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Central obesity continue...

» RIisk of heart disease is higher because abdominal fat increase the
production of LDL (bad) cholesterol, the type of blood fat that can
be deposited on the inside of blood vessel walls



Risk Factors In diabetes patients

« Having a family history of heart disease

« Having central obesity

« Having abnormal 6/ood fat (cholesterol) levels

« Having /ghblood pre

—

« Smoking




2. Having central obesity

» Central obesity means carrying extra weight around the waist, as

opposed to the hips
@ "Apple” vs. "Pear” @
..) '

Above the
waist

'/ Below the | 2
| waist »

e A waist measurement of more than 40 inches for Gentle men and
more than 35 inches for women means you have central obesity



Waist Circumference is a Surrogate
Marker of Visceral Fat

Women Men

>40 in = Increased risk?

>35 in = Increased risk!

W

>

1Lean MEJ, et al. Lancet;1998:351:853-6
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Gynecoid (Pear) Android (Apple)
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Physiologic Insulin Secretion:
24-Hour Profile

Insulin 50 -

(pU/mL) 25 - L
u._ Basal insulin
Ereahfait Lum:h

150 -

Glucose 100 -
(mg/dL) 50 -

[ e ——
7891011121234 567 89
AM PM
Time of day

I}mnEr

Basal glucose



Insulin regimens

2 Injections daily : Before breakfast & the main evening meal

(Regular) (NPH)

7 7 T~

2 4 6 8 10 12 14 16 18 20

Time (Hours)



Insulin regimens

3 injections daily : Before breakfast, lunch & the main evening meal

(Regular) (NPH)

0 2 4 6 8 10 12 14 16 18 20

Time (Hours)




The new analogues are more predictable than conventional
sulins and allow simplified insulin replacement strategie

Lispro, glulisine, or aspart or regular

Lo l

Glargine

\

|

Detemir
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! Neuroprotection
Appetite

Stomach

Gastric emptying

t Cardioprotection
{ cardiac output

Liver

{ Insulin biosynthesis
1 B cell proliferation
B cell apoptosis

Gl tract

1 Insulin sensitivity

Muscle
t Insulin secretion

_ Glucagon secretion
Glucose production

Drucker D. J. Cell Metabolisrm 2006



Renal glucose re-absorption in patients with diabetes!2

Filtered glucose
load > 180 g/day

v

| sGlr2 | ~J \ ~

When blood
glucose increases
above the
renal threshold
! s | (¥ 11 mmol/L), the
y capacity of the
transporters is

exceeded, resulting
~10% | in urinary glucose
. f \ excretion

- /

SGLT, sodium glucose cotransporter.
1. Adapted from: Gerich JE. Diabet Med. 2010;27:136—-142; 2. Bakris GL, et al. Kidney Int. 2009;75;1272-1277.



Urinary glucose excretion via SGLT2 inhibition?

load > 180 g/day
\/

[ Filtered glucose J

TN

-

A (
g

~N B

SGLT2 inhibitors

reduce glucose

| re-absorption

4, in the proximal

‘ : tubule, leading to
urinary glucose

excretion* and

osmotic diuresis

SGLT, sodium glucose cotransporter. : \ )

*Loss of ~ 80 g of glucose per day = 240 cal/day.
1. Bakris GL, et al. Kidney Int. 2009;75;1272-1277.




g Unmet

Worldwide Initiative for Diabetes Education

Complements
Action of Other
Antidi

Promotes
Weight Loss

Improvements in
Glucose and Weight
Support Other
CVD Interventions
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The Combination of Sitagliptin and Metformin
“i Addresses the 3 Core Defects of Type 2 Diabetes
In a Complementary Manner

Sitagliptin improves Metformin has insulin-
beta-cell function and sensitizing properties.
Increases insulin Beta-Cell Insulin

synthesis and release Dysfunction Resistance

s\ 7

B\ =

Sitagliptin reduces HGO through Hepatic Glucose  Metformin decreases HGO by
suppression of glucagon from Overproduction targeting the liver to decrease

alpha cells. lele) gluconeogenesis and glycogenolysis.

*Please see corresponding speaker note for references.



