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Diabetes and CV risk

A meta-analysis

Type 2 diabetes
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Prevention of cardiovascular disease through
glycemic control in type 2 diabetes:
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ASA and CVD in diabetes

Meta-analysis of RCTs
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Prevention of cardiovascular disease through
glycemic control in type 2 diabetes:
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Prevention of cardiovascular disease through
glycemic control in type 2 diabetes

A meta-analysis of randomized clinical trials ‘0\06\0
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Hypoglycemia and CV death

IMMEDIATE RESPONSE:
** Erythrocytes’ | | 1 PCV. PV, Hat o 6\0\
Platelet activation (\@
. 6 )
\ T T W@ e
Haemoconcentration TP N 0 Q\\
R
T Lymphocytes 6\6
% .@\\9@
Alpha au@&:&om 2 é\d\
@ N
M EPINEPHRIGR
R
@) P
@@\3’6 . Q(ef\f%drcnocepmrs
& \\Z = /
6( O(\Q Mononuclear Factor VIII
(GQ o leucocytes
2O OO
6(\‘\q Q®‘6 DELAYED RESPONSE:
O >
O\QQ G\)(\ CORTISOL [ | T Granulocytes [ ®  Neutrophil
“e( clastase
< o

9
4 Wright RJ, Frier BM. Diabetes Metab Res Rev 2008; 24: 353-365.



All-cause mortality in population

Relationship with HbA1c
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All-cause mortality in T2DM

Relationship with HbA1c
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HbA1c and mortality
Type 2 DM vs non-diabetic
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All-cause mortality in T2DM

Relationship with HbA1c
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Rosiglitazone and MI
A meta-analysis of RCTs
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FDA Guidance on diabetes drugs
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Secondary prevention of macrovascular
events in patients with type 2 diabetes

The PROACTIVE Study
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Figure 2: Kaplan-Meier curve of time to primary endpoint*
*Death from any cawse, non-fatal myocardial infarction (induding silent myocardial infarction), stroke, acute
coronary syndrome, leg amputation, coronary revascularisation, or revascularisation of the leg.
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Insulin and CVD

The ORIGIN trial
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Effect of intensive blood-glucose control
with metformin on complications in
overweight patients with type 2 diabet%%p
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Effect of metformin on cardiovascular events
and mortality

A meta-analysis of randomized clinical trials 0\@‘0‘6'
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Cardiovascular safety of sulfonylureas

A meta-analysis of randomized clinical trials
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Cardiovascular safety of sulfonylureas

A meta-analysis of randomized clinical trials
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GLP1-RA and MACE

Meta-analysis of available RCTs

All trials
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CV effects of GLP1-RA

GLP-1 receptor agonists
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CV effects of GLP1-RA

GLP-1 receptor agonists
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Noninsulin antidiabetic drugs added (R
to metformin therapy

20
A meta-analysis of randomized clinical tria@sg\
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CV effects of GLP1-RA

GLP-1 receptor agonists
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GLP-1 RA and body weight

A meta-analysis of available RCTs
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GLP1-RA and CV risk

Meta-analysis of available RCTs
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Effects of exenatide on cardiovascular
risk factors over 82 weeks
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Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular

Outcome Results - A Long Term Evaluation (LEADER®) O\Oci\@'
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Evaluation of Cardiovascular Outcomes in Patients With Type 2
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Exenatide Study of Cardiovascular Event Lowering Trial (EXSCEL): A
Trial To Evaluate Cardiovascular Outcomes After Treatment With &
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DPP-4 inhibitors and MACE @
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Dipeptidyl peptidase-4 inhibitors and
cardiovascular risk

A meta-analysis of randomized clinical trials O
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CV effects of DPP-4 inhibitors
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DPP-4 inhibitors and SDF-1a \
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Alogliptin after Acute Coronary Syndrome in
patients with type 2 diabetes

The EXAMINE trial e
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Alogliptin after Acute Coronary Syndrome in
patients with type 2 diabetes
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The EXAMINE trial g
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Alogliptin and MACE

Results of the EXAMINE trial
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Saxagliptin and Cardiovascular Outcomes in
Patients with Type 2 Diabetes Mellitus

The SAVOR trial 0’\9\)‘0‘
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Saxagliptin and Cardiovascular Outcomes in mc
Patients with Type 2 Diabetes Mellitus &,

The SAVOR trial O\oﬁ‘o'
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Limitations of meta-analyses
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SAVOR-TIMI 53

Comparison with meta-analysis of early tna\ga\o\
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Alogliptin after Acute Coronary Syndrome in
patients with type 2 diabetes
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Saxagliptin and Cardiovascular Outcomes in
Patients with Type 2 Diabetes Mellitus
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DPP4i and CHF
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Sitagliptin and cardiac function {
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DPP-4 activity and heart failure
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DPP4i and GLP-1 secretion

Effects of vildagliptin and glibenclamide on total GL@@O
16 healthy subjects, single-dose study
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Myocardial effects of GLP-1(9-36)
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P for interaction = 0.46

HR 1.04
95% CI 0-26.3
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< @“Q NT-proBNP: N-terminal pro-brain natriuretic peptide; HHF: hospitalization for heart failure

Scirica BM, et al. American Heart Association Scientific Sessions. November 2013.
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