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HbA,. levels below the diagnostic threshold for Diabetes associate with an
increased risk of cardiovascular disease
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Abdominal Obesity and Increased Risk of
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Glucose has different relationship to CVD than do chol / SBP
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Increased insulin resistance is associated with
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Pre-Diabetic Conditions:Risk of Cardiovascular Disease

Meta-analysis of 18 clinical trials evaluating the risk of CV disease among patients )gdﬁ\ﬂ'n
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Association between prediabetes and risk of cardiovascular
disease and all cause mortality fuang et . smszo4)
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The Study MRFIT showed that Glucose multiplies the

negative effects of associated Risk factors o9
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Risk factors were serum cholesterol 2200 mg/dL, current smoker, SBP 2120 mmHg
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Risk Factor for CHD in UKPDS Study

Coronary Artery Disease (n=280)
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*Adjusted for age and sex.
Turner RC et al. BMJ 1998;316:823-828.




Benefits of Aggressive LDL-C Lowering in Diabetege
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Residual Cardiovascular Risk
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IMPROVE-IT

Major Prespecified Subgroups 303
S
. OV
AV
Simvastatin EZE/Simvastatin 'a(\ P, @\e\?
(BL LDL-C: 69.5 mg/dL) (BL LDL-C: 53 7 \§) eractlon
\G’\'6 N\
Male = 34.9 60% ?\d\’\-0 0267
Female » 34.0 6\\6 @1% '
R\ o(©
Age <65 years — 30.@ ce 3 50‘\ 29.9 0.008
Age >65 years —— @@ ) 364 |
0O 0%
No diabetes _P&. —\e 5\!.0 30.2 5
Diabetes \(\'a 45.5 40.0 0.023
$(5‘(5\’ O
Prior LLT A2 P‘ o g‘eﬂﬁf 43.4 40.7 097
No prior LLT 6\6 \6\] —_— 30.0 28.6
e\
&%Q @( B 31.2 29.6 0670
%\\\l Lc§9s g/dL — 38.4 36.0 67
Q'\QQ 07 08 09 1 )1

Ezetimibe/simvastatin better Simvastatin better

EZE, ezetimibe; LDL, low-density lipoprotein; LDL-C, low-density lipoprotein cholesterol; LLT, lipid-lowering therapy.
Cannon CP, et al. N Engl J Med. 2015;372:2387-2397.



Plasma Lipoproteins

HDL LDL IDL wvipbL

(Remnants)

X TOX( () (@%@@@

W—/& - e— -
3 Atherogenlc Lipoproteins




Mean lipid profiles

AFTER STANDARDISED, FAT-RICH BREAKFAST
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The importance of regression: aim less than g@@!
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Trajectories of Entering the Metabolic Syndrome

The Framingham Heart Study

Oscar H. Franco, MD, D&c, PhD; Joseph M. Massaro, Phl); Jacky Civil. Phl); Mark R. Cobain, PhD;
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A summary of the incidence of diabetes, hypertension, and clinical
manifestations. O\Og\

MICROVASCULAR @ s HEART . (\3

. =
* >70% end stage renal disease

in U.S. attributed to HTN or DM .“‘; o
S 2-times likely to ha@ﬁ@?‘
. i retin & o o |
. 3-ti

eX@ 9
DIABE ES
Qﬂé =
ey Projected
ﬂd s, o5} d ":‘*',:.:em iﬁ%’d’u:é‘zﬂ;’"
o PNy \gevidels &3 gvel e
(a\aj\a\xe \‘/ < \, J ﬁ/f / j?

PERIPHERAL VASCULAR =
* DM increases risk by 2-4 times * 2-times the risk of stroke \\\ \,/

0\6 * Increased risk in proportion to severity of BP

Neel P Chokshi et al. Heart doi:10.1136/heartjnl-2012-

2 YaYeaYaYeaYay



0\

BP Reductions and Risk of Microvascular and
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Standardized Associations between 10-mmHg Lower Systolic BP and All- Cause Mortality
Macrovascular Outcomes, and Microvascular Outcomes in Diabetic Patlents
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L'inflammazione e una componente importante della placca aterosclerotica
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Incretin therapy improves indicators of plaque stability in

patients with T2DM 4o
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Proposed mechanisms of GLP-1R activation in the prevention
of platelet aggregation and thrombosis e\o\o@a'
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Diabetes, Neutrophil, and reticulated plo’relets
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TPO: Thrombopoietin

MkP: magakariocyte progenitors Kraakman et al. JCI 2017
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Summary of mechanisms by which obesity initiates
development of hypertension and renal inju%g@\og\ e
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Holistic Treatment approach beyond glycemia
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