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(Pl ease note that this proposal derives fromthe Ancillary Study, |nflamatory
Precursors of Diabetes)

3. Tineline: 11/01 to 12/02

4. Rat i onal e:

Type 2 diabetes is a group of hyperglycemic disorders characterized by beta cell dysfunction and insulin
resistance. The similarity of risk factors between CHD and type 2 diabetes led us to hypothesize that the
pathogenesis of type 2 diabetes, in a manner similar to that of CHD, may involve a chronic, low grade,
inflammatory state. Recent reports from ARIC (1; 2) and others (3; 4) support this hypothesis. The cytokine
interleukin-6 (IL-6) is overexpressed in obesity. IL-6 is one of the main activators of the acute phase response,
shown in preliminary studies to be associated with incident diabetes (7)(8).

Acute phase proteins may be involved directly in this process, or may be better markers of the integrated
action of pro-inflammatory cytokines. Measurement of acute phase proteins, CRP and orosomucoid, and sialic
acid, the latter resulting in large part from and strongly associated with levels of certain acute phase proteins.

We thus propose to investigate, as part of an ARIC ancillary study, the association of IL-6 and these acute
phase reactants with incident diabetes in a diabetes case-cohort subset of ARIC.
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Mai n Hypot heses/ St udy Questi ons:
The inflammatory cytokine IL-6 and the acute phase reactants CRP,
orosonucoid and sialic acid are independently associated with incident
type 2 di abetes.
B. Associations remain after exclusion of anti-GAD positive cases of
di abetes, purportedly of autoi mrune origin.

>
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C. Associations will be of simlar magnitude in | ean and obese, white and
bl ack, and nmen and wonen, and those ascertained over first years and
| ast years of follow up.

6. Data (Variabl es, time w ndow, source, inclusions/exclusions):

Sel ection data: Visit 1 CRS and a random sanpl e of incident diabetes cases

ascertained at Visits 2 through 4.

Exposure data: |1L-6, CRP, orosonucoid, sialic acid

Covari at es:
FromVisit 1. Gender, age, ethnicity, center, fasting glucose, fasting
insulin, parental history of diabetes, sports/Ieisure/work physical
activity, BM, WHR, HDL-C, triglycerides, hypertension , uric acid,
WBC, fibrinogen, Factor VIII, von WIllebrand factor, aPTT

Basel i ne and incident diabetes data: conmponent parts to define and characterize
di abetes at all visits (fasting status, anti-di abetes nedication use, physician
hi story of diabetes, glucose); plus fasting insulin and 2h glucose (Visit 4),

GAD- anti body, visit dates for vl1, v2, v3 and v4.

CRS rel ated data: Variables necessary to characterize the sanple, with respect to
exclusion criteria to the CRS

Anal ysis of the data wll apply survival analysis and will account for the
case-cohort design, including the fact that cases were al so sanpl ed.

7.a. WIIl the data be used for non-CVD analysis in this manuscript?
Yes X__ No

b. If Yes, is the author aware that the file | CTDERO2 nust be used to
excl ude persons with a value RES OTH = ‘* CVD Research’’ for non- DNA
anal ysis, and for DNA analysis RES DNA = ‘‘* CVD Research’’ would be used?
Yes No
(This file | CTDERO2 has been distributed to ARIC Pls, and contains
t he responses to consent updates related to stored sanple use for research.)

8.a. WIIl the DNA data be used in this manuscript? Yes
__X_ No

8.b. If yes, is the author aware that either DNA data distributed by the
Coordi nati ng Center nust be used, or the file | CTDERO2 nust be used to
exclude those with value RES_DNA = ‘‘ No use/storage DNA'' ?

Yes No

9. The | ead author of this manuscript proposal has reviewed the list of
exi sting ARI C Study manuscript proposals and has found no overl ap
between this proposal and previously approved manuscript proposals
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either published or still in active status. ARIC Investigators have
access to the publications lists under the Study Menbers Area of the web
site at: |[http://bios.unc.edu/units/cscc/ ARl C stdy/studynem htm |

X Yes No
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