Mark Pletcher, Assignment 2
The Prevention Of Premature Atherosclerosis in Young Adults (POPAYA) Trial
1-Page Outline
Research Question: Will Atorvastatin 10 mg pills, taken daily (versus placebo) reduce the prevalence of coronary calcification 5 years after initiation among young adults with low-density lipoprotein (LDL) cholesterol levels between 130-189 mg/dl?
Significance: 1) Atherosclerosis starts early in life (young adulthood or earlier); 2) Cumulative exposure to high LDL cholesterol levels is associated with later life atherosclerosis (estimated by measurement of coronary calcification) and coronary heart disease events; 3) Statins lower LDL levels and reduce cardiovascular events in middle-aged and older adults.
Study Design: Randomized controlled trial with blinded outcome ascertainment
Study Subjects: Men aged 30-40 years or women aged 40-50 years with moderately elevated LDL cholesterol levels between 130-189 mg/dl
Sampling Strategy: Random sample of persons meeting entry criteria (as assessed using electronic medical records), whose physicians allow them to be contacted for the study, who subsequently respond to email and/or mailed invitations to participate and consent for the study.
Intervention: Atorvastatin 10mg pills (versus identical placebo), taken once a day, and provided free to participants and delivered by mail.
Primary outcome: Coronary artery calcification Agatston Score > 0, measured by thin-slice non-contrast computed tomography scan between 5-6 years after enrollment, and assessed by 2 radiologists blinded to treatment assignment.
Secondary outcomes: A continuous version of the coronary calcium score (= ln(CAC Score + 1)); coronary heart disease events; incident self-reported myopathy, neuropathy, or other side effects reported spontaneously during the study or systematically assessed at the end of follow up; and adherence to treatment.
Primary null hypothesis: There is no difference in the proportion of young hypercholesterolemic adults with coronary calcification between those who have taken atorvastatin 10 mg for the last 5 years versus those who have taken placebo



Study subjects
Overview: The POPAYA Trial will use a new national patient-centered clinical research network – PCORnet – to identify potentially eligible participants using medical records, contact those participants (with an opt-out option offered to providers), and follow participants for clinical events and lab testing.  PCORnet includes 13 Clinical Data Research Networks that all collect and transform their electronic health record data into a common data model that allows easy analysis across institutions.  For this project, we will collaborate with recruiting investigators at two of those Clinical Data Research Networks: pScanner (based in California) and OneFlorida (based in Florida).
Target population: Young adults with moderately high cholesterol levels (LDL = 130-189 mg/dl) who do not otherwise meet criteria for statin therapy under current guidelines
Accessible population: Adults meeting entrance criteria who have received care at one of two PCORnet Clinical Data Research Networks (either in one of the five University of California medical centers, or a medical center in Florida participating in OneFlorida)
Inclusion criteria
1) Women aged 40-50 year or men aged 30-40 years
2) [bookmark: _GoBack]LDL cholesterol level between 130-189 mg/dl at the time of last fasting measurement
Exclusion criteria
1) Already eligible for statin therapy under 2013 ACC/AHA Guideline (e.g., because of prior cardiovascular disease)
2) Already taking a statin
3) Treating physician identifies a medical contraindication to statin therapy
4) Treating physician requests that patient not be approached for participation (any reason)
Sampling scheme: Random sample of eligible patients (minus those who physicians exclude)
Recruitment strategy: We will create a list of patients eligible for participation according to entrance criteria that can be assessed by query of the electronic medical record, randomly sample that list, present primary treating physicians with their patients from the list and offer them a chance to exclude patients (based on Exclusion Criteria 3 and 4), and then invite remaining patients to participate by email, letter and/or phone call as needed.  Responding participants will be enrolled using an online portal.
Retention strategy: We will remind patients of our study and assess medication adherence using single-question text messaging, with follow up calls to participants who are unresponsive or non-adherent. 
