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CVD mortality rate among people with and without diabetes:
the National Health Interview Survey (NHIS) (242,383 adults >1%C§ears)
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The Bradford Hill criteria D\
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Survival Post-MI in Diabetic and Nondiabetic Men and Women‘:

Minnesota Heart Survey P
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Hazard ratios (HRs) for coronary heart disease and ischaemic stroke by baseline fasting blood
glucose concentration: a cohort study in 1,921,260 individuals in England .2
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7-Year Incidence of Fatal and Nonfatal MI
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Organization to Assess Strategies for Ischemic Syndromes (OASIS) Study

Mortality by Diabetes and CVD Status e
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Cardiovascular mortality in relation to diabetes mellitus and a prior MI:
A Danish Population Study of 3.3 Million People  _3*
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UKPDS 35 - Fatal and Non-Fatal Myocardial Infarctiqll
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UKPDS 35 - Fatal and Non-Fatal Stroke
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UKPDS 35 - Amputation or Death from Peripheral Vascular Disease
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UKPDS 35 - Heart Failure
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Association of type 2 diabetes with 12 CVD in patients aged =30 years: a cohort study in 1,9 millions individuals

HRs for different initial presentations of CVD associated with T2DM, adjusted for age, sex, BMI, deprivation, HD e@esterol, total
cholesterol, systolic blood pressure, smoking status, and statin and antihypertensive drué\O
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DCCT-EDIC: intensive treatment significantly reduces and maintaig@‘l‘le1c
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DCCT-EDIC: intensive treatment is associated with a 42% reduction inarisk of

CVD as compared with conventional treatment \,\\og\
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Hazard Ratios for coronary heart disease in the Atherosclerosis Risk in Communities

(ARIC) population during the 15-Year study period according to HbA1c catg@ory at
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Relative Risk of mortality in a population of 25.364 subjects without known
diabetes according to fasting plasma glucose and 2h post-OG1T\ ODE)
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Plasma glucose levels during OGTT in subjects with NGT 1h-low, NGT 1h-high,
isolated IFG and IGT _Ag\’é
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IMT is increased in NGT subjects with 1-h PG >155mg/dl as compared with
individuals with 1-h PG<155 mg/dl mq\@
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Left ventricular mass is increased in NGT subjects with 1-h PG >155mg/dl as
compared with individuals with 1-h PG<155 mg/dl - the CATAME\I}\&@tudy
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Total mortality is increased in subjects with 1-h PG >155 mg/dl as compared
with individuals with 1-h PG<155 mg/dl - the Israel Study of GI
Intolerance, Obesity and Hypertension (n= 1942)
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The Bradford Hill criteria D\
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Increased glucose metabolism through the hexosamine pathway

enhances intracellular O-linked glycosylatio @\og\
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Effects of high glucose and glucosamine on eNOS phosphorylation and activity
in HCAEC
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Glucosamine induces ER stress and promotes the activation of pro-inflammatory, pro-
thrombotic, and pro-apoptotic pathways in HUVECs time-depende 0!3@
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Glucosamine induces the expression of pro-coagulant factors and promotes the
synthesis and release of pro-inflammatory cytokines in HUVECs 2"
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Glucosamine promotes pro-apoptotic pathways in HUVECs
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The Bradford Hill criteria O\
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8. Experiment a2 @\66
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Q‘GQ ‘O(\@
RN &
Y @
o° 2
‘\@Q N\
O \Z
X\Z
(D
Q@

Bradford Hill A Proceedings of the Royal Society of Medicine 58: 295-300, 1965



MULTIPLE RISK FACTOR INTERVENTION TRIAL (MRFIT)
Type 2 Diabetes is a CV Risk Factor Additive Effects of Hyperte\@@h,

Hypercholesterolemia, and Smoking 2;0@\0
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Hazard ratio for CHD Mortality in US Adults from the NHANES II

(n=6255; 13.3 years follow-up) e\l
e
WO P<0.0001
@6\0
12,0 - O N 11,3
+ 10,0 -
o
£
o 8,0 -
- -
o
- 6,0 -
e
)
',g 4,0
(a4
i 2,0
©
N
T 00 ¥
oo \\ MetS MetS pre-existing pre-existing
Q09® N‘;\%"*‘g 1-2 MetS no DM w/DM CVD  CVDand DM
WO O

\0) N\

K\Z

o)

N
?6

Malik S. et al. Circulation 110:1245-1250, 2004





