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3. Timeline:  We expect these studies to be completed and a manuscript submitted 
during the 2011 calendar year. 
 
4. Rationale: Antibodies recognizing HMG-CoA reductase (HMGCR) have been 
found in patients with an autoimmune myopathy, many of whom have been statin-
exposed.  The prevalence of these autoantibodies in the general population has not been 
determined.  
 
5. Main Hypothesis/Study Questions:  We will determine the prevalence of anti-
HMGCR antibodies in a general population of persons with and without statin exposure. 
This will be the first descriptive epidemiologic study of this novel autoantibody. We will 
describe the distribution and basic correlates of the presence of anti-HMGCR 
autoantibodies in the ARIC CARMRI study population. 
 
6. Design and analysis (study design, inclusion/exclusion, outcome and other 
variables of interest with specific reference to the time of their collection, summary 
of data analysis, and any anticipated methodologic limitations or challenges if 
present). 
 
Overview: Under ancillary study number 2010.10, “waste” serum samples from Dr. 
Selvin’s Glycemic Markers Ancillary Study Pilot Project, which utilized serum samples 
from the ARIC carotid MRI subsample. The leftover samples are currently being tested 
by ELISA for the presence of anti-HMGCR autoantibodies.  This subsample includes 
2032 participants, 792 of whom were on statin therapy.  If anti-HMGCR antibodies are 
detected, we will determine if there is an association between their presence and statin 
exposure, demographics, cholesterol levels, and other relevant variables. 
 
Study population: ARIC CARMRI participants (2005-06) who had sufficient leftover 
serum volume to test for anti-HMGCR autoantibodies.  
 
Study design: We will conduct a cross-sectional study of the presence of anti-HMGCR 
autoantibodies in CARMRI participants, stratified by statin use. First, we will define the 
distribution and reference range of anti-HMGCR autoantibodies in the CARMRI 
participants. Second, we will assess the correlates of the presence of anti-HMGCR 
autoantibodies with a focus on demographics (age, sex, race), lipid levels (total, LDL-, 
and HDL-cholesterol), the presence of subclinical cardiovascular disease as determined 
by average internal carotid intima-media wall thickness (IMT), and clinical coronary 
heart disease (CHD) history (self-reported CHD history at CARMRI, any prior visit or an 
adjudicated (non-fatal) clinical event or silent MI prior to the date of the CARMRI visit, 
or silent MI detected at the CARMRI visit). We will make use of data from previous 
ARIC visits and the annual follow-up telephone calls to determine prior statin use. 
 
Statistical Analysis: We will use multivariable (linear and logistic) regression models to 
assess the independent association of anti-HMGCR autoantibodies with the above-listed 
correlates before and after adjustment for demographics. All analyses will be weighted by 



the inverse of the sample fractions in the eight sampling strata (four field centers by two 
IMT groups) using methods for the analysis of complex sample survey design. 
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