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Is Nondiabetic Hyperglycemia a Risk Factor

for Cardiovascular Disease?

A Meta-analysis of Prospective Studies
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Background: Although hyperglycemia increases the risk
of cardiovascular disease (CVD) in diabetic patients, the
risk associated with blood glucose levels in the nondia-
betic range remains unsettled.

Methods: We identified 38 reports in which CVD inci-
dence or mortality was an end point, blood glucose lev-
els were measured prospectively, and the relative risk
(RR) and information necessary to calculate the variance
were reported comparing groups of nondiabetic people.
These reports were prospective studies, published in
English-language journals. First author, publication
year, participant age and sex, study duration, CVD end
points, glucose assessment methods, control for con-
founding, range of blood glucose levels, RR, and confi-
dence intervals (ClIs) or P values were extracted. Using a
random effects model, we calculated pooled RRs and

Results: The group with the highest postchallenge blood
glucose level (midpoint range, 150-194 mg/dL [8.3-10.8
mmol/L]) had a 27% greater risk for CVD compared with
the group with the lowest level (midpoint range, 69-107
mg/dL [3.8-5.9 mmol/L]) (RR, 1.27 [95% CI, 1.09-
1.48]). The results were similar when combining studies
regardless of type of blood glucose assessment (RR, 1.36
[95% CI, 1.23-1.52]) and when using strict criteria for ex-
clusion of diabetic subjects (RR, 1.26 [95% CI, 1.11-
1.43]). Adjustment for CVD risk factors attenuated but did
not abolish this relationship (RR, 1.19 [95% CI, 1.07-
1.32]). The RR was greater in cohorts including women
than in cohorts of men (RR, 1.56 vs 1.24 [P=.03]).

Conclusion: Blood glucose level is a risk marker for CVD
among apparently healthy individuals without diabetes.
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NCREASING LEVELS OF GLYCEMIA
among patients with diabetes
mellitus (DM) is associated with
increasing risk of cardiovascular
disease (CVD).!* Recent fol-
low-up data from the Diabetes Control and
Complications Trial support the notion
that intensive glycemic control in pa-
tients with DM can slow atherosclerosis.*
The current guidelines for diagnosis of DM
were developed primarily on the basis of
the blood glucose level threshold for mi-
crovascular complications, however.”® The
blood glucose level threshold for CVD may
be different, or there may be no thresh-
old.™
Numerous studies have examined
whether blood glucose levels in the non-
diabetic range are associated with in-
creased risk of CVD, but results have not
been consistent. In 1979, a collaborative
study of 15 populations found conflict-
ing results between populations,’ but a
subsequent meta-analysis of all available
data to 1996 concluded that elevated blood
glucose level was associated with risk in

people without DM.* However, several in-
teresting and clinically important ques-
tions about the glycemia-CVD relation-
ship remain unanswered. First, although
DM is a stronger risk factor in women than
men, it is unclear whether the sex differ-
ence extends to nondiabetic hyperglyce-
mia. Second, although glycemic control of-
ten decreases with age, it is not known
whether elevated blood glucose levels in
the elderly are associated with the same
risk as in middle-aged individuals and
whether different types of hyperglycemia
are equally deleterious at all ages."! Third,
hyperglycemia is associated with and po-
tentially confounded by risk factors for
CVD, including high blood pressure, dys-
lipidemia, obesity, and a sedentary life-
style.>!> Whether hyperglycemia is a risk
marker independent of other metabolic ab-
normalities is still unknown." Finally, the
different methods of glucose assessment
(fasting or postchallenge glucose level or
glycosylated hemoglobin level) may have
contributed to the heterogeneous results
in published studies. To explore these is-
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559 Publications Identified

From MEDLINE Search

I~

576 Publications Identified
and Abstracts Read

17 Publications Identified

73 Potentially Relevant
Publications Retrieved
for Evaluation

38 Publications Identified
With Prospective
Measurement of Blood
Glucose Level, CVD End
Point, and a Comparison
Within the Nondiabetic
Population

29 Populations Extracted for
Categorical Meta-analysis,
26 Populations Extracted
for Continuous Analysis,
and 13 Populations
Extracted for Dose-
Response Analysis

—

From Bibliographies 1

|

503 Publications Excluded
Because of Retrospective
Plasma Glucose Level
Measurement, No
Comparison Between
People Without Diabetes,
or Non-CVD End Point

35 Publications Excluded
Because of Inclusion of
People With Diabetes,
Missing Variance, or
Subsequent Publication
on Same Population

Figure 1. Summary of the publication selection process. CVD indicates cardiovascular disease.

sues, we conducted a systematic review and meta-
analysis of all available prospective studies.

DR METHODS R

STUDY SELECTION

We searched MEDLINE and National Institutes of Health Com-
puter Retrieval of Information on Scientific Projects using key-
words and medical subject headings relating to blood glucose
and CVD (Figure 1). The bibliographies of retrieved articles
were examined to ensure that all relevant, English-language ar-
ticles up to May 2003 were identified. End points of interest
included incidence of or mortality due to myocardial infarc-
tion, coronary heart disease, stroke, and CVD. Studies must have
excluded people with known DM or included them as a sepa-
rate group. The exclusion could be determined by results of a
baseline assessment of blood glucose level or a previous diag-
nosis. Studies could have measured glucose level from any blood
fraction. A total of 576 publications were identified, of which
17 reports were identified from bibliographies. Most articles
were excluded after reading the abstract because they mea-
sured the blood glucose level retrospectively, did not have a
comparison between groups without DM, or used CVD risk fac-
tors as end points. Of the 73 articles retrieved for full review,
we further excluded 35 articles after complete reading. The rea-
sons for exclusion include (1) multiple publications on the same
cohort (n=11), (2) inability to separate people with and with-
out DM (n=13), and (3) nonreporting of information re-
quired to calculate the standard error (n=11). The most re-
cent publication on each study population including all necessary
information was selected for each of the planned analyses. Two
independent investigators reviewed the literature and identi-
fied eligible studies. The final data set of 38 independent study
populations included 29 study populations that compare the
top glycemia category with the bottom one and 26 study popu-
lations that examined blood glucose level as a continuous risk
marker.

DATA EXTRACTION

Two independent investigators (E.B.L. and Y.S.) gathered the
following information using a standardized data extraction form
with differences resolved by discussion: lead author, number
of participants, number of CVD events, study duration, age range,
percentage of men in the study population, types of CVD end
points, control for CVD risk factors, blood glucose level mea-
surement, blood glucose level range in all categories, relative

risk (RR) comparing the upper and lower categories of blood
glucose level, and 95% confidence interval (CI) or P value. If
the upper end of the range of blood glucose level was not re-
ported, we assumed that the cutoff was the current diagnostic
criteria for diabetes. If the lower end of the range was not re-
ported, we assumed that it was 55 mg/dL (3.1 mmol/L) when
symptoms of hypoglycemia begin to manifest (60 mg/dL [3.3
mmol/L] for autonomic effects and 50 mg/dL [2.8 mmol/L] for
brain dysfunction).'* Relative risks or B coefficients were also
extracted from studies that assumed that blood glucose level
was linearly related to CVD risk. Results for subcohorts were
extracted as independent populations.

STATISTICAL ANALYSIS

To achieve a normal distribution, we transformed RRs com-
paring the highest with the lowest glycemia category by means
of a natural log scale. The standard errors of the transformed
RRs were calculated from reported 95% Cls or P values. We
used random-effects models to calculate summary RRs to ac-
count for heterogeneity across individual studies. For the pri-
mary analysis, we used the most inclusive CVD end point and
selected the exposure measures with the following preference:
(1) blood glucose level after glucose load (postchallenge), (2)
fasting blood glucose level, (3) glycosylated hemoglobin level,
and (4) nonfasting (casual) blood glucose level. Sensitivity analy-
ses were performed to examine whether the exposure mea-
sure and end point selected would markedly change the re-
sults. Through stratified analysis, we further examined sex, age,
adjustment for traditional CVD risk factors, method of blood
glucose level measurement, and type of CVD end point as po-
tential sources of heterogeneity. To be considered as adjusted
for CVD risk factors, studies must have adjusted for 2 or more
of the following: blood pressure, total cholesterol level, high-
density lipoprotein cholesterol level, body mass index, smok-
ing, and physical activity. We confirmed between-group het-
erogeneity using meta-regression.'> We also used meta-
regression to explore the relationship between the natural log
RR and study duration. To examine whether increased CVD
risk was due to inclusion of people with undiagnosed DM, we
conducted a subgroup analysis of studies that used baseline blood
glucose level measurements and the current definitions of DM
(=126 mg/dL [=7.0 mmol/L] for fasting blood glucose level
or =200 mg/dL [=11.1 mmol/L] 2 hours after a 75-g glucose
load)* as exclusion criteria. Publication bias was assessed by
means of a funnel plot. We performed additional analyses of
publications that reported B coefficients or RRs considering
blood glucose level as a continuous risk marker. We used stud-
ies that reported 3 or more categories of nondiabetic blood glu-
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cose level to examine the dose-response curve.'® We esti-
mated the average glycemia level by the midpoint of each
reported range. We then divided the range of nondiabetic blood
glucose levels under pre-1997 criteria (55-140 mg/dL [3.1-7.8
mmol/L] for fasting blood glucose level and 55-200 mg/dL [3.1-
11.1 mmol/L] for postchallenge glucose level) into 5 equally
sized intervals. We assigned the RRs from each study into 1 of
these intervals on the basis of the average glycemia level. We
calculated the random-effects pooled RR for each interval and
fit a binomial regression line. All calculations were performed
using STATA version 8 software (STATA Corporation, Col-
lege Station, Tex).

BEEN  RESULTS R

The 29 study populations that compared the highest with
the lowest category of glycemia consisted of 194658 par-
ticipants with a mean follow-up duration of 12.0 years
(range, 4-23 years) and at least 6551 cardiovascular events.
Women made up 17% of the total population (33430 par-
ticipants, approximately 1000 events). Thirteen studies re-
ported postchallenge glucose levels with a variety of glu-
cose loads and sampling times'”*°; 18 reported fasting
glucose levels!'**22*3%; 5 reported casual glucose levels®*;
and 3 reported glycosylated hemoglobin levels
(Table 1).”* The midpoint of the upper blood glucose
level category ranges from 150 to 194 mg/dL (8.3-10.8
mmol/L) for postchallenge glucose level, 97 to 130 mg/dL
(5.4-7.2 mmol/L) for fasting glucose level, 156 to 174 mg/dL
(8.7-9.7 mmol/L) for casual glucose level, and 6.9% to 7.8%
for glycosylated hemoglobin level. The midpoint of the lower
category of glucose level ranges from 69 to 107 mg/dL (3.8-
5.9 mmol/L) for postchallenge glucose level, 66 to 90 mg/dL
(3.7-5.0 mmol/L) for fasting glucose level, 72 to 98 mg/dL
(4.0-5.4 mmol/L) for casual glucose level, and 4.2% to 5.1%
for glycosylated hemoglobin level. Of the studies that re-
port blood glucose level as a continuous exposure, 17 as-
sess postchallenge glucose level (65 770 participants, 2940
events),'M1744 9 assess fasting glucose level (13815 par-
ticipants, 643 events),'**#2 2 assess glycosylated hemo-
globin level (4634 participants, 98 events),''* and 4 as-
sess casual glucose level (28689 participants, 870 events)
('I'uble 2)_36,37,53

Using a random-effects model and combining stud-
ies with various types of glycemia assessment, we found
that people in the top category of blood glucose level had
arisk of CVD that was 36% greater than those in the bot-
tom category (pooled RR, 1.36 [95% CI, 1.23-1.52];
P<.001 for heterogeneity) (Figure 2). There were no
appreciable differences in the pooled RRs obtained in sen-
sitivity analyses using different algorithms to select blood
glucose level measurements and end points. Restricting
the analysis to the 13 studies that used current diagnos-
tic definitions of DM as exclusion criteria!®2022:2+2>303435
did not significantly alter the pooled RR (RR for current
criteria, 1.26 [95% CI, 1.11-1.43]; RR for all other stud-
ies, 1.48 [95% CI, 1.25-1.75]; P=.14 for between-group
heterogeneity). The positive association between blood
glucose levels and CVD risk was more apparent in co-
horts of women and mixed-sex cohorts than in cohorts
of men only (Table 3). However, the relationship did
not appear to differ by age for the main analysis and is

not significantly different within studies that assessed fast-
ing and postchallenge blood glucose levels. In our meta-
regression analysis that included follow-up period as a
study-level covariate, differences in study duration did
not affect pooled estimates materially. A 1-year increase
in study duration was associated with a 0.01-U decrease
in log RR (95% CI, -0.03 to 0.002; P=.10). Stratifica-
tion by adjustment for traditional CVD risk factors at-
tenuated but did not fully explain the blood glucose level
effect.

The pooled RRs were 1.27 (95% CI, 1.13-1.43) com-
paring the top and bottom categories of glycemia from
studies measuring fasting blood glucose level and 1.27
(95% CI, 1.09-1.48) from studies measuring postchal-
lenge blood glucose level. Studies considering blood glu-
cose level as a continuous exposure showed compatible
results. One study reporting postchallenge blood glu-
cose level as a continuous exposure was a heavily weighted
outlier.” Removing that study increased the overall pooled
RR for a 20-mg/dL (1.1-mmol/L) increase in postchal-
lenge blood glucose level to 1.05 (95% CI, 1.04-1.07) and
the pooled RR for cohorts of men to 1.04 (95% CI, 1.02-
1.00). The difference in the pooled RR for cohorts of men
and the pooled RR for cohorts of women and mixed-sex
cohorts remained significant (P=.03). Although the
sample size was quite small and the results were not sta-
tistically significant, glycosylated hemoglobin A,. level
appeared to be a good predictor of CVD events (RR, 1.70
[95% CI,0.99-2.94]). Casual blood glucose level also was
a strong predictor of CVD.

Twelve studies reporting fasting glucose
leve]?!:26:29:31.32.344051 and 6 studies reporting postchal-
lenge glucose level'"2!:2°% were available for estimating the
dose-response curve (Figure 3). Postchallenge glucose
level appears to be linearly related to CVD across the non-
diabetic range, whereas fasting blood glucose level shows
a possible threshold effect at 100 mg/dL (5.6 mmol/L).

Figure 4 shows a funnel plot for the visual assess-
ment of publication bias. The plot shows slightly more
data points from small studies above the horizontal line
(representing the pooled estimate of log RR), indicating
a possible minor publication bias favoring studies with
positive outcomes.

B covent [

Our results extend the relationship between blood glu-
cose level and CVD into the nondiabetic range. Al-
though postchallenge blood glucose level has a linear re-
lationship with CVD risk in the nondiabetic range, a
possible threshold effect with fasting blood glucose level
appears to be around 100 mg/dL (5.6 mmol/L). This find-
ing supports the newly revised criteria by the American
Diabetes Association for the diagnosis of impaired fast-
ing glucose level.”* Women may have a greater CVD risk
associated with hyperglycemia than men in these popu-
lations without apparent DM, consistent with a similar
sex difference previously seen in people with DM; how-
ever, few studies examined the relationship in cohorts
of women only. The mechanism for the apparent sex-
specific relationship between DM and CVD is still un-
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Table 1. Characteristics of Study Populations That Compare the Top and Bottom Categories of Glycemia
Control  Glycemia  Highest/Lowest
Participants  Duration, Age, Men, for Risk Assessment Glycemia
Source (No. of Events) y y % Outcome Factors Method Category* RR (95% Cl)
Lapidus et al,?” 1985 1462 (1) 12 38-60 0 Ml incidence No  Fasting =98/<98 .8(0.2-14.7)
Ohlson et al,® 1986 832 (106) 17 50 100 CHD incidence No  Fasting 102-125/<102 3(0.7-3.3)
Vaccaro et al,'” 1992 838 (144) 19 34-65 100 CVD mortality No Postchallenge  194/97 (mean) 1 96 (1.11-3.45)
Yarnell et al,® 1994 4519 (219) 4 45-59 100 CHD incidence Yes  Fasting 122-139/=85 9(1.2-6.6)
Haheim et al,* 1995 16021 (80) 18 40-49 100 Stroke mortality No  Casual >112/=90 1. 18 (0.57-2.49)
Casiglia et al,** 1996 2079 (341) 10 65-91 39 CVD mortality No  Fasting 121-139/<121 1 44 (NR)
Fujishima et al,’® 1996 2167 (164) 5 40-79 43 CVD mortality No  Postchallenge 140-199/>140 9(1.2-3.2)
Park et al,’® 1996
Men 549 (NR) 8 55-90 100 CVD mortality Yes  HbA; 6.6-8.6/3.6-6.5 1.10 (0.61-1.97)
Fasting 108-136/51-107 0.75 (0.39-1.46)
Postchallenge 151-199/33-150 0.83 (0.47-1.45)
Women 690 (NR) 8 55-92 0 CVD mortality Yes  HbA; 6.7-8.9/3.4-6.6 2.61 (1.40-4.88)
Fasting 105-133/44-87  1.30 (0.61-2.81)
Postchallenge 159-199/43-158 1 01 (0.51-2.00)
Cremer, et al,*2 1997 5639 (299) 10 40-59 100 Ml incidence No Fasting =111/<86 6 (1.1-2.2)
Folsom et al,*' 1997
Men 5648 (166) 55  45-64 100 CHD incidence Yes  Fasting 115-139/<91 1.08 (1.08-1.90)
Women 7798 (63) 55  45-65 0 CHD incidence Yes  Fasting 115-139/<91 0.53 (0.18-1.55)
Lowe et al,? 1997
Black 594 (61) 22 35-64 100 CVD mortality Yes  Postchallenge 159-199/<159 1.17 (0.66-2.1)
White 9830 (1043) 22 35-64 100 CVD mortality Yes  Postchallenge 159-199/<159  1.04 (0.91-1.19)
Balkau et al,*' 1998t 10 025 (1073) 20 44-55 100 CVD mortality Yes  Postchallenge  >100/=82  1.08 (0.79-1.50)
Bjornholt et al,** 1999 1973 (249) 22 40-59 100 CVD mortality Yes  Fasting 86-109/52-85  1.40 (1.04-1.80)
de Vegt et al,** 19993 2363 (98) 8 50-75 46 CVD mortality Yes  HbA; >6.5/<52  1.79(0.77-4.16)
Hart et al,*” 1999
Men 4768 (200) 20 45-64 100 Stroke mortality No  Casual >129/=129 1.31(0.75-2.30)
Women 5806 (264) 20 45-64 0 Stroke mortality No  Casual >122/=122  2.18 (1.44-3.29)
Rodriguez et al,”* 1999 6514 (NR) 23 48-68 100 CHD incidence Yes  Postchallenge 151-224/<151 1.08 (0.92-1.27)
Tominaga et al,” 1999 2398 (30) 6 =40 44 CVD mortality No  Fasting 110-125/<110  1.14 (0.35-3.73)
Postchallenge 140-199/<140  2.22 (1.08-4.58)
Wannamethee et al,* 1999 7551 (276) 16.8  40-59 100 Stroke incidence  Yes  Casual =147/<88  1.86 (1.11-3.13)
Simons et al,* 2000
Men 1048 (NR) 94 =60 100 CHD incidence No  Fasting 95-107/57-81  1.08 (0.77-1.51)
Women 1371 (NR) 9.4 =60 0 CHD incidence No  Fasting 95-107/57-81  1.52 (1.08-2.15)
DECODE Study Group,?* 2001
Men 14 376 (NR) 8.8  30-89 100 CVD mortality Yes  Fasting 110-125/<110  1.03 (0.85-1.25)
Postchallenge 140-199/<140  1.34 (1.12-1.60)
Women 6686 (NR) 8.8 30-89 0 CVD mortality Yes  Fasting 110-125/<110  1.53 (0.81-2.90)
Postchallenge 140-199/<140  1.28 (0.88-1.86)
Saydah et al,?> 2001 3092 (661) 16 30-74 46 CVD mortality Yes  Fasting 110-125/<110  0.65 (0.31-1.34)
Postchallenge 140-199/<140  0.93 (0.57-1.51)
Henry et al,*> 2002 63 443 (171) 8 21-60 100 CVD mortality Yes  Fasting 110-125/70-109 1.44 (1.09-1.90)
Klein et al,*® 2002 2971 (176) 48  43-86 43 CVDincidence No  Casual =140/<140 2.31(1.40-3.82)
Smith et al,?® 2002 4014 (764) 8.5 =65 40 CVD incidence No  Fasting =112/=92  1.42 (1.14-1.76)
Postchallenge ~ =182/=103  1.90 (1.51-2.39)

Abbreviations: CHD, coronary heart disease; Cl, confidence interval; CVD, cardiovascular disease; DECODE, Diabetes Epidemiology: Collaborative Analysis of
Diagnostic Criteria in Europe; HbA, glycosylated hemoglobin level; MI, myocardial infarction; NR, not reported; RR, relative risk.

Sl conversion factor: To convert glucose to millimoles per liter, multiply by 0.0555.

*Glucose levels are measured as percentages for HbA; all other measurements are reported as milligrams per deciliter (all reported glucose loads and

sampling times).

tWhitehall population only was included in the main analysis. Other populations in this report contributed to the dose-response analysis and are included in the

more recent DECODE Study.

FIncludes subgroup analysis of HbA;. and dose-response analysis only. Data for postchallenge and fasting glucose levels for this population are included in the

DECODE Study.

clear.!? Hyperglycemia in women may be more associ-
ated with other CVD risk factors than in men. This finding
is supported by a meta-analysis that reported that sig-
nificant differences in CVD risk between men and women
disappeared after extensive control of other CVD risk fac-
tors.” However, other studies reported that adjustment
for CVD risk factors does not explain the sex difference,

suggesting that hyperglycemia may abolish the protec-
tive effects of being female on CVD risk.*

Our subgroup analysis indicates that blood glucose
level may be a clinically significant risk marker, associ-
ated with a 19% increase in CVD risk independent of tra-
ditional risk factors. Although these data cannot ex-
clude the possibility that the increase in CVD risk may
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Table 2. Characteristics of Study Populations That Consider the Linear Relationship of Glycemia With CVD
Glycemia
Participants Duration, Control for ~ Assessment
Source (No. of CVD Events) y Age,y Men, %* Outcome Risk Factors Method B (SE)t
Da Silva et al,*' 1979 1469 (12) 5 40-59 100 CVD mortality Yes Postchallenge 0.010 (0.012)
Ducimetiere et al,*> 1979 6373 (41) 5 42-53 100 CVD mortality Yes Postchallenge 0.003 (0.003)
Fuller et al,*® 1979 15 344 (275) ® 40-64 100 CVD mortality Yes Postchallenge 0.003 (0.003)
Reunanen et al,* 1979 3212 (64) 4 40-59 100 CVD mortality Yes Postchallenge  -0.001 (0.003)
Schroll and Hagerup,*® 1979 375 (44) 10 50 100 CVD incidence Yes Fasting -0.017 (0.015)
Stamler et al,* 1979% 1589 (166) 15 42-58 100 CVD mortality Yes Postchallenge  -0.002 (0.003)
Stenhouse et al,*6 1979 603 (21) 11 40-59 100 CVD mortality Yes Postchallenge -0.0003 (0.0003)
Barrett-Connor et al,*' 1984
Men 1610 (166) 9 40-79 100 CVD mortality Yes Fasting 0.012 (0.006)
Women 2015 (69) 9 40-79 0 CVD mortality Yes Fasting 0.017 (0.009)
Wilson et al,% 1991, women 2094 (326) 10 45-84 0 CVD incidence No Casual 0.005 (0.002)
Vaccaro et al,'” 1992 843 (144) 19 34-65 100 CVD mortality Yes Postchallenge 0.005 (0.003)
Tomas-Abadal et al,*> 1994 1059 (91) 20 30-59 100 CHD incidence Yes Fasting 0.009 (0.004)
Haheim et al,*6 1995 16 021 (80) 18 40-49 100 Stroke mortality No Casual 0.001 (0.006)
Orencia et al,*” 1997
Men aged 18-39 y 10269 (171) 22 18-39 100 CVD mortality Yes Postchallenge 0.003 (0.002)
Men aged 40-59 y 7993 (870) 22 40-59 100 CVD mortality Yes Postchallenge 0.002 (0.001)
Men aged 60-74 y 1240 (345) 22 60-74 100 CVD mortality Yes Postchallenge 0.001 (0.001)
Women aged 40-59 y 6319 (289) 22 40-59 0 CVD mortality Yes Postchallenge 0.002 (0.001)
Women aged 60-74 y 932 (171) 22 60-74 0 CVD mortality Yes Postchallenge 0.004 (0.001)
De Vegt et al,** 1999 2199 (98) 8 50-75 46 CVD mortality Yes HbA;, -0.029 (0.236)
Postchallenge 0.003 (0.004)
Hart et al,*” 1999
Men 4768 (200) 20 45-64 100 Stroke mortality No Casual 0.004 (0.002)
Women 5806 (264) 20 45-64 0 Stroke mortality No Casual 0.009 (0.002)
Simons et al,* 2000 1371(NR) 9.4 =60 0 CHD incidence No Fasting 0.016 (0.006)
Agewall,* 2001 113 (10) 6.3 50-72 100 CVD mortality No Fasting 0.019 (0.033)
Yes Postchallenge 0.025 (0.012)
Meigs et al,' 2002 3370 (118) 4 26-82 46 CVD incidence Yes HbA;, 0.199 (0.087)
Fasting 0.006 (0.002)
Postchallenge 0.004 (0.001)
Stern et al, 2002+
Men 1693 (95) 7.5 25-64 100 CVD incidence No Fasting 0.010 (0.004)
Yes Postchallenge 0.001 (0.002)
Women 2209 (50) 75 25-64 0 CVD incidence No Fasting 0.010 (0.003)
Yes Postchallenge 0.002 (0.002)

Abbreviations: CHD, coronary heart disease; CVD, cardiovascular disease; HbA., glycosylated hemoglobin; NR, not reported; SE, standard error.
Sl conversion factor: To convert glucose to millimoles per liter, multiply by 0.0555.

*Data represent the percentage of the study that was male. In studies that included only women, the value is zero.

tFor 1-mg/dL increase of fasting, postchallenge, and casual glucose levels, and 1% increase for HbAs.

tindicates Western Electric Co Study only.

be due to other adverse metabolic conditions, including
insulin resistance and hyperinsulinemia, they indicate that
blood glucose level, even in the nondiabetic range, is a
significant risk marker for the future development of CVD.
Signficant in vitro and animal study evidence implicates
elevated blood glucose levels in the development of CVD,
although the exact mechanism of cardiovascular dam-
age associated with glycemia is not clear. Detrimental ef-
fects of elevated glycemia levels include nonenzymatic
glycosylation of proteins, increased metabolism of glu-
cose through the polyol and glucosamine pathways, and
generation of free radicals.””® Glycosylation of low-
density lipoprotein makes it more oxidizable and more
atherogenic,’” and advanced glycosylation end products
can cross-link proteins, particularly in the extracellular
matrix of the vascular walls.”” Metabolism of excess glu-
cose by secondary pathways can also alter cell function
by altering signal transduction and changing the oxida-

tive potential in cells. This may contribute to general cell
damage and dysfunction.” These pathways can also ac-
tivate tissue-specific protein kinase C.”® Increased pro-
tein kinase C activity decreases fibrinolysis and nitric ox-
ide levels and increases cell proliferation and coagulation,
contributing to CVD development.””*®

There has been an ongoing debate about which of the
interrelated defects in glucose metabolism and regula-
tion is responsible for the increased risk of CVD.”” Post-
prandial hyperglycemia, tested clinically by means of
postchallenge glucose assessment, is suspected to be par-
ticularly harmful and occurs long before the elevation of
the fasting glucose level.”” In our study, people in the top
categories of postchallenge and fasting glucose levels had
similarly increased risks of CVD; however, the CVD risk
increased more steeply for increasing fasting blood glu-
cose level than for postchallenge glucose level, perhaps be-
cause the nondiabetic range is greater for the postchal-
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Cohorts of Women and
Mixed-Sex Cohorts

Lapidus et al,27 1985
Casiglia et al,30 1996
Fujishima et al, '8 1996

Park et al,® women, 1996

Folsom et al, 3! women, 1997
Hart et al,37 women, 1999
Tominaga et al,22 1999
Simons et al,34 women, 2000

DECODE Study Group,24 women, 2001
Saydah et al,25 2001

Klein et al,3¢ 2002
Smith et al,26 2002

Cohorts of Men

Ohlson et al,28 1986
Vaccaro et al,'7 1992
Yarnell et al,29 1994

Haheim et al,36 1995
Park et al,® men, 1996

Cremer et al,32 1997

Folsom et al,3" men, 1997

Lowe et al,20 black, 1997
Lowe et al,20 white, 1997
Balkau et al, 2" 1998

Bjornholt et al,33 1999

Hart et al,37 men, 1999
Rodriguez et al,23 1999
Wannamethee et al,38 1999

Simons et al, 34 men, 2000
DECODE Study Group,24 men, 2001
Henry et al,35 2002

Combined

0.5

40
Relative Risk for CVD

Figure 2. Relative risks for cardiovascular disease (CVD) comparing the highest with the lowest glycemia categories stratified by sex. Size of the solid squares is
inversely proportional to the variance of the study estimate. Arrows represent error bars that continue beyond the scale of the figure, and diamonds represent the
random-effects pooled relative risk and 95% confidence interval overall and for analyses by sex. The dashed line is drawn at the overall pooled estimate.

lenge glucose level. Glycosylated hemoglobin level, which
measures relatively long-term glycemia, appears to be a
reasonable alternative to measuring postchallenge or fast-
ing blood glucose level. Glycosylated hemoglobin level was
predictive of CVD across the whole range of values in 1
cohort and had a higher predictive value for mortality than
other CVD risk factors.” In this population, there was a
suggestion, although not significant, that the glyco-
sylated hemoglobin level is useful for the prediction of CVD.
Although casual glucose level was an unexpectedly strong
predictor of CVD, given the intra-individual variability in-
herent in this test, the strong association may be due to
misclassification of individuals with undiagnosed DM.
Recently, the STOP Non-Insulin-Dependent Diabe-
tes Mellitus Trial found that reducing postprandial hy-
perglycemia with acarbose, an a-glucosidase inhibitor,
reduced incidence of CVD by 49% in 1368 people with
impaired glucose tolerance who were followed up for 3.3
years.®! Dietary changes such as low glycemic load foods
can also reduce glycemic burden, shown by a recent meta-
analysis,®* as can exercise and hypoglycemic medica-
tions. The American Diabetes Association does not rec-
ommend measurement of postchallenge glucose levels
for screening because of the expense, inconvenience, and
intraindividual variability of the test.” Our study does not
support the notion that the postchallenge blood glucose
level is superior to the fasting blood glucose level for pre-
dicting CVD in the nondiabetic range, although the two
tests may identify different individuals at increased risk,

and some individuals who are classified as nondiabetic
by fasting blood glucose level may be classified as dia-
betic by postchallenge glucose level. In particular, it has
been suggested that age may modify the glycemic re-
sponse due to insulin resistance and that hyperglycemia
may shift from mainly fasting hyperglycemia in younger
subjects to mainly postchallenge hyperglycemia in older
subjects.!! Results from our analysis did not support this
hypothesis, although the categorization of populations
by whether or not they included individuals older than
60 years is not optimal for detecting a difference.

The magnitude of the glycemia association with CVD
risk in our study is consistent with that previously re-
ported.' In addition, we have investigated heterogene-
ity between studies due to differences in sex, age range,
and control for CVD risk factors. We have also exam-
ined different types of glycemia assessment, including ca-
sual blood glucose level and preliminary results for gly-
cosylated hemoglobin level.

We found substantial differences across studies in-
cluded in this analysis. First, the methods, blood frac-
tions, and time frame postchallenge used to assess glyce-
mia varied across studies. Second, the ranges for the top
and bottom glucose categories varied across studies. Third,
studies reported different end points, although selection
of different end points did not affect our results in a sen-
sitivity analysis (results not shown). Moreover, changes
in the definition of diabetes and methods to exclude people
with DM used across the studies may contribute to the het-
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Table 3. Pooled RR for CVD According to Study Characteristics
Categorical Between-Group Between-Group
Pooled RR No. of Heterogeneity, Continuous No. of Heterogeneity,
Group (95% Cl)* Studies PValue Pooled RR (95% Cl)t¥  Studies PValue
All studies 1.36 (1.23-1.52) 29 1.04 (1.02-1.06) 17
Sex .03 .01
Female and mixed studies 1.56 (1.30-1.88) 12 1.08 (1.05-1.10) 5
Male studies 1.24 (1.12-1.37) 17 1.03 (1.00-1.05) 12
Adjusted for CVD risk factor <.001 NA
Yes 1.19 (1.07-1.32) 15 1.04 (1.02-1.06) 17
No 1.64 (1.46-1.86) 14 NA 0
Study age category
Middle-aged (<60 y) 1.39 (1.21-1.60) 7 .82
Middle-aged and older 1.36 (1.19-1.55) 22
Middle-aged (fasting) 1.45 (1.23-1.72) 4 10 1.00 (0.62-1.62) 2 .46
Middle-aged and older (fasting) 1.21 (1.04-1.40) 14 1.20 (1.13-1.28) 7
Middle-aged (postchallenge) 1.08 (0.78-1.49) 1 .32 1.02 (0.99-1.06) 8 .07
Middle-aged and older (postchallenge) 1.30 (1.10-1.53) 12 1.06 (1.04-1.09) 9
Glycemia assessment method NA NA
Fasting glucose level 1.27 (1.13-1.43) 18 1.20 (1.13-1.27) 9
Postchallenge glucose level 1.27 (1.09-1.48) 13 1.04 (1.02-1.07) 17
Casual glucose level 1.84 (1.45-2.33) 5 1.12 (1.06-1.19) 4
Glycosylated hemoglobin level 1.70 (0.99-2.94) 8 1.19 (1.01-1.39) 2
Abbreviations: CI, confidence interval; CVD, cardiovascular disease; NA, not applicable; RR, relative risk.
Sl conversion factor: To convert glucose to millimoles per liter, multiply by 0.0555.
*Determined by comparing the top and bottom categories of blood glucose level.
1The RR is associated with an increase of 1% in glycosylated hemoglobin level or 20 mg/dL in blood glucose level.
$Subgroup analyses are based on postchallenge blood glucose levels unless otherwise specified.
1.2+
°
1.04
o
<o
0.8 o S
°
0.6 Postchallenge Level ©
L 044
§
g 0.2 Fasting Level
< \
- 0 4 ® e
°
%
-0.2
°
°
0.4 o °
-0.6 ° @ Fasting Level
< Postchallenge Level
-0.8 : : : : - .
50 75 100 125 150 175 200
Blood Glucose Level, mg/dL

Figure 3. Dose-response relationship of cardiovascular disease with fasting and postchallenge blood glucose levels. To convert glucose to millimoles per liter,

multiply by 0.0555.

erogeneity of these published results. However, in a sen- the pooled RR was not significantly different from the RR
sitivity analysis of studies that did not include any indi- estimated from studies that could not apply those strict
viduals meeting the current criteria for diagnosis of DM, exclusion criteria. To account for these differences and iden-
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Figure 4. Funnel plot of log relative risks according to their standard errors. The horizontal solid line is drawn at the pooled log relative risk, and dashed lines
represent the expected 95% confidence interval for a given standard error, assuming no between-study heterogeneity.

tify sources of heterogeneity, we also conducted meta-
regression and stratified analyses. Although it is likely that
DM and then CVD developed in some individuals with non-
diabetic hyperglycemia, this does not change the conclu-
sion that baseline hyperglycemia can predict CVD. The
studies also varied in the CVD risk factors measured, and
none measured insulin resistance or fasting insulin level,
preventing the identification of hyperglycemia as an in-
dependent risk factor. Future studies that measure these
risk factors are needed to determine whether nondiabetic
hyperglycemia causes cardiovascular damage or shares
common causes with CVD. Finally, as in many meta-
analyses, there is evidence of some publication bias favor-
ing positive studies.

In summary, our meta-analysis of 38 prospective stud-
ies that included 172934 men and 44216 women indi-
cates that screening for blood glucose levels, even among
those who are not suspected of having DM, may be use-
ful for identifying individuals, particularly women, at in-
creased risk of CVD.

Accepted for Publication: May 15, 2004.
Correspondence: Simin Liu, MD, ScD, Division of Pre-
ventive Medicine, Brigham and Women’s Hospital, 900
Commonwealth Ave E, Boston, MA 02215 (sliu@rics
.bwh.harvard.edu).

Acknowledgment: We thank Jeffrey Bears, SM, Lynne
Peeples, SM, and Justin Timbie for their help on an early
version of this project.

B REFERENCES ey

11.

. Wei M, Gaskill SP, Haffner SM, Stern MP. Effects of diabetes and level of gly-

cemia on all-cause and cardiovascular mortality: the San Antonio Heart Study.
Diabetes Care. 1998;21:1167-1172.

. Hanefeld M, Fischer S, Julius U, et al. Risk factors for myocardial infarction and

deathin newly detected NIDDM: the Diabetes Intervention Study, 11-year follow-up.
Diabetologia. 1996;39:1577-1583.

. Kuusisto J, Mykkanen L, Pyorala K, Laakso M. NIDDM and its metabolic control

predict coronary heart disease in elderly subjects. Diabetes. 1994;43:960-967.

. Diabetes Control and Complications Trial/Epidemiology of Diabetes Interven-

tions and Complications Research Group. Intensive diabetes therapy and ca-
rotid intima-media thickness in type 1 diabetes mellitus. N Engl J Med. 2003;
348:2294-2303.

. Expert Committee on the Diagnosis and Classification of Diabetes Mellitus. Re-

port of the Expert Committee on the Diagnosis and Classification of Diabetes
Mellitus. Diabetes Care. 2003;26(suppl):S5-S20.

. Alberti KGMM, Aschner P, Assal JP, et al. Definition. /n: Diagnosis, and Classifi-

cation of Diabetes Mellitus and its Complications: Part 1: Diagnosis and Classifi-
cation of Diabetes Mellitus. Geneva, Switzerland: World Health Organization; 1999.

. Perry RC, Baron AD. Impaired glucose tolerance: why is it not a disease? Dia-

betes Care. 1999;22:883-885.

. Gerstein HC, Yusuf S. Dysglycaemia and risk of cardiovascular disease. Lancet.

1996;347:949-950.

. International Collaborative Group. Asymptomatic hyperglycemia and coronary

heart disease: a series of papers by the International Collaborative Group, based
on studies in fifteen populations. J Chronic Dis. 1979;32:681-837.

. Coutinho M, Gerstein HC, Wang Y, Yusuf S. The relationship between glucose

and incident cardiovascular events: a metaregression analysis of published data
from 20 studies of 95,783 individuals followed for 12.4 years. Diabetes Care.
1999;22:233-240.

Meigs JB, Nathan DM, D’Agostino RB Sr, Wilson PW; Framingham Offspring Study.
Fasting and postchallenge glycemia and cardiovascular disease risk: the Framing-
ham Offspring Study. Diabetes Care. 2002;25:1845-1850.

. Wingard DL, Barrett-Connor E. Heart disease and diabetes. In: Harris MI, Cowie

(REPRINTED) ARCH INTERN MED/VOL 164, OCT 25, 2004
2154

WWW.ARCHINTERNMED.COM

©2004 American Medical Association. All rights reserved.

Downloaded From: https://jamanetwor k.com/ on 08/25/2022



13.
14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Downloaded From:

CC, Stern MP, Boyko EJ, Reiber GE, Bennett PH, eds. Diabetes in America. 2nd
ed. Bethesda, Md: National Institutes of Health, National Institute of Diabetes &
Digestive and Kidney Diseases; 1995:429-448.
Clarke R. Review: glucose levels are associated with cardiovascular risk in per-
sons without diabetes mellitus. ACP J Club. 1999;131:23.
Goldman L, Bennett JC. Cecil Textbook of Medicine. 21st ed. Philadelphia, Pa:
WB Saunders Co; 2000.
Thompson SG. Why and how sources of heterogeneity should be investigated.
In: Egger M, Smith GD, Altman DG, eds. Systematic Reviews in Health Care:
Meta-analysis in Context. 2nd ed. London, England: BMJ Publishing Group; 2001.
Reynolds K, Lewis B, Nolen JD, Kinney GL, Sathya B, He J. Alcohol consump-
tion and risk of stroke: a meta-analysis. JAMA. 2003;289:579-588.
Vaccaro O, Ruth KJ, Stamler J. Relationship of postload plasma glucose to mor-
tality with 19-yr follow-up: comparison of one versus two plasma glucose mea-
surements in the Chicago Peoples Gas Company Study. Diabetes Care. 1992;
15:1328-1334.
Fujishima M, Kiyohara Y, Kato I, et al. Diabetes and cardiovascular disease in a
prospective population survey in Japan: the Hisayama Study. Diabetes. 1996;
45:514-S16.
Park S, Barrett-Connor E, Wingard DL, Shan J, Edelstein S. GHb is a better pre-
dictor of cardiovascular disease than fasting or postchallenge plasma glucose
in women without diabetes: the Rancho Bernardo Study. Diabetes Care. 1996;
19:450-456.
Lowe LP, Liu K, Greenland P, Metzger BE, Dyer AR, Stamler J. Diabetes, asymp-
tomatic hyperglycemia, and 22-year mortality in black and white men: the Chi-
cago Heart Association Detection Project in Industry Study. Diabetes Care. 1997;
20:163-169.
Balkau B, Shipley M, Jarrett RJ, et al. High blood glucose concentration is a risk
factor for mortality in middle-aged nondiabetic men: 20-year follow-up in the White-
hall Study, the Paris Prospective Study, and the Helsinki Policemen Study. Dia-
betes Care. 1998;21:360-367.
Tominaga M, Eguchi H, Manaka H, |garashi K, Kato T, Sekikawa A. Impaired glu-
cose tolerance is a risk factor for cardiovascular disease, but not impaired fast-
ing glucose: the Funagata Diabetes Study. Diabetes Care. 1999;22:920-924.
Rodriguez BL, Lau N, Burchfiel CM, et al. Glucose intolerance and 23-year risk
of coronary heart disease and total mortality: the Honolulu Heart Program. Dia-
betes Care. 1999;22:1262-1265.
DECODE Study Group. Glucose tolerance and cardiovascular mortality: com-
parison of fasting and 2-hour diagnostic criteria. Arch Intern Med. 2001;161:
397-405.
Saydah SH, Miret M, Sung J, Varas C, Gause D, Brancati FL. Postchallenge hy-
perglycemia and mortality in a national sample of US adults. Diabetes Care. 2001;
24:1397-1402.
Smith NL, Barzilay JI, Shaffer D, et al. Fasting and 2-hour postchallenge serum
glucose measures and risk of incident cardiovascular events in the elderly: the
Cardiovascular Health Study. Arch Intern Med. 2002;162:209-216.
Lapidus L, Bengtsson C, Blohme G, Lindquist O, Nystrom E. Blood glucose, glu-
cose tolerance and manifest diabetes in relation to cardiovascular disease and
death in women: a 12-year follow-up of participants in the population study of
women in Gothenburg, Sweden. Acta Med Scand. 1985;218:455-462.
Ohlson LO, Svardsudd K, Welin L, et al. Fasting blood glucose and risk of coro-
nary heart disease, stroke, and all-cause mortality: a 17-year follow-up study of
men born in 1913. Diabet Med. 1986;3:33-37.
Yarnell JW, Pickering JE, Elwood PC, et al. Does non-diabetic hyperglycemia pre-
dict future IHD? evidence from the Caerphilly and Speedwell studies. J Clin
Epidemiol. 1994;47:383-388.
Casiglia E, Pauletto P, Mazza A, et al. Impaired glucose tolerance and its co-
variates among 2079 non-diabetic elderly subjects: ten-year mortality and mor-
bidity in the CASTEL Study (CArdiovascular STudy in the ELderly). Acta Diabetol.
1996;33:284-290.
Folsom AR, Szklo M, Stevens J, Liao F, Smith R, Eckfeldt JH. A prospective study
of coronary heart disease in relation to fasting insulin, glucose, and diabetes:
the Atherosclerosis Risk in Communities (ARIC) Study. Diabetes Care. 1997;
20:935-942.
Cremer P, Nagel D, Mann H, et al. Ten-year follow-up results from the Goettin-
gen Risk, Incidence and Prevalence Study (GRIPS), I: risk factors for myocar-
dial infarction in a cohort of 5790 men. Atherosclerosis. 1997;129:221-230.
Bjornholt JV, Erikssen G, Aaser E, et al. Fasting blood glucose: an underesti-
mated risk factor for cardiovascular death: results from a 22-year follow-up of
healthy nondiabetic men. Diabetes Care. 1999;22:45-49.
Simons LA, Friedlander Y, McCallum J, Simons J. Fasting plasma glucose in non-
diabetic elderly women predicts increased all-causes mortality and coronary heart
disease risk. Aust N Z J Med. 2000;30:41-47.
Henry P, Thomas F, Benetos A, Guize L. Impaired fasting glucose, blood pres-
sure and cardiovascular disease mortality. Hypertension. 2002;40:458-463.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

56.

57.

58.

59.

60.

61.

62.

Haheim LL, Holme I, Hjermann I, Leren P. Nonfasting serum glucose and the
risk of fatal stroke in diabetic and nondiabetic subjects: 18-year follow-up of the
Oslo Study. Stroke. 1995;26:774-777.

Hart CL, Hole DJ, Smith GD. Risk factors and 20-year stroke mortality in men and
women in the Renfrew/Paisley Study in Scotland. Stroke. 1999;30:1999-2007.
Wannamethee SG, Perry 1J, Shaper AG. Nonfasting serum glucose and insulin
concentrations and the risk of stroke. Stroke. 1999;30:1780-1786.

Klein BE, Klein R, Lee KE. Components of the metabolic syndrome and risk of
cardiovascular disease and diabetes in Beaver Dam. Diabetes Care. 2002;25:
1790-1794.

de Vegt F, Dekker JM, Ruhe HG, et al. Hyperglycaemia is associated with all-
cause and cardiovascular mortality in the Hoorn population: the Hoorn Study.
Diabetologia. 1999;42:926-931.

Da Silva A, Widmer LK, Ziegler HW, Nissen C, Schweizer W. The Basle Longi-
tudinal Study: report on the relation of initial glucose level to baseline ECG ab-
normalities, peripheral artery disease, and subsequent mortality. J Chronic Dis.
1979;32:797-803.

Ducimetiere P, Eschwege E, Richard J, Claude J, Elgrishi I. Relationship of glu-
cose tolerance to prevalence of ECG abnormalities and to annual mortality from
cardiovascular disease: results of the Paris Prospective Study. J Chronic Dis.
1979;32:759-766.

Fuller JH, McCartney P, Jarrett RJ, et al. Hyperglycaemia and coronary heart dis-
ease: the Whitehall Study. J Chronic Dis. 1979;32:721-728.

Reunanen A, Pyorala K, Aromaa A, Maatela J, Knekt P. Glucose tolerance and
coronary heart disease in middle-aged Finnish men: Social Insurance Institu-
tion’s Coronary Heart Disease Study. J Chronic Dis. 1979;32:747-758.

Stamler R, Stamler J, Lindberg HA, et al. Asymptomatic hyperglycemia and coro-
nary heart disease in middle-aged men in two employed populations in Chicago.
J Chronic Dis. 1979;32:805-815.

Stenhouse NS, Murphy BP, Welborn TA. Busselton Population Study: risk as-
sociated with asymptomatic hyperglycemia. J Chronic Dis. 1979;32:693-698.
Orencia AJ, Daviglus ML, Dyer AR, Walsh M, Greenland P, Stamler J. One-hour
postload plasma glucose and risks of fatal coronary heart disease and stroke among
nondiabetic men and women: the Chicago Heart Association Detection Project
in Industry (CHA) Study. J Clin Epidemiol. 1997;50:1369-1376.

Agewall S. Should we do an oral glucose tolerance test in hypertensive men with
normal fasting blood-glucose? J Hum Hypertens. 2001;15:71-74.

Stern MP, Fatehi P, Williams K, Haffner SM. Predicting future cardiovascular dis-
ease: do we need the oral glucose tolerance test? Diabetes Care. 2002;25:1851-
1856.

Schroll M, Hagerup L. Relationship of fasting blood glucose to prevalence of ECG
abnormalities and 10 yr risk of mortality from cardiovascular diseases in men
born in 1914: from the Glostrup Population Studies. J Chronic Dis. 1979;32:
699-707.

Barrett-Connor E, Wingard DL, Criqui MH, Suarez L. Is borderline fasting hyper-
glycemia a risk factor for cardiovascular death? J Chronic Dis. 1984;37:773-779.
Tomas-Abadal L, Varas-Lorenzo C, Bernades-Bernat E, Balaguer-Vintro I. Coro-
nary risk factors and a 20-year incidence of coronary heart disease and mortal-
ity in a Mediterranean industrial population: the Manresa Study, Spain. Eur Heart
J.1994;15:1028-1036.

Wilson PW, Cupples LA, Kannel WB. Is hyperglycemia associated with cardio-
vascular disease? the Framingham Study. Am Heart J. 1991;121:586-590.
American Diabetes Association. Diagnosis and classification of diabetes mellitus.
Diabetes Care. 2004;27(suppl 1):S5-S10.

. Kanaya AM, Grady D, Barrett-Connor E. Explaining the sex difference in coro-

nary heart disease mortality among patients with type 2 diabetes mellitus: a
meta-analysis. Arch Intern Med. 2002;162:1737-1745.

DECODE Study Group. Gender differences in all-cause and cardiovascular mor-
tality related to hyperglycaemia and newly-diagnosed diabetes. Diabetologia. 2003;
46:608-617.

Gerich JE. Clinical signficance, pathogenesis, and management of postprandial
hyperglycemia. Arch Intern Med. 2003;163:1306-1316.

King GL, Wakasaki H. Theoretical mechanisms by which hyperglycemia and in-
sulin resistance could cause cardiovascular diseases in diabetes. Diabetes Care.
1999;22(suppl 3):C31-C37.

Laakso M. Hyperglycemia and cardiovascular disease in type 2 diabetes. Diabetes.
1999;48:937-942.

Khaw KT, Wareham N, Luben R, et al. Glycated haemoglobin, diabetes, and mor-
tality in men in Norfolk cohort of European prospective investigation of cancer
and nutrition (EPIC-Norfolk). BMJ. 2001;322:15-18.

Chiasson J-L, Josse RG, Gomis R, et al. Acarbose treatment and the risk of car-
diovascular disease and hypertension in patients with impaired glucose toler-
ance: the STOP-NIDDM Trial. JAMA. 2003;290:486-494.

Brand-Miller J, Petocz P, Hayne S, Colagiuri S. Low-glycemic index diets in the
management of diabetes. Diabetes Care. 2003;26:2261-2267.

(REPRINTED) ARCH INTERN MED/VOL 164, OCT 25, 2004

2155

WWW.ARCHINTERNMED.COM

©2004 American Medical Association. All rights reserved.

https://jamanetwor k.com/ on 08/25/2022



