. No difference in estimated
cut-points was found, suggesting that patients with an
HbA1c value above 7% did not compromise the validity
of the present segmented regression.
Receiver operating characteristic (ROC) curves and

the area under the curve (AUC) were used to evaluate
the performance of HbA1c when using the OGTT cri-
teria as the gold standard. AUC was estimated for all
study participants, including the subpopulation where
HbA1c values were measured within one month after the
OGTT, and the subpopulation where HbA1c values were
measured within two months after the OGTT.
Results
Baseline characteristics of the study population are shown
in Table 1. According to the OGTTcriteria the prevalence
of DM was 12% and the prevalence of intermediate
hyperglycaemia was 33%.
The prevalence of reduced renal function was 20% in

the normoglycaemic group, 34% in the intermediate
hyperglycaemic group and 27% among the patients diag-
nosed with DM (p = 0.04). No statistically significant
relation between reduced renal function and HbA1c

values was seen (p = 0.46). The majority of the study
population was current or former smokers (80%). There
were no significant differences in OGTT values and
HbA1c values with respect to vessels tested (carotid,
aortic, iliac, infrainguinal) (p = 0.16). Separate analysis of
glycaemic categories according to HbA1c values revealed
no statistically significant differences in age, sex, smok-
ing status, renal function, anaemia, coronary heart dis-
ease or affected vascular bed.
Segmented regression analysis of FPG on HbA1c values

indicated a breakpoint at an HbA1c value of 45 mmol/
mol (6.3%) (95% CI 6.17, 6.51) in relation to FPG.
Segmented regression analysis of OGTT 2-h level on
HbA1c values showed a breakpoint on HbA1c value at
42 mmol/mol (6.0%) (95% CI 5.84, 6.18) in relation to
OGTT 2-h value. These statistically derived breakpoints
reveal a strong association between HbA1c values and
OGTT fasting plasma glucose values and OGTT 2 h-
values at HbA1cvalues 6.3% and 6.0% respectively,. This
emphasises the integrity of the data.
ROC analysis showed an association between OGTT

(gold standard) and HbA1c values (test variable) as diag-
nostic parameters for DM with AUC 0.73 (95% CI 0.63,
0.84). AUC was independent of the difference in timing
of blood sampling between OGTT results and HbA1c

values. There was no statistically significant association
between OGTT results and HbA1c values in the inter-
mediate hyperglycaemia category (AUC 0.56) (Table 2).
Table 3 shows the number of patients categorized as

having normoglycaemia, intermediate hyperglycaemia
and DM according to HbA1c values versus OGTT re-
sults, and the distribution of patients within the different
glycaemic categories. According to OGTT results, 33
patients had DM, 90 patients had intermediate hypergly-
caemia and 152 patients had normoglycaemia. Forty pa-
tients had DM according to HbA1c values. Fifteen
patients were diagnosed with DM by both criteria, giving
a sensitivity of 45.5%. The number of patients without
DM by either criterion was 217 (Figure 2a). Ninety pa-
tients had intermediate hyperglycaemia according to
OGTT results, and based on HbA1c values these were
classified similarly in 63% of the cases whereas 22% were
grouped as having DM (Table 3, Figure 2b). According
to HbA1c criteria 193 patients had intermediate hyper-
glycaemia. The number of patients without intermediate
hyperglycaemia by either criterion was 49 (Figure 2b).
HbA1c values combined with FPG classified 46 pa-

tients as having DM, and diagnosed DM with a sensitiv-
ity of 64% and specificity of 90%.

Discussion
The purpose of this study was to validate HbA1c as a
method to diagnose DM in vascular surgery patients by
comparing HbA1c values with the OGTT results. In this
study the prevalence of DM and intermediate hypergly-
caemia was higher based diagnosis through measuring
the HbA1c values compared with OGTT results (Table 3).
The two parameters defined the same individuals as
having diabetes in only 45.5% of the cases (Table 3,
Figure 2a). HbA1c combined with FPG had a higher sen-
sitivity (64%) compared to HbA1c alone. There was a sig-
nificant correlation between OGTT and reduced renal
function (p = 0.04). No such correlation was seen for
HbA1c.
This was a prospective study with a well-defined study

population of patients with advanced macrovascular dis-
ease. The selection of the study population was not
based on FPG values. As a result, patients with normal
FPG and elevated OGTT 2-h value were also diagnosed
correctly. HbA1c was measured in a standardised way to
ensure the accuracy of the values measured. Medical
conditions with abnormal red cell turnover may affect



Table 2 Area under curve and summary statistics of HbA1c cut-off of 6.5 nmol/l for all patients, for patients with GFR
≥60 and for patients with GFR <60

Parameters All patients Where GFR≥ 60 Where GFR < 60

No. 275 201 74

Area under curve (95% CI) 0.73 (0.63, 0.84) 0.71 (0.57, 0.84) 0.78 (0.63, 0.94)

Sensitivity (95% CI) 0.45 (0.28, 0.64) 0.46 (0.26, 0.67) 0.44 (0.14, 0.79)

Specificity (95% CI) 0.90 (0.85, 0.93) 0.92 (0.87, 0.96) 0.83 (0.72, 0.91)

Positive predictive value (95% CI) 0.38 (0.23, 0.54) 0.44 (0.24, 0.65) 0.27 (0.08, 0.55)

Negative predictive value (95% CI) 0.92 (0.88, 0.95) 0.93 (0.88, 0.96) 0.92 (0.81, 0.97)

Hjellestad et al. Cardiovascular Diabetology 2013, 12:79 Page 6 of 9
http://www.cardiab.com/content/12/1/79
HbA1c measurement and give misleading results[1,22].
Haemoglobinopathies in Norway are mainly present in
persons with African or Asian ethnic origin [23]. The
study population was of European descent and there
were no significant differences in the prevalence of an-
aemia, suggesting that anaemia and abnormal haemoglo-
bin did not affect the validity of the results. The fact that
121 patients out of 467 declined to participate in the
study might introduce a selection bias. However, the
mean FPG values and the prevalence of DM based on
FPG levels alone were the same in the 121 patients as in
the study group.

Newly diagnosed DM
In contrast to most other studies an HbA1c value
≥48 mmol/mol (6.5%) was associated with a higher
prevalence of DM in this study when compared with
OGTT results (14.6% vs. 12.0%) (Table 3). The sensitiv-
ity of HbA1c compared with the OGTT in this study was
45.5%. Doerr et al performed coronary angiography in
patients with coronary heart disease and found a lower
prevalence of newly detected diabetes when using the
HbA1c criteria compared with the OGTT (4% vs. 14%)
[20]. Results from major epidemiological studies on gen-
eral populations also demonstrated a lower prevalence
of diabetes by HbA1c criteria compared with OGTT
[14-16]. This corresponds with results from studies on
populations at risk of developing DM [17,21]. A recent
Table 3 The number of patients categorized as having normo
according to HbA1c

a versus OGTTb results, and the distributi

OGTTb Subjects Nor
glycaem

Total 275 42 (

Normoglycaemia 152 27 (

Intermediate hyperglycaemia 90 13 (

Diabetes mellitus 33 2 (
a HbA1c ≥ 6.5% (48 mmol/mol) = diabetes mellitus, HbA1c range of 5.7-6.4% (39-46 m
HbA1c < 5.7% (39 mmol/mol) = normoglycaemia.
b FPG + 2-h value. DM = FPG ≥ 7.0 mmol/l and/or two-h value ≥ 11.1 mmol/l. Interm
between 7.8 mmol/L and 11.1 mmol/L, and IFG defined as fasting glucose value be
FPG < 6.1 mmol/L and a 2-h-value < 7.8 mmol/L.
metaanalysis demonstrated that performing an OGTT
during acute coronary syndrome did not impede the
diagnostic accuracy of the test. The study did not com-
pare HbA1c with the OGTT [24].
Similar to the results presented in this paper, Mostafa et

al found an increased prevalence of DM using HbA1c cri-
teria compared with the OGTT in a population based
study on a multi-ethnic cohort[25]. Several explanations
for the increased prevalence of DM by HbA1c criteria
in the population of vascular surgery patients may be
presented. HbA1c value measurements are influenced by
high age, male sex, kidney failure and ethnicity [8,22,26],
and pretest probability is influenced by the risk of DM de-
velopment. All factors were present in this study, except
that the study population consisted of white Europeans.
On the contrary, Martins et al found that in older adults,
females presented higher values of HbA1c than men, and
that HbA1c is not affected by age[27]. Participants with
IGT and/or DM were excluded.

Intermediate hyperglycaemia
An intermediate HbA1c value range has been suggested
to identify individuals in need for preventive interven-
tions [8,9]. An interesting observation in this study is
the high number of patients with intermediate hypergly-
caemia as defined by HbA1c in contrast to OGTT (70%
vs. 33%) (Figure 2b). The prevalence of intermediate
hyperglycaemia in the National Health and Nutrition
glycaemia, intermediate hyperglycaemia and DM
on of patients within the different glycaemic categories

HbA1c
a

mo-
ia (%)

Intermediate
hyperglycaemia (%)

Diabetes
mellitus (%)

15.3) 193 (70.2) 40 (14.6)

17.8) 120 (79.0) 5 (3.3)

14.4) 57 (63.3) 20 (22.2)

6.1) 16 (48.5) 15 (45.5)

mol/mol) = intermediate hyperglycaemia, and

ediate hyperglycaemia = IGT defined as FPG < 7.0 mmol/L and a 2-h-value
tween 6.1 mmol/L and 7.0 mmol/L with a normal 2-h-value. Normoglycaemia =



Figure 2 Venn diagrams. a The prevalence of newly diagnosed DM by OGTT results (FPG≥ 7.0 mmol/l and/or 2-hour value≥ 11.1 mmol/l) (red
circle) and by HbA1c value≥ 6.5% (48 mmol/mol) (blue circle). The prevalence of diabetes mellitus was higher when using HbA1c criteria, and
HbA1c classified 46% of the 33 patients with newly diagnosed diabetes mellitus in concordance with OGTT results. b The prevalence of
intermediate hyperglycaemia by OGTT results (FPG 6.1 mmol/l – 7.0 mmol/l and/or 2-hour value 7.8 mmol/l – 11.1 mmol/l) (red circle) and by
HbA1c value 5.7% - 6.4% (39-46 mmol/mol) (blue circle). The prevalence of intermediate hyperglycaemia was higher when using HbA1c criteria
compared with OGTT results.
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Examination Survey using HbA1c criteria was one tenth
that of OGTT results [15]. In contrast, among coronary
heart disease patients the prevalence of intermediate
hyperglycaemia using HbA1c criteria was similar to that
of OGTT results [20]. Major prospective studies indicate
an increased risk of developing DM in patients within the
intermediate hyperglycaemia range of HbA1c [28-31].
Clinical interpretations
Existing literature is often challenging to interpret as pre-
vious studies were performed on various mixtures of study
populations; populations with diabetes, populations with-
out diabetes and mixed populations. This study was
performed on patients with advanced macrovascular dis-
ease and a mixture of glucometabolic states. HbA1c has
been considered as a risk predictor for subsequent dia-
betes and microvascular disease [2-5,28], and has been
proposed as a risk predictor for macrovascular disease in
people with DM [6,29]. However, studies on patients with
established coronary heart disease have shown that the
OGTT and not HbA1c is the best predictor for the
macrovascular disease [20,32,33]. Both this and previously
performed studies [14-17,20,21] have shown that the
OGTT and HbA1c define different categories of patients
as having DM and intermediate hyperglycaemia. HbA1c

describes long-term glycaemic burden and represents a
different metabolic expression to OGTT. The high preva-
lence of DM and intermediate hyperglycaemia when using
HbA1c in this study may reflect a high chronic glycaemic
burden in patients with peripheral arterial disease.
The clinical importance of the high number of patients

with DM and intermediate hyperglycaemia in this study
with advanced macrovascular disease, whether defined
by HbA1c or OGTT, is unknown. Future studies are
needed to identify which test, the OGTT or the HbA1c,
is the better in predicting the clinical outcome in
vascular surgery patients and in defining the patients in
need for treatment or preventive intervention.

Limitations
The sample size of this study with participants from a spe-
cific high-risk population was relatively small. The discord-
ance between OGTT results and HbA1c values reveald the
challenge when using a gold standard, i.e. that any other
test will be inferior. Ideally, it would be preferable to use an
external diagnostic and prognostic parameter, for example
the prevalence of retinopathy, in order to compare HbA1c

with the OGTT. Due to logistic reasons, some OGTTs
were not performed at standard conditions in the hospital
for all patients. This reflects the clinical reality where the
diagnosis of DM is mostly done by the primary health care
provider. For the same reasons, the HbA1c values were not
measured at the same time as the OGTT for all patients.
Separate analyses were performed on those patients who
had their HbA1c values measured between one month and
two months after the time that their OGTT was performed.
There were no significant differences in the results. It
would have been preferable to use the mean of two fasting
glucose levels, two two-hour glucose levels and two HbA1c

values for statistical analysis to secure reproducibility of the
results. The International Expert Committee, American
Diabetes Association and the WHO have suggested re-
peated HbA1c measurements as a diagnostic criterion for
type 2 DM [8-10]. However, large epidemiological studies
have used the results from one single measurement of
FPG, two-hour value and HbA1c, thus making the results
from this study comparable to other studies. Finally, it
would have been preferable to have used body mass index
as an adjustment variable, but this was not registered.

Conclusion
In vascular surgery patients an HbA1c value of ≥48 mmol/
mol (6.5%) had a 45.5% sensitivity, and a 90% specificity
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when compared to the OGTT when diagnosing DM. The
total prevalence of pathologic glucose metabolism was sub-
stantially higher based on HbA1c values than based on
OGTTs. The two parameters, the OGTT and the HbA1c,
categorized different individuals with DM and intermediate
hyperglycaemia. The high prevalence of DM and intermedi-
ate hyperglycaemia when using HbA1c values in this study
may reflect a high chronic glycaemic burden in patients
with peripheral arterial disease. Further studies on vascular
surgery patients are needed to identify which method, the
OGTT or the HbA1c, is the better in predicting DM and fu-
ture clinical development of vascular disease.

Abbreviations
AUC: Area under the curve; DM: Diabetes mellitus; FPG: Fasting plasma
glucose; IFG: Impaired fasting glucose; IGT: Impaired glucose tolerance;
OGTT: Oral glucose tolerance test; PAD: Peripheral arterial disease;
ROC: Receiver operating characteristic; WHO: World health organization.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
ID Hjellestad: Contributed in the planning of the study and in the design of
the study. Mainly responsible for literature search, contributed in analysis and
interpretation of the results, principal author/drafted the manuscript. Mainly
responsible for the VENN diagram figures. MC Astor: Contributed in the
planning of the study, design of the study, interpretation of the results and
preparation and critical revision of the manuscript. RM Nilsen: Mainly
responsible for statistical analysis, contributed to the interpretation of the
results and preparation and critical revision of the manuscript. E Søfteland:
Contributed in the planning of the study, design of the study, interpretation
of the results and preparation and critical revision of the manuscript.
T Jonung: Contributed in the planning of the study, design of the study,
interpretation of the results and preparation and critical revision of the
manuscript. All authors read and approved the final manuscript.

Author details
1Department of Medicine, Haukeland University Hospital, Jonas Lies vei 65,
5021 Bergen, Norway. 2Centre for Clinical Research, Haukeland University
Hospital, Bergen, Norway. 3Department of Clinical Sciences, University of
Bergen, Bergen, Norway. 4Department of Vascular surgery, Haukeland
University Hospital, Bergen, Norway.

Received: 10 May 2013 Accepted: 14 May 2013
Published: 25 May 2013

Reference
1. World health Organization Department of Noncommunicable Disease

Surveillance, Geneva: Definition and Diagnosis of Diabetes Mellitus and
Intermediate Hyperglycemia. Report of a WHO/IDF Consultation. 2006.
http://whqlibdoc.who.int/publications/2006/9241594934_eng.pdf.

2. van Leiden HA, Dekker JM, Moll AC, Nijpels G, Heine RJ, Bouter LM, et al:
Risk factors for incident retinopathy in a diabetic and nondiabetic
population: the Hoorn study. Arch Ophthalmol 2003, 121:245–251.

3. Tapp RJ, Tikellis G, Wong TY, Harper CA, Zimmet PZ, Shaw JE: Longitudinal
association of glucose metabolism with retinopathy: results from the
Australian Diabetes Obesity and Lifestyle (AusDiab) study. Diabetes Care
2008, 31:1349–1354.

4. Selvin E, Ning Y, Steffes MW, Bash LD, Klein R, Wong TY, et al: Glycated
hemoglobin and the risk of kidney disease and retinopathy in adults
with and without diabetes. Diabetes 2011, 60:298–305.

5. Sabanayagam C, Liew G, Tai ES, Shankar A, Lim SC, Subramaniam T, et al:
Relationship between glycated haemoglobin and microvascular
complications: is there a natural cut-off point for the diagnosis of
diabetes? Diabetologia 2009, 52:1279–1289.
6. Selvin E, Wattanakit K, Steffes MW, Coresh J, Sharrett AR: HbA1c and
peripheral arterial disease in diabetes: the Atherosclerosis Risk in
Communities study. Diabetes Care 2006, 29:877–882.

7. The Expert Committee on the Diagnosis and Classification of Diabetes
Mellitus: Report of the Expert Committee on the Diagnosis and
Classification of Diabetes Mellitus. Diabetes Care 1997, 20:1183–1197.

8. The International Expert Committee: International Expert Committee
report on the role of the A1c assay in the diagnosis of diabetes. Diabetes
Care 2009, 32(7):1327–1334.

9. American Diabetes Association: Diagnosis and classification of diabetes
mellitus. Diabetes Care 2010, 33(Suppl 1):S62–S69.

10. World health Organization Department of Noncommunicable Disease
Surveillance, Geneva: Use of glycated haemoglobin (HbA1c) in the diagnosis
of diabetes mellitus. Abbreviated report of a WHO consultation. 2011. http://
www.who.int/cardiovascular_diseases/report-hba1c_2011_edited.pdf.

11. Rein P, Beer S, Saely CH, Vonbank A, Drexel H: Prevalence of impaired
glucose metabolism in individuals with peripheral arterial disease. Int J
Cardiol 2010, 144:243–244.

12. Selvin E, Erlinger TP: Prevalence of and risk factors for peripheral arterial
disease in the United States: results from the National Health and
Nutrition Examination Survey, 1999-2000. Circulation 2004, 110:738–743.

13. Astor M, Softeland E, Daryapeyma A, Jonung T: Dysglycaemia in vascular
surgery patients. Eur J Vasc Endovasc Surg 2010, 39:447–451.

14. Midthjell K: CMYLCPSC. Comparison of HbA1c and OGTT in the diagnosis of
diabetes in a high-risk population. The HUNT-DE-PLAN Study, Oral
presentation at The EASD Annual Meeting 2010. Stockholm, Norway; 2010.

15. Cowie CC, Rust KF, Byrd-Holt DD, Gregg EW, Ford ES, Geiss LS, et al:
Prevalence of diabetes and high risk for diabetes using A1C criteria in
the U.S. population in 1988-2006. Diabetes Care 2010, 33:562–568.

16. Rathmann W, Kowall B, Tamayo T, Giani G, Holle R, Thorand B, et al:
Hemoglobin A1c and glucose criteria identify different subjects as
having type 2 diabetes in middle-aged and older populations: The KORA
S4/F4 Study. Ann Med 2012, 44(2):170–177. Epub 2010 Nov 22.

17. Peter A, Fritsche A, Stefan N, Heni M, Haring HU, Schleicher E: Diagnostic
value of hemoglobin A1c for type 2 diabetes mellitus in a population at
risk. Exp Clin Endocrinol Diabetes 2011, 119:234–237.

18. Stene LC, Midthjell K, Jenum AK, Skeie S, Birkeland KI, Lund E, et al:
Prevalence of diabetes mellitus in Norway. Tidsskr Nor Laegeforen 2004,
124:1511–1514.

19. Midthjell K, Bjorndal A, Holmen J, Kruger O, Bjartveit K: Prevalence of
known and previously unknown diabetes mellitus and impaired glucose
tolerance in an adult Norwegian population. Indications of an increasing
diabetes prevalence. The Nord-Trondelag Diabetes Study. Scand J Prim
Health Care 1995, 13:229–235.

20. Doerr R, Hoffmann U, Otter W, Heinemann L, Hunger-Battefeld W, Kulzer B,
et al: Oral glucose tolerance test and HbAc for diagnosis of diabetes in
patients undergoing coronary angiography the Silent Diabetes Study.
Diabetologia 2011, 54:2923–2930.

21. Lauritzen T, Sandbaek A, Skriver MV, Borch-Johnsen K: HbA1c and
cardiovascular risk score identify people who may benefit from
preventive interventions: a 7 year follow-up of a high-risk screening
programme for diabetes in primary care (ADDITION), Denmark.
Diabetologia 2011, 54:1318–1326.

22. Kilpatrick ES, Bloomgarden ZT, Zimmet PZ: Is haemoglobin A1c a step
forward for diagnosing diabetes? BMJ 2009, 339:b4432.

23. Lilleholt K, Hallberg MH, Hagve TA: [Hemoglobinopathies and patients
with foreign names]. Tidsskr Nor Laegeforen 2005, 125:1164–1167.

24. Ye Y, Xie H, Zhao X, Zhang S: The oral glucose tolerance test for the
diagnosis of diabetes mellitus in patients during acute coronary
syndrome hospitalization: a meta-analysis of diagnostic test accuracy.
Cardiovasc Diabetol 2012, 11:155.

25. Mostafa SA, Davies MJ, Webb D, Gray LJ, Srinivasan BT, Jarvis J, et al: The
potential impact of using glycated haemoglobin as the preferred diagnostic
tool for detecting Type 2 diabetes mellitus. Diabet Med 2010, 27:762–769.

26. Selvin E, Zhu H, Brancati FL: Elevated A1C in adults without a history of
diabetes in the U.S. Diabetes Care 2009, 32:828–833.

27. Martins RA, Jones JG, Cumming SP, Silva MJ C e, Teixeira AM, Verissimo MT:
Glycated hemoglobin and associated risk factors in older adults.
Cardiovasc Diabetol 2012, 11:13.

28. Droumaguet C, Balkau B, Simon D, Caces E, Tichet J, Charles MA, et al: Use
of HbA1c in predicting progression to diabetes in French men and

http://whqlibdoc.who.int/publications/2006/9241594934_eng.pdf
http://www.who.int/cardiovascular_diseases/report-hba1c_2011_edited.pdf
http://www.who.int/cardiovascular_diseases/report-hba1c_2011_edited.pdf


Hjellestad et al. Cardiovascular Diabetology 2013, 12:79 Page 9 of 9
http://www.cardiab.com/content/12/1/79
women: data from an Epidemiological Study on the Insulin Resistance
Syndrome (DESIR). Diabetes Care 2006, 29:1619–1625.

29. Selvin E, Steffes MW, Zhu H, Matsushita K, Wagenknecht L, Pankow J, et al:
Glycated hemoglobin, diabetes, and cardiovascular risk in nondiabetic
adults. N Engl J Med 2010, 362:800–811.

30. Pradhan AD, Rifai N, Buring JE, Ridker PM: Hemoglobin A1c predicts
diabetes but not cardiovascular disease in nondiabetic women. Am J
Med 2007, 120:720–727.

31. Van't RE, Alssema M, Rijkelijkhuizen JM, Kostense PJ, Nijpels G, Dekker JM:
Relationship between A1C and glucose levels in the general Dutch
population: the new Hoorn study. Diabetes Care 2010, 33:61–66.

32. Bartnik M, Ryden L, Ferrari R, Malmberg K, Pyorala K, Simoons M, et al: The
prevalence of abnormal glucose regulation in patients with coronary
artery disease across Europe. The Euro Heart Survey on diabetes and the
heart. Eur Heart J 2004, 25:1880–1890.

33. Cederberg H, Saukkonen T, Laakso M, Jokelainen J, Harkonen P, Timonen M,
et al: Postchallenge glucose, A1C, and fasting glucose as predictors of
type 2 diabetes and cardiovascular disease: a 10-year prospective cohort
study. Diabetes Care 2010, 33:2077–2083.

doi:10.1186/1475-2840-12-79
Cite this article as: Hjellestad et al.: HbA1c versus oral glucose tolerance
test as a method to diagnose diabetes mellitus in vascular surgery
patients. Cardiovascular Diabetology 2013 12:79.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Background
	Methods
	Patient selection
	Diagnostic tests
	Other variables
	Statistical analysis

	Results
	Discussion
	Newly diagnosed DM
	Intermediate hyperglycaemia
	Clinical interpretations
	Limitations

	Conclusion
	Abbreviations
	Competing interests
	Authors’ contributions
	Author details
	Reference


<<
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /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 true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /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 true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


