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4. Rationale:

The ARIC Cancer Working Group was established in 2010 to 1) connect investigators
with mutual research interests, 2) keep investigators apprised of ongoing cancer
studies, and 3) provide feedback on planned and proposed manuscripts and ancillary
studies on cancer. In 2011, leadership of the ARIC Cancer Working Group and
members from each of the Field Centers and the ARIC Coordinating Center received
NCI funding (Core Infrastructure and Methodological Research for Cancer Epidemiology
Cohorts) to enhance ARIC’s infrastructure to yield a CEC. The goals are to
retrospectively ascertain and characterize cancer incidence, recurrence, and
progression through 2012 and to prospectively ascertain cancer incidence, recurrence,
progression and mortality from 2013 forward. To achieve these goals, we initiated a new
cancer-specific participant contact, added questions to existing participant contacts,
collected and abstracted cancer-specific medical records, linked with state cancer
registries, and abstracted archived hospital discharge summaries and medical records.
We recently completed the ARIC Cancer Case file (1987-2012). This manuscript will
serve as a detailed reference on ARIC Cancer methods for papers using the updated
case files. In addition, we hope to inform the broader cancer epidemiology research
community about the unique research opportunities in ARIC.

5. Main Hypothesis/Study Questions: The purpose of this paper is to describe the
methods we used to enhance the infrastructure of ARIC for cancer epidemiology
research, the ARIC cancer data currently available and how to access them, ARIC’s
cancer risk factor prevalences (among those without a prevalent cancer at Visit 1) and
changes in cancer incidence and mortality rates over time compared with the US
population, and opportunities for future research and collaboration in ARIC Cancer.

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).

In this manuscript, we will describe the development of the ARIC Cancer Working
Group and the aims of the ARIC Cancer Infrastructure grant. We will describe how we
created the 2012 cancer case file including the development and execution of the
Follow-up Cancer Questionnaire and the additional cancer questions on the AFU and
SAFU, re-linkage with cancer registries, and adjudication of cancer cases. We will
provide the cancer counts among consenting ARIC participants through 2012. We will
also describe the cancer tissue repository developed for the Washington County field
center.

To determine the generalizability of ARIC Cancer data to the US population, we will also
estimate the prevalences of cancer risk factors (overweight/obesity, smoking status,
alcohol intake, physical inactivity, diagnosed diabetes) jointly by race and sex at Visit 1
(1987-1989), Visit 2 (1990-1992), Visit 3 (1993-1995), Visit 4 (1996-1998), and Visit 5



(2011-2013). We will compare prevalences in ARIC to US data from the National Health
and Nutrition Examination Survey at similar time points (Visit 1 vs NHANES Il phase I;
Visit 2 vs NHANES Ill phase II; Visit 3 vs NHANES Il phase II; Visit 4 vs NHANES
1990-2000; Visit 5 vs NHANES 2011-2012). NHANES estimates will be restricted to the
age range of the ARIC study population at each visit and calculated using appropriate
survey-weights to account for the complex sampling design, including unequal
probabilities of selection, over-sampling, and non-response.

We will also use joinpoint regression to estimate trends in cancer incidence and
mortality rates jointly by age (50-64 years, 65-74 years, 75+ years), race, and sex and
compare them to trends in the US population. ARIC cancer rates will be binned into ~4
year periods to obtain stable estimates (1987-1992, 1992-1997, 1998-2002, 2003-2007,
2008-2012). US cancer incidence and mortality data can be obtained from SEER*Stat
and binned as for the ARIC analysis.

Finally, we will provide a description of the many unique features of ARIC as a cohort
and describe how interested investigators can learn more about how to access and use
ARIC data.
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