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DI abetes 1 n Nati1l ve

Occurs at twice the rate of any other ethnic group
up to 35% incidence in some Tribes

Oklahoma ranks 4" Highest in Diabetes
mortality/morbidity, largely due to high Native
American population

Incidence of Diabetes Is Estimated to be 26% In th
Chickasaw Nation; 1 in 3 if Chickasaw and older
than 65

29,000 Type Il Diabetics In our Registry



The Chickasaw Nation Health Center




Diabetes and Cardiovascular Disease are

Worldwide Epidemic

In 1983, 35 Million peb’ple worldwide had Type
Di abetesetoday the n



The Epidemic of Type Il Diabetes and
Cardiovascular Disease Is Worldwide

14 Million deaths per year worldwide
from Type Il Diabetes and
Cardiovascular Complications, with
more deaths than from any other disec



The Importance of Improved Management

Based on NHANES, over 40% of the US populat
has glucoregulatory problems (Diabetes, IGT or |
Cowieet al Diabetes ((Bedruary 2009) 32:2394

For the first time In the last 50 years, the mortality
from cardiovascular disease in younger men and \

(ages 344) rose In the period 192002Fordet al Am Col
Cardiol 20060; 2122132

If nothing changes, the current generation of chilc
may be the first in the history of the United States
at an earl i1 er age t



Diabetes and Cardiovascular Risk

Type |l Diabetes has been defined as a CV risk equivalent to \
established heart disease, based largely on the classic study [
Steve HaffnerN Engl J Medl998; 339:22934)

Treatment recommendations for all age groups have been bas
the concept that Type Il Diabetes should be treated asa CV d

However , recent studl es hayve

NThese results do not suppor

for di abeti ¢c and my ocaoad DlbkteChre
September 2010

Only early onset (longerm diabetes>16 years average duration) was

found to be the risk equivalent of established ASCVD in a prospecti

study of 4000 men begun in 1980 in Englan@nametheet al Arch Intern Med
February 2011

Shoul d LDL, glycemic and Beyr[
Edward Boyko and James MeiDgabetes Care34:782 (March 2011)

7



An Historical View of Glycemic Control

19601980A debate on how o0t
Shoul d be and240mg/di| d be

oacceptabl eo

The only major therapeutic interventions were
SFUO s and I nsuline

19801995Home Glucose monitoring, the HbAlc
test and more complex insulin regimes allowed
assessment of outcomes and better managemen
ofhigh-r i sk patient sé

1995Availability of newer classes: biguanides,
alphag!l ucosi dase I nhi bl t
Insulins, Incretins



Guideline Recommendations Are Becoming
More Aggressive

A2007 ADA standards!

I NnThe ALlfQrpagients in general is an A1C goal
of <7%. 0

I NnThe ALlfarthg iodavidual patient is an A1C as
close to normal (<6%) as possible without significant
hypoglycemia. 0

AADA/EASD consensus statement?

rnlf |1 festyle I ntervention an
metformin fail to achieve or sustain glycemic goals, another
medication should be added within 21 3 months of the
Initiation of therapy or at any time when A1C goal is not
achieved. o

ADA=American Diabetes Association; EASD=European Association for the Study of Diabetes.
1. American Diabetes Association. Diabetes Care. 2007;30(suppl 1):S4i S41.
2. Nathan DM et al. Diabetes Care. 2006;29:1963i 1972. 9



Earlier and More Aggressive Intervention May Improve
Treating to Target Compared With Conventional Therapy

Published Conceptual Approach

OAD +
multiple daily
Diet and OAD OAD OAD OAD + insulin
exercise monotherapy up-titration combination basal insulin injections

AlC, o9-
% |\

8- \‘
Mean A1C

of patients [~
P 7_\ ______________ o A G = o\\= Slroocooo

Duration of Diabetes

Adapted from Del Prato S et al. Int J Clin Pract. 2005;59:1345i 1355. 10



Does Intensive Management Reduce CV Disease

A Action in Diabetes and Vascular Disease Release Controlled Evaluation
(ADVANCE) Trial

Intensive control reduced the incidence of combined major macrovascular
and microvascular events and the incidence of major microvascular events
(primarily nephropathy)

No significant effects of the type of glucose control on major macrovascular
events, death from cardiovascular causes, or death from any cause

A Actlon to Control Cardiovascular Risk in Diabetes (ACCORD) Trial

No difference in composite end point of nonfatal myocardial infarction,
nonfatal stroke, or death from cardiovascular causes

Overall mortality was higher in the intensive-therapy group; but see Lachin
Diabetes Care 33:2719 (2010) arguing that the increased mortality was a
Achance findingo only

AVeteranso Af f aiVA®T)Di abetes Tri al (

No significant difference in composite end point of myocardial infarction,
stroke, or death from cardiovascular disease; severe congestive heart
failure; surgical intervention for revascularization surgery for the brain,
heart, and legs; amputations; and inoperable vascular disease

No significant benefit of glucose control on any of the individual
components; however, all favored good glucose control except for an
insignificant increase in cardiovascular death in the intensive group
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Near Nor mal Gl yc

I Merri Pendergragsdocrinology & Metab(istober 2008)

ANearnormal glycemia did not have
cardioprotective benefits (HgAlc endpoints
6.46.9% vs 7@ . 4 Buté

AMicrovasculacomplications are reduced
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Early Intensive Management is Associated with
Sustained Improvement in Mortality/Morbidity

AThe publication of the lonterm follow-up data frorn
Stene2 showed that intensive multifactorial
Intervention inearly Type |l Diabeteprovides

sustained improvement in survival and complicati
Gaedeet al N Eng J Me@008 358:5891

AConsistent with the previous findingsCCT
(Diabetes Control and Complications) dbkdPDS
of a nNnLegacy Effecto (
Epidemiology of Diabetes Interventions and
Complications) of benefit up to 12 years after 6.5
years of intensive management in Type | and Tyg
Diabetic patientSatharet ai N Eng J Me@005 353:2642653



Early Intensive Management is Associated with
Sustained Improvement in Mortality/Morbidity

AThe three studies together stand for the principle
early intervention with intensive therapgn have
sustained benefit in both Type | and Type Il
Diabetes, even after intensive management
t er mi naadthe €¥ benefit of intensive
management may not b



