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ABSTRACT 
 

Among youth populations, American Indians have the highest prevalence of diabetes in the United 
States.  This study will use exercise as the principal lifestyle modification approach to reduce the risk of 
diabetes in this population.  The Choctaw Nation of Oklahoma has several excellent, but underutilized 
wellness facilities in their Health Services Area in rural SE Oklahoma, a low socioeconomic region.  It has 
been established that exercise lowers diabetes risk, and many obese, insulin resistant American Indian youth 
who live in this region would benefit from an increase in regular exercise.  The challenge is to modify 
behavior so that routine exercise is established and maintained.  The proposed study will test whether 
monetary incentives can elicit greater frequency and duration of exercise in American Indian youth when 
transportation and access barriers are reduced. This strategy is outlined in 3 Specific Aims to determine 
whether: 

1.  Financial incentives will increase the frequency of exercise sessions performed by American 
Indian youth.  In a 16-week trial overweight or obese, insulin resistant American Indian youth, 11-21 years 
old, will be randomly assigned to Control or Incentive groups that differ only in the amount of money they are 
given for completing up 3 exercise sessions per week.   

2.  Financial incentives will increase the volume of exercise performed by American Indian youth.  
After completion of Aim 1 participants will be re-randomized to either a Control or Incentive group for a 
second 16-week exercise period.  Groups will differ only in the amount of money paid for the amount of time 
per session spent in aerobic exercise.   

3.  Ongoing incentives will be required for maintenance of fitness center utilization established 
with financial incentives.  Participants who have progressed through Aims 1 and 2 will continue exercising 
for a third 16-week period.  Each participant will be re-randomized to either a ramp-down incentive scheme, 
or a raffle group that earns prize chances based on their exercise frequency and duration, to examine 
methods influencing durability of exercise behavior. 

As an additional goal (Aim 4), we will measure the impact of physical activity and physical fitness 
on circulating biomarkers of metabolic disease risk.  Normal weight American Indian youth with either 
low physical activity and fitness or high physical activity and fitness will be studied on a single occasion.  
Serum/plasma concentrations of lipids, amino acids, and related markers of inflammation, and oxidative and 
vascular stress will be compared among the normal weight participants and the overweight/obese youth 
enrolled in Aims 1-3.   

This study will result in an increased understanding of how to promote exercise in youth at high risk for 
cardiometabolic disease.  A secondary goal is to determine how diabetes risk factors vary with exercise 
volume and fitness. These data will be of interest to health care providers to American Indians, and to all 
youth, as well as to public policy makers. 
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SPECIFIC AIMS 

Half of adolescents in the United States fail to reach recommended levels of physical activity and nearly a 
third are overweight, elevating cardiometabolic risk early in life and setting the stage for adult disease.  
American Indians have the highest prevalence of type 2 diabetes in the United States, an elevated risk that is 
evident even in childhood.  Thus, effective interventions are needed to reduce the lifetime medical and 
socioeconomic burdens of diabetes and related diseases.  Through our prior clinical and research partnerships 
with American Indians in Oklahoma, we have gained insight into the health concerns of American Indian youth 
and the importance of community and healthcare leaders in developing creative collaborative approaches that 
work towards solutions.  Based on this expertise, we developed the proposed strategy to improve the health of 
sedentary, obese American Indian youth by providing incentives for increased physical activity.   

The high-risk youth who will be enrolled in the proposed study live in a predominantly rural, low 
socioeconomic region of Oklahoma.  They currently have access to several well-equipped fitness centers in 
the region, but these resources are underutilized.  Although it is well-accepted that regular exercise can 
improve individual health and reduce the socioeconomic burden of diabetes, reducing barriers and effectively 
modifying behavior presents a significant challenge.  Prior studies have shown that paying adults for desired 
behaviors and/or health outcomes can be effective, but the use of financial incentives to shape exercise 
behavior in adolescents has not been reported.  We hypothesize that monetary incentives will encourage 
obese, insulin resistant American Indian youth to establish and maintain better exercise habits, 
ultimately resulting in better health.  We propose to provide transportation for participants to the wellness 
centers and individually tailored instruction and oversight by fitness professionals so that the centers are 
accessible and appealing.  The provision of monetary incentives is designed to reinforce the frequency and 
duration of exercise.  Our strategy to accomplish these goals is outlined in the following Specific Aims:   

Aim 1: To determine whether financial incentives will increase the frequency of exercise sessions 
performed by American Indian youth at a community fitness center.  Obese, insulin resistant American Indian 
adolescents will be randomly assigned to one of two groups for a 16-week exercise program: Control 
($4/session, up to 3 sessions/week, provided as compensation for time), or Incentive ($4, $10, and $16 for the 
first, second, and third session each week, respectively).  All participants will be provided transportation to and 
from the fitness center and professional instruction and supervision for aerobic exercise training, but will differ 
only in the amount of money they are eligible to collect for their attendance.  A secondary goal of this Aim is to 
assess the association between exercise frequency and changes in diabetes-related risk factors, including 
insulin sensitivity, body composition, and blood lipids. 

Aim 2: To determine whether financial incentives will increase the duration of exercise performed by 
American Indian youth at a community fitness center.  Participants who complete Aim 1 will be re-randomized 
to one of two groups for a second 16-week period of exercise: Control ($4/session, up to 3 sessions/week), or 
Incentive ($4, $7, or $10 for 20-, 40-, or 60- minute sessions, respectively, up to 3 sessions and $30/week). 
Transportation and professional supervision will remain the same as in Aim 1.  A secondary goal is to assess 
the association between exercise duration and changes in diabetes-related risk factors. 

Aim 3: To determine whether ongoing incentives are required for maintenance of fitness center utilization 
established with financial incentives.  Participants who complete Aim 2 will enter a third 16-week exercise 
period with diminished monetary incentives.  Each person will be re-randomized to one of two incentive 
structures:  a) Ramp-down, with financial incentives diminishing to zero by 8 weeks, or b) Raffle, with monetary 
prizes awarded through a drawing in which chances of winning are dependent on frequency and duration of 
exercise.  We hypothesize that exercise behavior will remain above zero even after financial incentives decline 
and that the Raffle approach will reinforce the best exercise behavior maintenance.  Clinical diabetes risk 
outcomes will be measured as in Aims 1 and 2. 

Aim 4: To measure the impact of physical activity and physical fitness on circulating biomarkers of 
metabolic disease risk.  Normal weight American Indian youth with either low physical activity and fitness or 
high physical activity and fitness will be studied on a single occasion.  Serum/plasma concentrations of lipids, 
amino acids, and related markers of inflammation, and oxidative and vascular stress will be compared among 
the normal weight participants and the overweight/obese youth enrolled in Aims 1-3. 

This study will clarify how specific incentive structures can be used to promote exercise in a population of 
adolescents at exceptionally high risk for diabetes and cardiometabolic disease.  The study will also provide 
needed insight on the volume of exercise needed to elicit changes in clinical outcomes.  These results will be 
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used to develop better lifestyle intervention strategies for American Indian youth, and for other predominantly 
rural, lower socioeconomic status people faced with the distress of elevated diabetes risk.  This study will 
provide valuable data for clinicians who treat American Indians and youth in general, as well as for public 
policy makers. 

 
 

RESEARCH STRATEGY PART A: SIGNIFICANCE 
Prevalence and socioeconomic burden of obesity and diabetes:  Over the past 40 years, childhood 
obesity in the U.S. has increased 4-fold, and ~30% of children are now overweight or obese (BMI ≥ the 85th 
percentile for age and sex) (69, 70).  The serious social, economic, and public health costs of childhood 
obesity and sedentary lifestyle are recognized as national health priorities.  In 2006 the US Government 
Accounting Office reported that health care expenditures for obese children are ~3 times higher than average 
(42).  In addition, obesity contributes to the growing prevalence of diabetes (~9-13% of all Americans) and pre-
diabetes (16% of youth and 30% of adults) (29, 30, 61).  While the prevalence of type 2 diabetes (T2D) is 
highest in older adults (29), ~200,000 youth ≤19 years of age now have T2D (35, 82, 108), and metabolic 
syndrome is present in 25-50% of obese adolescents (59).  The effects of obesity and low physical activity 
during adolescence are compounded by their association with dyslipidemia and hypertension and likely 
persistence into adulthood (37, 67, 89).  Thus, the alarming rates of childhood obesity now will only exacerbate 
the socioeconomic costs of diabetes and related metabolic disorders in the future.  These data highlight the 
urgent need for novel approaches to the problem of childhood overweight and obesity and associated health 
complications.   
Association of obesity with cardiometabolic disorders:  Insulin sensitivity, a recognized marker of 
metabolic risk, is impaired in people who are overweight or obese and improved by exercise training.  
Overweight or obese children are more likely than their normal weight peers to have insulin resistance, 
impaired beta-cell function and elevated cardiometabolic risk factors such as dyslipidemia, and hypertension 
(87, 108, 110, 111).  Insulin resistance is also associated with increased concentrations of circulating 
inflammatory markers (96, 97, 109) and lower adiponectin (20).  Growing evidence links inflammation (e.g., 
adipocytokines) with abdominal adiposity and insulin resistance (51), and abdominal adiposity is a strong 
predictor of insulin resistance (14, 56, 85).  Thus, we have targeted children with insulin resistance for the 
current study because of their elevated risk of developing diabetes, and we will use insulin sensitivity as one of 
the clinical outcomes for measuring the effects of exercise on health.   
The problem of diabetes in American Indians and the Oklahoma partnership motivating this proposal: 
The prevalence of T2D has become a leading health concern for American Indian people, as prevalence of 
T2D (13.1%) among American Indians is higher than in any other racial/ethnic groups in the U.S. (93, 94).  The 
disproportionate burden of T2D in American Indians was shown in the SEARCH for Diabetes study, which 
estimated the prevalence of diabetes in children from several racial/ethnic groups (82).  In youth 10-19 years 
old, T2D accounted for 76.4% of diabetes cases in American Indians but only 5.8% of cases in their non-
Hispanic white peers.  These and other data clearly implicate genetic and/or environmental factors in the 
elevated T2D risk seen in American Indian youth from an early age.  Therefore, effective intervention programs 
are urgently needed to reduce diabetes risk in this population.  The relative benefits of intervention programs 
may be most discernible in a high-risk population. 

The participation of American Indian tribes, including the Choctaw Nation of Oklahoma, in recent clinical 
research trials demonstrates the commitment and resolve of Oklahoma tribes to address health problems.  For 
the last 7 years, Oklahoma has been the leading recruitment site nationally for the TODAY (Treatment Options 
for Diabetes in Adolescents and Youth) study, a multi-centered trial sponsored by NIDDK that is designed to 
define optimal treatment of T2D in youth (28, 98).  The Choctaw Nation has been a major and effective partner 
in these efforts.  Nevertheless, the obesity and diabetes epidemics continue in Oklahoma and nationwide.  Our 
recent and ongoing experience in Oklahoma in the TODAY trial taught us that many barriers to successful 
intervention must be eliminated to reduce the diabetes epidemic (28, 107), particularly for youth living in rural 
parts of Oklahoma.  These barriers include high rates of poverty, low rates of any family member obtaining a 
high school education, and high consumption of high-calorie, nutrient-poor foods.   Due to lack of 
transportation and other social complexities, families living in rural areas of the state often fail to attend their 
scheduled medical clinic visits.   However, we have experienced superior adherence and attendance for study IRB NUMBER: 0434
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visits in the TODAY trial compared to prior research studies, because guaranteed, reliable transportation and 
incentives for participation were provided (88).   

The recent experiences of the TODAY trial have shown that preventing T2D in American Indian youth 
requires novel approaches that overcome social barriers.  This may require major changes in public health 
policy that extend beyond making exercise facilities and healthier foods more readily available.  The success of 
the TODAY trial in Oklahoma demonstrates the strong commitment that American Indian leaders are making in 
the effort to understand and eliminate the health disparities facing American Indian youth.  Since the start of 
the TODAY trial in 2003, Greg Pyle, Principal Chief of the Choctaw Nation, has publicly championed efforts to 
reduce obesity among American Indian youth and consistently supported improved health policies and 
preventative programs.  This vested involvement of community leaders like Chief Pyle and the clinical and 
wellness center staffs will contribute to the successful completion of the current proposal. A recent review of 
lifestyle intervention programs to prevent obesity and diabetes in American Indian communities highlighted the 
need for such commitments from community leaders (43). The TODAY trial indicates that the increasing rates 
of obesity and T2D in American Indian youth can be reversed if barriers to participation are overcome.  
Therefore, although we will obtain valuable information regarding the effects of exercise on metabolic 
outcomes, the primary focus of this proposal is to define effective incentives for increasing participation of at-
risk youth in an exercise program, after barriers to access have been reduced.  The knowledge gained through 
this study will be used to improve diabetes prevention programs and to shape public health policies. 

The Choctaw Nation of Oklahoma’s experience of health distress:  The Choctaw Nation of Oklahoma has 
implemented preventative programs to reduce health disparities.  However, current health statistics 
demonstrate that further improvements are needed to reach the benchmarks for success.  In 2010 Choctaw 
Nation Health Service published a report on the health status of the people in their service area of SE 
Oklahoma (24) using data compiled from their Resource and Patient Management System, the Oklahoma 
State Department of Health, and the U.S. Census Bureau.  Several key data from this report highlight the 
disproportionate health and socioeconomic concerns of our target population in this study: 
x The prevalence of morbid obesity (body mass index ≥ 40 kg/m2) in the patient population of the Choctaw 

Nation Health Care System is 10%, which is twice the Oklahoma state average of 4.8%. 
x More than 25% of girls and 30% of boys ages 12-19 years old are obese, remarkably higher than the ~18% 

obesity rate among all U.S. children. 
x T2D prevalence has risen to 12.5% in the Choctaw Nation Health Services patient population, and diabetes 

is the third-leading cause of death, exceeded only by heart disease and cancer. 
x Poverty rates are 17-26% in all 11 counties of the Choctaw Nation Services Area, which exceeds state 

(15.8%) and U.S. (13%) average rates.  More than 25% of children ≤18 years old live in poverty. 
x The median annual household income for this population is ~$31,000, substantially lower than the 

averages for Oklahoma (~$43,000) and the U.S. (~$52,000).  In 9 of the 11 counties in the Choctaw Nation 
Services Area, unemployment rates since 2009 have exceeded the statewide average of 6.5%. 
In addition to poverty, Choctaw Nation Health Service Area patients are likely to face barriers such as lack 

of transportation, food deserts (inconsistent food supply), and lack of safe, assessable outlets for physical 
activity.  Several unique and potentially useful support programs are offered to help address those barriers, 
although there is insufficient research about community awareness, specific needs, and ultimate effectiveness 
of current services in reducing distress and health disparities. To improve the alignment between community 
needs and available programs, a structured assessment of current and future needs was conducted beginning 
in June 2011 by the Choctaw Nation in partnership with another academic research center, and may be 
available once the current project begins.  Even though the focus of the current study will be on youth from the 
Choctaw Nation of Oklahoma, our goal is to apply the information gained and strategies developed through this 
proposal to other communities with similar barriers so health disparities can be adequately reduced. 

Summary:  Increased diabetes and cardiometabolic disease risks are looming for an entire generation of 
obese and largely sedentary children and adolescents in the United States.  This problem is particularly acute 
in American Indians, many of whom face significant socioeconomic challenges.  While increasing exercise 
participation will not address the entirety of social and clinical problems facing obese, insulin resistant youth 
the proposed program can establish critical progress toward improved physical and mental wellness.  
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RESEARCH STRATEGY PART B: INNOVATION 
The use of incentives for exercise behavior:  Ensuring adherence is a major challenge of behavioral 
intervention programs.  Attempts to promote weight loss, maintenance of an exercise routine, or smoking 
cessation often fail because the benefits are not sufficiently obvious to the person affected (i.e., people may 
not fully appreciate how improving their fitness or reducing adiposity could improve their quality and length of 
life, particularly children).  In addition, the effects of health-promoting behaviors are not immediately rewarded, 
and short-term temptations to deviate away from target behaviors may over-ride long-term goals (5).  A 
financial incentive can help overcome these problems because the provision of money provides a tangible, 
nearly immediate reinforcement of target behavior and can offset the temptation of short-term choices that are 
contrary to long-term benefits.  Lottery systems of monetary awards can be both successful and cost-effective 
because people tend to overestimate the probability of unlikely but desirable events, like winning the lottery, 
and therefore act to increase opportunities (54, 76).  Lottery incentives have been used to promote weight loss, 
the completion of health questionnaires, and attendance at sports training sessions for adults (34, 44, 80, 103) 
and will therefore be used as a strategy to promote exercise maintenance during Aim 3 of this proposal. 

Monetary incentives have been used with adults in weight loss programs, to reduce smoking and 
substance abuse, and to increase preventive health behaviors such as vaccinations and disease risk screening 
(6, 18, 41, 53, 81, 92, 95, 103).  Fewer studies, however, have used monetary incentives to promote exercise 
behavior, and most of these were implemented in workplace settings (41, 95).  Examples of studies outside of 
the workplace in which people were paid to exercise include an 18-month weight loss program for obese adults 
that showed that financial incentives and/or personal trainers resulted in significantly better exercise session 
attendance compared to assignment to group exercise classes (52).  Another study showed that older people 
who could earn up to $25 per week for walking time completed more exercise than a control group that was 
paid a fixed amount (4.1 vs. 2.3 hours/week) (40).  Finally, college students who were paid $100 to visit the 
campus gym 8 times in one month successfully met that goal and maintained a significantly higher frequency 
of gym attendance without incentives for the next 2-4 months compared to the pre-incentive period, a change 
that did not occur in either an unpaid control group or a group paid to visit the gym only once (23). 

Although studies in adults support the potential value of financial incentives to reinforce exercise behavior, 
to our knowledge there are no reports on the use of financial incentives to promote specific health behaviors in 
children or adolescents.  Therefore, eliciting and reinforcing exercise behavior in youth with high diabetes risk 
and living in a predominantly rural area is a highly novel aspect of the current proposal.  We chose to use 
monetary incentives because data, albeit from studies in adults, support that better exercise adherence is 
achieved with financial versus other types of incentives (41, 95).  Alternate incentives instead of money, such 
as games, sports gear, clothes or restaurant certificates, are likely to have variable appeal and reinforcement 
value among participants.  Some behavior modification studies with obese children used restricted time for 
watching TV as a reward for physical activity, using special video units controlled by parents and investigators 
in the homes of participants (46, 47, 78).  However, this strategy is expensive and difficult to implement on a 
large scale.  In comparison, monetary reinforcement of behavior is simple to implement and broadly applicable. 

The provision of monetary incentives is meant to promote and reinforce healthy behavior but for studies 
with youth, we appreciate the need to find an appropriate balance between using money to elicit high 
adherence rates and the ethical concern that undue influence could result from payments that are too large.  
Thus, the payments in the current investigation will be commensurate with amounts used in our recent and 
ongoing IRB-approved studies with children, which use similar procedures and require similar time 
commitments as in the current proposal.  Most research studies that enroll community volunteers provide 
remuneration for time and travel, and many participants now expect to be paid for their efforts.  By carefully 
structuring the relative size and schedule of payments in the current study, we seek to test whether a modest 
amount of money can modify healthy behaviors and, in turn, improve markers of disease risk. 

Lifestyle interventions and the role of exercise:  It is clear that lifestyle programs combining nutritional, 
behavioral and physical activity components can prevent the onset of diabetes in adults (e.g., Diabetes 
Prevention Program and others) (33, 38, 50, 58, 99) and improve insulin resistance and related risk factors in 
obese youth (e.g., Yale Bright Bodies Program and others) (9-11, 79, 84).  Notably, the Diabetes Prevention 
Program showed that an intensive lifestyle program has a lasting impact on fasting glucose, development of 
diabetes and medication use for at least 7 years after the end of structured intervention (32).  Lifestyle 
modification programs for obese children could have similar lasting benefits on healthcare costs and quality of IRB NUMBER: 0434
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life.  However, dietary programs targeting weight loss require intensive management for success, and even 
then weight regain is likely (32).  While family-based interventions have shown some promise for obese 
children, they are difficult to implement and are costly (36, 49).  In addition, since many of these programs are 
multi-factorial, it can be challenging to parse out the relative contributions of exercise, weight-loss, or other 
factors to the health benefits observed (79, 84, 100), and to determine the most cost-effective ways to utilize 
limited financial resources.  

The proposed study design will confront these practical issues and determine the effects of exercise on 
diabetes risk, without a targeted weight loss component or specific nutritional intervention.  Recognizing the 
important contributions of dietary behavior to diabetes and cardiovascular risk, all participants will receive 
medical nutrition therapy consultations as part of their standard clinical care.  After careful consideration, we 
chose a unique study design that does not include a dietary or weight loss intervention, in order to assess the 
direct effects of exercise.  We also sought to develop a program that may be more cost-effective than intensive 
weight loss programs by incentivizing a healthy behavior (exercise) rather than a specific outcome that is 
difficult to achieve (weight loss).  From our prior experience we are confident that we can achieve compliance 
with the proposed exercise program and that beneficial changes in clinical outcomes will emerge even if there 
is no change in body mass. 

Even in the absence of weight loss, several benefits accrue with regular exercise (27).  For example, 
increasing cardiorespiratory fitness reduces the risk of metabolic syndrome and cardiovascular disease 
independent of adiposity (26, 45, 60).  We and others have shown that insulin resistance and abdominal 
adiposity can improve in adults in response to exercise training even with little or no change in body mass (17, 
60, 85).  Likewise, insulin sensitivity was improved in obese youth following 8-12 weeks of moderate intensity 
aerobic exercise despite no change in body mass (15, 68, 102).  Thus, while reduction in body mass is an 
important goal for obese children, lifestyle interventions that increase physical activity confer significant health 
benefits independent of weight loss.  In the current study we will measure body composition (including total 
and regional adiposity), insulin sensitivity, and related clinical outcomes at 16-week intervals as participants 
progress through the 48-week exercise training program.  This will provide a unique opportunity to assess the 
time course of adaptations and the relative importance of exercise versus exercise plus body weight and/or 
body fat reduction (if and when those changes occur) on several measures of diabetes risk in youth. 

Examining the effects of varied exercise volume:  Current recommendations call for at least 30-60 minutes 
of moderate-to-vigorous physical activity (MVPA) on ≥5 days per week to maintain or improve cardiometabolic 
risk, fitness, and body mass in adults, and 60 minutes per day in children (7, 72, 90).  Although experts 
acknowledge the potential dose-response benefit of greater exercise volume achieved through different 
combinations of exercise duration and/or intensity (7, 86), no specific guidelines are yet available to delineate 
the optimal quantity and type of exercise for targeting specific health goals.  The recommendations for physical 
activity volume largely draw on epidemiological data, as few prospective intervention studies have addressed 
the value of different combinations of exercise duration and/or intensity (25), and no prospective studies have 
examined how variation in exercise volume affects insulin sensitivity in children or adolescents.  The need for 
further data to support exercise recommendations was cited by the 2004 NIH Obesity Research Task Force 
(19).  Although it is not the primary goal of the study, the current proposal will provide a unique opportunity to 
test how individual selection of exercise volume impacts several measures of cardiometabolic risk since there 
is expected to be a variable exercise participation rate due to the combination of personal motivation and the 
effect of financial incentives.  Further, the study design will allow us to measure the effects of exercise 
frequency (Aim 1), exercise duration (Aim 2), and overall exercise volume (Aims 1-3) on clinical outcomes such 
as insulin sensitivity, body composition and blood lipids.  These results will allow us to address the existing 
gaps in knowledge and to design additional interventions that further clarify this important issue. 

Summary:  The most novel aspects of this proposal are the examination of how financial incentives can be 
used to motivate exercise participation and adherence in youth and how variation of exercise volume 
differentially affects clinical outcomes.  Existing lifestyle interventions designed to reduce obesity and improve 
fitness are extremely costly to our healthcare system. The proposed cost-effective approach could have high 
impact on public health policy if found to be effective. 
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Fig 2.  Projected protocol flow. 

RESEARCH STRATEGY PART C: APPROACH 
Design: Specific Aims 1-3 will follow a single prospective, randomized trial design, with 105 participants 
enrolled and 80-90 entering the exercise program (Fig 2).  The 
individual Aims are distinguished by sequential study phases and 
varying incentive structures (Fig 3 and 4).  Aim 4 is a cross-
sectional comparison between overweight/obese participants 
entering the main trial and two groups of normal weight youth (up 
to 40 participants per group) with either low physical activity and 
fitness or high physical activity and fitness (up to 40 participants 
per group). 
Participants: Male and female American Indian youth 11-21 
years old will be recruited from the Choctaw Health Service Area 
of SE Oklahoma.  For the primary exercise incentives study, the 
eligibility criteria include BMI ≥85th percentile for age- and sex-
specific norms based on growth charts from the Centers for 
Disease Control, maturation level ≥Tanner Stage 2 for breasts 
(girls) or genitalia (boys), family history of T2D, and recent history 
of low physical activity.   Low physical activity, defined as 
attaining <30 minutes of structured moderate-to-vigorous intensity 
exercise on ≤ 3 days/week over the preceding 3 months, will be 
confirmed through questionnaires and objective monitoring as 
described below.  For both normal weight comparison groups in 
Aim 4, eligibility will include BMI greater than 20th and less than 
85th percentile, maturation level ≥Tanner Stage 2 for breasts 
(girls) or genitalia (boys), and recent history of either a) low 
physical activity (same as the overweight/obese group) or, b) high 
physical activity (>30 minutes of structured moderate-to-vigorous 
intensity exercise on >3 days/week over the preceding 3 months.  
T2D family history will be recorded but will not be an inclusion 
criterion for the normal weight groups.  Fitness level and physical 
activity will be determined through testing, described below.  
Additional enrollment and retention eligibility criteria are: lack of 
diabetes or other potentially confounding metabolic disorders, 
able to safely exercise, willingness to complete the testing and 
participation schedule, and not on medications known to impact 
the stated outcomes.  A medical history and physical exam will be 
performed to assure suitability for the study during the initial 
screening.  Inclusion and exclusion details are provided under 
Human Subjects. 

Protocol:  All overweight/obese participants will follow the same 
protocol.  After an initial screening to ensure eligibility, a standard 
set of clinical outcome assessments will be performed at baseline 
(Pre-test), after completing 16-weeks of exercise training in Aim 1 
(Post-test 1), again after completing the second 16-week exercise period in Aim 2 (Post-test 2), and once more 
after completing the 16-week exercise period in Aim 3 (Post test 3).  Normal weight participants enrolled into 
Aim 4 will complete only the screening and baseline tests; they will not continue with the incentivized exercise 
program. 

Screening:  During this visit, informed written consent/ assent of participants and their parents will be 
obtained in accordance with IRB guidelines.  A medical history and physical exam will be performed.  Each 
child and a parent/guardian will be interviewed to educate them on their child’s health status, the importance of 
physical activity as a component of a healthy lifestyle, and the potential improvements in clinical outcomes that 
may occur in response to increased exercise behavior.  The interview will also be used to assess potential 
barriers to change.  This may include, but is not limited to several identifiable personal and environmental IRB NUMBER: 0434

IRB APPROVAL DATE: 01/04/2016



Verson V1.13, Dec 22, 2015     13 
Co-PI’s: Copeland & Short   OUHSC IRB # 0434, CNO IRB # 12-0162 
concerns that could interfere with the child’s ability to complete the study, such as family employment 
demands, income and education status, transportation and food availability, social structure, and competing 
time demands.  A comprehensive, individualized plan will be developed to reduce barriers.  A motivation 
assessment questionnaire with established validity and reliability (62, 73, 91) and adapted for a rural 
community will be used to evaluate preferred types of exercise, social support, and perceptions of barriers to 
exercise by child and family.  Community and environmental barriers to exercise will also be assessed.  The 
Choctaw Nation of Oklahoma offers several social service programs designed to eliminate distress, including 
academic tutoring, mentoring, organized activities, housing assistance, nutrition classes, and counseling.  
Many of these services are located near the Wellness Centers.  The interviewer will be responsible for linking 
the family to these services when appropriate and performing follow-up to address new and existing barriers.  
The goal of this effort is to insure that a decision by the child or family to discontinue the study is due to choice 
and not due to barriers that can be reasonably addressed. 

Baseline pre-training testing: The baseline tests may be combined with the screening visit.  Baseline 
tests will be comprised of measurements of daily physical activity, aerobic fitness, body composition, and 
insulin resistance.  Daily physical activity will be objectively measured with a step-activity monitor worn for 7 
days during waking hours.  Participants will be asked to maintain their normal lifestyle patterns during this time.  
A registered dietitian will provide instruction on a healthy eating plan but specific weight loss goals or dietary 
monitoring will not be part of this study.  Insulin resistance and other clinical outcomes will be assessed using 
fasting blood samples.  Participants will report to the research center in the morning following an overnight fast.  
Body composition and exercise tests will be performed as described below. 

Exercise training: The 16-week Aim 1 exercise training period will begin within two weeks after the Pre-
test.  Training sessions will be performed at one of the Wellness Centers described in Facilities, with potential 
for additional sites depending on needs and the availability of appropriate supervision.  All participants already 
have free membership to the Wellness Centers as a benefit provided to Certificate Degree of Indian Blood 
(CDIB) cardholders.  Free transportation will be arranged through a shuttle service already in place for medical 
visits.  Fitness professionals at each center will provide instruction, supervision, and ongoing guidance to 
assure that exercise sessions are completed safely and effectively.  Participants and their parent/guardian will 
be instructed that the exercise goal throughout the entire 48-week study is to achieve 60 min/day of moderate-
to-vigorous physical activity (MVPA), consistent with current guidelines for children (13, 31, 90).  MVPA is 
defined as continuous exercise that elicits a heart rate ≥ 70% of peak heart rate.  Each participant will be able 
to choose the frequency of visits to the wellness center and the length of time engaged in MVPA, since the 
purpose of the study is to test the effect of incentives on exercise behavior.  Several types of exercise can be 
selected, including walking, running, cycling, stair stepping, aerobic dance or other activities.  Instructors will 
advise a gradual increase in exercise intensity and duration as tolerated over the first 2-3 weeks to allow for 
familiarization and safety.  To promote healthy behavior within the community and foster social support, all 
participants will be invited to exercise with family members or friends if they choose and this will be recorded 
as a covariate.  As in our previous studies, exercise intensity will be monitored by recording heart rate with a 
chest strap transmitter that outputs to a computer for quantification and data storage.  These data will be used 
to document training sessions.  To provide backup in the event of technical failure, training sessions will also 
be recorded in an exercise log by each participant and confirmed by fitness center staff.  Exercise will be 
quantified by frequency (sessions per week), duration (length of sessions), and total volume (Metabolic 
Equivalent of Task-hours, MET-h, a measure of intensity relative to resting x activity time). 

After completing Aim 1 and the associated post-test, all participants who completed an average of ≥ 1 
exercise session per week will be eligible to continue on to Aim 2.  The only difference between Aims 1 and 2 
will be the financial incentive scheme; the overall exercise goals, and provision of transportation and 
professional oversight will remain the same.  Similarly, after completing Aim 2 and the associated post-test, all 
participants who have averaged ≥ 1 exercise session per week in Aim 2 will be eligible to continue on to Aim 3.  
No changes will be made to the exercise goals or availability of transportation and facilities in Aim 3.   

To allow for potential schedule conflicts and missed sessions (e.g., illness, travel) participants will be 
allowed to “catch-up” by performing up to 3 extra sessions within the 3 weeks following a week with less than 3 
sessions.  Thus, if an entire week is missed due to illness, 12 sessions for payment can be completed over the 
next 3 weeks instead of the targeted 9 sessions.  Additionally, participants will not be discouraged from 
performing more than the targeted exercise volume of 3 days per week of 60 minutes per session.  Exercise 
beyond this target that is performed at school, at home or at the Wellness Centers is acceptable, since the goal IRB NUMBER: 0434
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Aim 1 payments, exercise sessions/week: 
 Session of the week  
Group Day 1 Day 2 Day 3 Max. 
Control $4 $4 $4 $12 
Incentive $4 $10 $16 $30 

 
Aim 2 payments, exercise time/session: 

 Time per session  
Group 20 min 40 min 60 min Max. 
Control $4 $4 $4 $12 
Incentive $4 $7 $10 $30 

 

Fig 3.  Aims 1 & 2 incentive structures.  
Values are payments per visit and weekly 
maximum. 

of this program is to foster increased physical activity.  Participants will be instructed to include such extra 
physical activity in their exercise log book, though they will not receive payment for days or time beyond the 
structured incentive program.  This information will be used as part of the data analysis plan if applicable. 

Post-training testing:  After each of the 16-week exercise phases in Aims 1, 2, and 3, the clinical outcome 
tests performed at the baseline will be repeated.  Staff that supervise exercise sessions will not be blinded to 
group assignment, but most other staff, including nurses and chemistry lab staff, will not know group 
assignments, so the potential for bias is expected to be low.  The fasting blood sample will be acquired 2 days 
(38-48 hours) after the last exercise session in order to assess exercise adaptations that are distinct from the 
residual effects of the most recent training session.  The exercise fitness and body composition tests will also 
be repeated at the end of each study phase. 

Group assignment:  Within each Aim, participants will be 
assigned to one of two groups using a randomized 
stratified block design that was selected to reduce the 
potential for baseline variability among the groups.  
Participants will be assigned to blocks of 2 (duos) matched 
for age and sex.  A participant who is not yet matched on 
the two factors will determine the age and sex for a newly 
established duo. The next participant to meet those 
matching criteria will be assigned to that duo.  Each duo 
will have one participant in each of the intervention groups, 
but the group to which each participant in a block is 
assigned will be pre-determined by a unique random 
permutation. 

 
Incentive programs 

Overview and rationale:  Each participant will receive 
$50 for completing the initial screening visit and baseline 
set of clinical and fitness tests.  Normal weight participants in Aim 4 will stop after completing the baseline 
tests.  Overweight/obese participants who continue into the exercise program will also receive and $50 each 
time they complete the end-of-phase set of clinical and fitness tests (3 Post-tests after each 16-week study 
phase).  These payments are similar to amounts used in our recent and ongoing studies of children that have 
similar procedures and time requirements.  The payment schedules for exercise sessions are detailed in each 
of the separate Aims sections below.  We set the payment levels for Aims 1 and 2 based on our experience 
with exercise studies for adolescents.  Payments were selected to be commensurate with the time commitment 
of participants, as well as the need to create a distinctly higher payment in the incentivized groups so as to 
elicit the targeted high adherence.  The total time for testing and exercise sessions per participant is ~164 
hours over ~50 weeks, not including transportation time to and from the participant’s home or school and the 
wellness and testing sites.  Depending on group assignment, the range of total compensation to participants 
who complete all assigned study visits will be $716-1,292, or ~$4.40-7.90 per hour of involvement.  We 
deemed this to be an appropriate compensation/ incentive without inducing undue influence.  Payments for 
screening and baseline test will be arranged at the time of completion using a reloadable debit card provided at 
no charge to the participants.  Thereafter, payments for completed exercise training sessions and Post-
exercise tests will be provided every 2 weeks for as long as the participant remains in the study. 

Aim 1:  This aim will test the hypothesis that the frequency of exercise sessions at the wellness center will 
vary with the amount of money offered for the number of sessions per week.  Participants will be assigned to 
one of two groups that only differ in the payments for completing their exercise sessions.  For both groups, 
payment will be provided for the number of sessions performed, up to 3 per week.  As shown in Fig 3, the 
Control group can earn up to $12 per week at a flat rate of $4 per session, while those in the Incentive group 
can earn up to $30 per week through an incentive structure meant to encourage exercise on 3 days per week.  
Qualifying exercise sessions for both groups must be ≥ 20 minutes/session of MVPA during the first 3 weeks, 
increasing to ≥ 30 minutes/ session of MVPA in weeks 4-16.  To allow for rest breaks, the activity time can be 
accumulated rather than continuous.  The plan for recording sessions and making up missed sessions is 
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Aim 3 Ramp-down payments: 
 Time per session 3d/wk  

Week 20 min 40 min 60 min Bonus Max. 
1 $2 $4 $6 $2 $20 
2 $2 $4 $6 $2 $20 
3 $2 $4 $5 $2 $17 
4 $2 $4 $4 $2 $14 
5 $1 $2 $4 $2 $14 
6 $1 $2 $3 $1 $10 
7 $1 $1 $3 $1 $10 
8 $1 $1 $2 $1 $7 

  
Aim 3 Raffle chances earned: 

Exercise time 
per session 

Session of the week  
Day 1  Day 2  Day 3 Max. 

20 min 1 2 3 6 
40 min 2 3 5 10 
60 min 4 5 7 16 

 

Fig 4.  Aim 3 incentive schemes. The Ramp-down 
bonus is for completing 3 sessions/week.  Max. = 
total payment or raffle chances per week. 

outlined in the Exercise Training section.  By completing all of the targeted 48 exercise sessions participants 
can earn a maximum of $192 (Control) or $480 (Incentive) for exercise in this Aim. 

Aim 2:  This aim will test the hypothesis that exercise time per visit will vary with the amount of money 
offered for the length of exercise sessions.  In this aim, as in Aim 1, the Control group will earn $4 per session 
for up to 3 sessions per week.  The Incentive group can earn up to $30/week, with a payment structure based 
on the length of time for each exercise session (Fig 3).  The incentive is meant to encourage at least 60 
minutes of MVPA per exercise session, consistent with the daily activity recommendations for youth.  As in Aim 
1, this study phase is 16 weeks so completion of all 48 targeted exercise sessions will result in payments of 
$192 (Control) or $480 (Incentive). 

Aim 3:  This aim will determine if exercise behavior developed during the preceding 32 weeks will continue 
when payments for exercise are diminished.  Participants will be randomized to either the Ramp-down or 
Raffle group.  Maximum payments for the Ramp-down group will begin at $20/week, through a payment 
structure that incentivizes exercise time, as in Aim 2, with a bonus for completing 3 sessions in a week (Fig 4).  
The weekly payments will be decreased over 8 weeks, reaching $0 for weeks 9-16.  The Raffle group will earn 
chances to win prize money based on the number of fitness center exercise sessions and time spent 
exercising each week.  The number of raffle entries earned for each session will vary from 1-16 per participant 
each week (Fig 4).  Random drawings will be conducted to determine winners, with the total value of the 
weekly prize pool set to ~$7 per person.  All participants will continue to receive the same transportation and 
Wellness Center access as before.  Total potential payment for exercise in Aim 3 will be ~$112 per participant, 
though the actual amount for Raffle group members will vary according to chance. 
Clinical outcome tests 

Insulin sensitivity: Fasting insulin sensitivity will be assessed by Homeostasis Model of Assessment - 
Insulin Resistance (HOMA-IR), calculated as: [fasting insulin (µIU/ml) x fasting glucose (mg/dl)/405].  

Anthropometry and blood pressure:  Height, body mass, and waist and hip circumference will be 
measured by trained nurses.  As regularly performed by our lab, total body and regional fat and lean tissue will 
be measured using bioelectrical impedance analysis at each of the pre- and post-training visits.  Blood 
pressure will be measured in duplicate after the child has rested quietly for 15 minutes using an appropriately 
sized arm cuff. 

Fitness testing: Bicycle ergometer tests with 
increasing workloads will be used to measure maximal 
aerobic work output, peak rate of oxygen consumption 
(VO2peak) and heart rate, and the workload 
corresponding to a heart rate of 170 beats/min (48, 77).  
Submaximal stages will be used to establish 
relationships among heart rate and power and used to 
assess work economy.  Continuous measurements of 
expired gases will be performed with a facemask and 
metabolic measurement cart and heart rate with Polar 
heart rate monitors.  For normal weight participants, 
the cut point for fitness level (low versus high) will be a 
VO2peak of 46 ml/kg/min for boys and 37 ml/kg/min for 
girls.  This threshold was identified as a marker of 
elevated metabolic risk, based on a composite of 
standard clinical outcomes such as blood pressure, 
glucose, lipids, and waist circumference, in a cohort of 
more than 2,000 adolescents (age ~15 y), who 
performed a standard bicycle fitness test (4). 

Physical activity assessment:  Free-living daily 
ambulatory activity will be measured with 
accelerometers worn on the waist (Fitbit Zip, Fitbit Inc.) 
throughout the day, recording data each minute for 7 
days.  Data analysis includes total step count and 
activity patterns based on step rates. We have recently 
completed validation and reliability assessments of IRB NUMBER: 0434

IRB APPROVAL DATE: 01/04/2016



Verson V1.13, Dec 22, 2015     16 
Co-PI’s: Copeland & Short   OUHSC IRB # 0434, CNO IRB # 12-0162 
these monitors in our laboratory have found very high levels of agreement with other waist or ankle-worn 
accelerometers. 

Dietary advice: There will not be a specific dietary intervention in the current investigation.  However, all 
participants will watch a video presentation on healthy eating prepared by a registered dietitian.  The dietician 
will be available for additional consultation if requested by the participant or their family.  Participants will be 
instructed to standardize their food intake for 3 days prior to prior to each fasting blood draw. 

Plasma/serum analysis: In addition to measurements of glucose and insulin performed to measure insulin 
resistance, blood will be collected for measurement of lipids, inflammatory and related disease risk markers.  
All planned assays are established on campus or in our laboratory.  Lipid analyses include total-, HDL- and 
LDL-cholesterol (measured at the Oklahoma Veterans Administration Clinical Laboratory) and non-esterified 
fatty acids (colorimetric assay, Wako Chemicals, Richmond, VA).  Pro-inflammatory biomarkers associated 
with obesity and insulin resistance include oxidized LDL (oxLDL) and HDL (oxHDL), high-sensitivity C-reactive 
protein, myeloperoxidase, high-molecular weight adiponectin, visfatin, and the soluble vascular-derived 
molecules, intercellular cell adhesion molecule-1 (ICAM-1) and vascular cell adhesion molecule-1 (VCAM-1), 
measured with ELISAs from Phoenix Pharmaceuticals, R&D Systems and Millipore.  Additionally, we will 
measure the plasma concentration of a panel of amino acids and their metabolites (particularly isoleucine, 
leucine, valine, and adiptic acid), and a panel of fatty acyl CoA’s, that have been reported to be increased in 
children and adults with diabetes, and have been shown to predict the future onset of diabetes (2, 3, 8, 16, 39, 
57, 64, 74, 75, 83, 101, 104, 105).  Hemoglobin A1c will be measured to assess recent history of glycemic 
regulation and diabetes risk (Choctaw Nation Health Clinic).   Blood collection, sample analysis and destruction 
of unused samples will adhere to NIH, IRB and Choctaw Nation of Oklahoma guidelines.  

Data analyses:  Since group assignments will be balanced for age and sex, the groups are expected to be 
similar at baseline.  Additional comparisons will be performed to identify demographic or other variables on 
which the groups might differ (e.g., weight loss) that could affect the primary outcomes.  Subsequent analyses 
will adjust for these potentially confounding variables.  Regression models, which adjust for modifier (or 
confounding) variables identified in initial data exploration, will compare between-group differences in the 
primary outcomes.  Since we anticipate that the number of fitness center visits, which is the primary outcome in 
Aim 1, will follow a Poisson distribution typical of counts, we will explore a multivariable Poisson regression 
model to analyze that aim.  To assess Aim 2, a more conventional regression model will analyze the primary 
outcome, which is the total time that participants engage in exercise.  The effects of exercise training on 
secondary outcomes will be analyzed similarly, using multiple linear regression.  Analysis of Aim 3 will also 
utilize multivariate modeling to determine which factors, including exercise group assignment, best explain the 
change in exercise volume and clinical outcomes over the final phase of the study.  Residuals generated from 
regression models will be inspected for normality and data will be log-transformed or subjected to non-
parametric testing as appropriate.  Aim 4 is a cross-sectional study design so the main effects of physical 
activity (high versus low), fitness (high versus low) and body size (normal weight versus overweight/obese) on 
biomarkers of metabolic disease risk will be initially determined using an analysis of variance approach, with 
Bonferroni tests to make pairwise comparisons between groups.  A multivariate modeling approach, similar to 
that used in Aims 1-3, will be used to identify the best sets of predictor variables for specific biomarkers.   A P 
value <0.05 will be considered statistically significant.   

Sample size and power estimates: Group sample sizes were estimated to test the primary hypotheses in 
Aims 1 and 2 that the Incentive groups will complete a greater number of exercise sessions (Aim 1) and 
greater total exercise time (Aim 2) than the respective Control groups.  For Aim 1, the number of completed 
exercise sessions is more likely to follow a Poisson distribution than a normal distribution.  Accordingly, PASS 
software (v.2005) was used to explore a Poisson regression model.  It was verified that two groups of 40 
participants afford 80% power to detect between-group ratios of 1.1 to 1.4 in the number of completed exercise 
sessions, depending on the groups’ mean exercise attendance.   For example, if the number of exercise 
sessions completed by members of the Control group is as low as 15, the study affords 80% power to detect a 
difference in attendance if the true number of visits in the Incentive group is 1.17 x 15 = 18 visits. 

Since few data are available that can be used to estimate rates of participation in incentivized exercise 
training in this population, we made assumptions based on our collective prior history of exercise and clinical 
trials.  Planned dropout rates were set at ~32% during Aim 1, and ~20% in each of Aims 2 and 3 (Fig 2).  We 
reasoned that participants who were the least motivated or who experienced the highest barriers to IRB NUMBER: 0434
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participation were most likely to discontinue during Aim 1 and those that remained would be more likely to 
complete the entire 48-week study.  In Aim 2, we are confident that conventional regression models can be 
used to analyze total exercise time, but are prepared to transform the outcome if there is evidence that the 
model’s inference might be untrustworthy.  Assuming that total exercise time in Aim 2 will be somewhat 
variable (SD=8 hours), two groups with N = 32 will afford 80% power to detect a between-group difference of 
5.75 hours in mean exercise time (out of a total of 48 hours possible).  The secondary outcomes in each Aim 
will focus on changes in insulin sensitivity, body composition, fitness, and the related clinical measurements.  
The first of the secondary hypotheses tested will be that the Incentive groups in Aims 1 and 2 will have greater 
changes in clinical outcomes compared to their corresponding Control groups.  These comparisons will be 
performed in separate two-factor analyses of variance where group is a non-repeated effect and time (0, 16, 32 
weeks) is a repeated effect.  An additional secondary hypothesis, that changes in the secondary outcomes will 
relate to the volume of exercise participation, will be explored in regression models that pool results from all 
participants since group assignment per se should not affect the impact if exercise on clinical outcomes. 

Expected outcomes, interpretations and potential challenges: The ideal result from this study would be 
the finding that providing transportation, professional supervision and a financial incentive promotes an 
increase in exercise frequency and duration in the targeted group.  From our past clinical and research 
involvement we have high confidence that there are an adequate number of eligible youth in the Choctaw 
Nation Service Area and that initial commitment will be high.  The challenge facing all lifestyle intervention 
programs is adherence, which prompted the approach in this proposal of reinforcing healthy behavior with 
financial rewards.  If incentivized participants meet or exceed the target levels of physical activity, this new 
strategy for establishing physical activity goals may be useful in other groups with similar barriers.  If however, 
there is unexpectedly low adherence we will carefully explore the reasons for discontinuing exercise, including 
financial, social, psychological, and temporal, so that the protocol can be revised as needed to limit potential 
barriers to the greatest extent possible.  To facilitate effective adjustments to the approach should it be 
needed, we will conduct frequent reviews of recruitment and retention benchmarks, perform continuous 
evaluation of the participant interview results, and convene regular meetings among the project staff. 

A variety of referral and advertising strategies will be used to meet enrollment goals.  We successfully 
recruited obese participants of similar age, socio-economic level and health status in the TODAY Study and 
other protocols, and the PI has regularly provided clinical care to youth at the Choctaw Nation Health Center 
for the last 11 years.  To encourage enrollment and participant compliance and to reduce the amount of travel 
required for participants, we arranged for free transportation to and from exercise sessions, which can be 
performed locally at multiple wellness centers in SE Oklahoma.  To assure that exercise instruction and 
supervision is similar among fitness centers we will distribute a manual of standard operating procedures, 
which will assure safety and fidelity of procedures among sites.  Ongoing reviews and revisions will be 
performed to assure compliance.  All clinical tests will be performed at the Choctaw Nation Health Center in 
Hugo or Talihina, OK to reduce variation in those outcomes.  Other challenges will be resolved as they arise.  

Limitations and alternate approaches: After careful consideration of the options, we concluded that the 
proposed study design would be the most effective strategy for addressing our goals in the target population.  
However, we recognize the possible limitations of this study and have made plans to address the limitations 
that may arise.  (1) Targeted weight loss is not included even though obese participants will be enrolled.  
Weight loss is an important goal for lifestyle intervention programs, but as previously noted, including a weight 
loss component in the present study design would be harder to implement and monitor successfully and would 
dilute our ability to test incentives for exercise behavior and evaluate clinical responses to exercise.  Some 
participants may lose weight during the intervention, and we anticipate that changes in body fat may explain 
part of the variance in changes in insulin sensitivity and other clinical outcomes.  This possibility will be 
addressed as part of the data analysis plan.  (2) A control group of participants who do not receive 
compensation for their participation was not included.  Traditionally, our research population and IRBs have 
expected compensation for participation in research, even for control group participants.  Thus, all participants 
will be compensated for exercise behavior, but we believe that the size of the incentives selected will be large 
enough to elicit a testable difference in behavior between incentivized and control groups.  (3) A control group 
of youth who do not exercise was not included.  From prior experience and the literature we know that in this 
population, spontaneous exercise and the likelihood of positive health outcomes without intervention are low, 
which serves as the impetus for our novel approach of providing a financial incentive and lowering barriers to IRB NUMBER: 0434
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participation.  In lieu of a no-exercise group we will acquire an objective, albeit short-term (1 week) measure of 
daily ambulatory physical activity at baseline, which we anticipate will show the participants as previously 
sedentary.  (4) The exercise program in each Aim of the study is 16 weeks long, and significant changes in 
some clinical outcomes may require more or less time to emerge.  This challenge, which exists in nearly all 
lifestyle intervention studies, requires a balance between the plausible length of time needed for differences to 
emerge among study groups and the practical challenges of retaining participants in longer interventions or 
frequent intermediate testing.  We reasoned that 16 weeks would be sufficient for changes in insulin sensitivity 
and body fat to occur if the participants approach or exceed the targeted exercise volume of 3 days per week 
for 60 minutes.  Since the full study duration is 48 weeks, analysis of the changes from baseline to Post tests 
#2 or #3 can reveal significant changes in clinical outcomes that require 32-48 weeks to become evident.  (5) 
The study design has three aims performed consecutively by each participant.  As a result of dropouts the 
characteristics of the participants who complete Aim 3 may differ from the overall group at baseline.  Thus, we 
will test for this possibility as part of the data analysis plan and will carefully interpret the results and their 
implications with this mind.  Factors such as age, sex, location, family and social involvement, financial, 
medical or other differences will be assessed.  An alternate approach of recruiting separate groups so that 
each aim could be conducted independently was deemed impractical at this time due to the larger number of 
participants and study resources that would be needed.  If, however, dropout rates exceed projections we will 
reconsider this approach.  (6) This study targets a specific population of obese youth who are at high risk for 
developing diabetes, living in a rural area, with low average socioeconomic status, and a unique cultural history 
as American Indians.  Therefore, the outcomes of the study may not be fully generalizable to other groups who 
do not possess these same characteristics.  However, since many people in the United States share at least 
some of these characteristics, it is reasonable to expect that a major portion of the knowledge gained from this 
study can be used to improve exercise behavior and to address the health risks of other people living under 
similar conditions of health distress. 

Timeline:  The procedures required to complete the study are well established in our research centers.  We 
anticipate that staff training and protocol finalization can be completed within the first two months of the project, 
and recruitment of participants will begin within that time.  Ongoing enrollment and testing will continue through 
the remaining period of support, with the last of the tests in Aim 3 by the end of year 5.  Sample analysis, data 
processing and preparation of manuscripts presenting the primary outcomes will be ongoing throughout the 
project.  The research team will meet regularly (weekly by phone and monthly in person, or more frequently as 
needed) to discuss progress and challenges and to review the integrity of the protocol, procedures, and data. 

Future plans: Our long-term goal is to identify the types of incentives, barrier reduction, and lifestyle strategies 
that are most effective at reducing diabetes risk, and which are most likely to persist.  If the proposed strategy 
is found to be effective in increasing exercise participation among youth, we will define optimal types and 
amounts of incentives in future work.  We will also test whether these approaches might be extended more 
broadly to other adolescent and adult groups with similar characteristics. 
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PROTECTION OF HUMAN SUBJECTS 
 
1a. Human Subjects Involvement and Characteristics 
Proposed involvement:  This proposal is a clinical trial to compare how distinct financial incentive programs 
elicit different volumes of exercise training, and how the volume of exercise ultimately affects insulin sensitivity 
and clinical outcomes in overweight/obese youth ages 11-21 years old.  Within Aims 1-3, children will be 
assigned to a specific incentive program using a randomized, stratified design, balancing for age and sex.  The 
participants will complete the primary testing procedures before and after each of the 16-week exercise phases 
that comprise Aims 1-3.  For Aim 4, we propose a cross-sectional comparison between the overweight/obese 
children in Aims 1-3 and comparison groups of normal weight children that are classified as either low or high 
physical fitness and physical activity.  All tests and procedures to be performed have been approved by our 
institution for use in children in our prior and ongoing studies. 
 
Characteristics of the subject population:  Boys and girls between 11 and 21 years of age, who meet the 
eligibility requirements of the study and are eligible to receive medical services from the Choctaw Nation 
Health Services (including living in the 10.5 country service area) will be enrolled.  Target enrollment for the 
initial screening visit is 105 overweight or obese youth, with the goal of 80-90 participants completing the 
baseline testing (this allows for a small number of participants to provide initial consent but then decline 
participation or be excluded for one or more of the reasons outlined in the Inclusion/Exclusion sections below).  
Overweight  will be defined as ≥ 85th percentile for BMI for age and sex, according to the Center for Disease 
Control’s growth charts.  Obesity is defined as ≥ 95th percentile for BMI on the same charts.  For normal weight 
groups, target enrollment will be 40 with low fitness/activity and 40 with high fitness/activity.  The cut point for 
fitness level (low versus high) will be a VO2peak on the bicycle fitness test of 46 ml/kg/min for boys and 37 
ml/kg/min for girls.  In a cohort of more than 2,000 adolescents (age ~15 y) who performed a standard bicycle 
fitness test, participants who were below the cited thresholds displayed elevated metabolic risk, based on a 
composite of standard clinical outcomes, including blood pressure, glucose, lipids, and waist circumference) 
(4). 
 
Inclusion criteria: In addition to the age and BMI criteria noted above, overweight/obese youth must have a 
positive family history of type 2 diabetes (first or second degree relative), and must have reached a maturation 
level of Tanner stage ≥ 2 breasts (girls) or genitalia (boys).  For normal weight participants, diabetes family 
history will be recorded but will not be a specific inclusion or exclusion criterion.  The pubertal staging criteria is 
included to control for the reported decline in insulin sensitivity that occurs during the transition from Tanner 
stage 1 to Tanner stage 2 in both boys and girls (12, 21, 55, 66).  To our knowledge, there are no studies that 
have directly reported whether or not Tanner stage affects the responsiveness of insulin sensitivity or other 
clinical outcomes to interventions such as exercise.  A recently published comment and reply with exploratory 
analyses (105) from a completed study suggested that Tanner stage had little or no effect on how insulin 
sensitivity responded to an exercise and weight loss intervention for obese adolescents   In this proposal we 
will have the opportunity to address this potentially important question.  Pubertal staging will be assessed by a 
physician or nurse using a visual aid that was originally developed as a self-report questionnaire (106).  During 
the routine physical exam the clinician will assess breast development in girls and pubic hair development in 
boys and girls and will record the developmental stage. 
 
Exclusion criteria: Screening prior to enrollment will include medical history, physical exam, and blood 
pressure.  Overweight/obese participants will be excluded if they report exercising consistently for more than 3 
times per week for more than 30 minutes during the past three months.  Physical activity will be assessed with 
questionnaires validated for use in youth (1, 106) and objectively measured with step activity monitors for 7 
days prior to the baseline testing session.  Youth will also be excluded before enrollment or during study 
participation if they have medical conditions, use medications, or have lifestyle features that are known to 
impact metabolic or physical function in a way that would pose risks or obscure the interpretation of results.   
Examples include polycystic ovary syndrome, all forms of diabetes (including type 1, type 2, MODY, etc., and 
defined as HbA1c > 6.5% and/or elevated fasting glucose or 2-hour glucose following a standard 75-gram oral 
glucose tolerance test within past 6 months), active cardiovascular, endocrine or liver disease, kidney or other 
organ dysfunction, chronic debilitating disease or impaired physical mobility, anemia, symptoms of IRB NUMBER: 0434
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undiagnosed illness, history of alcoholism (alcohol use > 4oz/day), tobacco use (regular use within the past 6 
months), or substance abuse.  All pregnant females or those intending to become pregnant during the study 
period will also be excluded.  Medications such as beta-blockers, metformin, thiazolinediones, corticosteroids, 
and anticoagulants will be exclusion factors.  This is not an exhaustive list of medications and conditions that 
will be considered as exclusionary.  Clinical staff will evaluate each participant to determine if there are 
conditions or medications that that could either interfere with the scientific goals of the study or pose a risk to 
participant safety and will exclude participants in such circumstances. 
 
Rationale for involvement of special or vulnerable classes of subjects: No special classes of subjects 
besides adolescent youth will be included.  The rationale for including youth in this proposal is to address the 
growing problem of sedentary behavior and obesity and the accompanying risk for metabolic and vascular 
disorders in children.  Prospective studies designed to prevent, treat, or reverse the effects of these disorders 
are urgently needed. The number of children required to reach statistically and clinically meaningful outcomes 
was estimated from published data acquired from prior studies both in adults and children. Continuous 
evaluation and refinement of methods and outcomes will be performed so that current and future studies can 
be rationally designed with the highest scientific value and participant safety in mind, while appropriately 
managing the number of children involved in the research.   
 
Collaborating sites: Recruiting, screening and outcomes testing will be performed primarily at the Choctaw 
Nation Health Care Center (Talihina, OK) or the Wellness Center in Hugo, OK in collaboration with faculty and 
staff from the University of Oklahoma Health Sciences Center (Oklahoma City, OK).  Exercise training 
sessions will occur at multiple fitness facilities operated by the Choctaw Nation in Southeast Oklahoma so that 
participants will have access to sites nearest to their home.  Standard Operating Procedures will be developed 
and implemented at all fitness centers to assure all participants are treated consistently among all sites. Since 
the research team has the required resources for recruiting, screening, exercise and outcomes testing at 
OUHSC, some of these activities can be performed in Oklahoma City as needed to facilitate study progress 
and accommodate participant availability. 

 
1b. Sources of Materials  
Research materials obtained:  The primary research samples obtained will include exercise records 
(comprised of attendance and heart rate data) and clinical outcome tests.  Clinical measures will include body 
composition by bioelectrical impedance analysis, anthropometric values, blood pressure, exercise fitness 
testing, and supporting data acquired from the medical record and interview (e.g., age, height, weight, race, 
family history of disease).  Additionally, blood samples will be collected for measurements of glucose and 
insulin (used to measure insulin sensitivity), lipids, inflammatory and oxidative stress markers, and related 
biomarkers of diabetes risk that have been studied in adults and children. 
 
Access:  Only IRB-approved members of the study team will have access to individually identifiable private 
information.  All study records will be kept in locked file cabinets and within secure electronic data storage.  All 
hospital and university employees are required to complete annual HIPPA training.  Data or blood samples that 
are shared with people outside of the study team will be coded and stripped of personal identifying details. 
 
How materials will be obtained:  All data, test results and biological samples (blood) obtained during the 
course of the study will be used exclusively for research purposes.  No use will be made of pre-existing 
specimens. 
 
1c. Potential Risks  

1. Blood will be withdrawn for screening as needed and on pre- and post-exercise program visits 
(approximately 4 months apart).  Approximately 10ml of whole blood will be collected.  Therefore the 
total blood withdrawn will not exceed 3ml/kg body mass on a single day or 7 ml/kg body mass over any 
6-week period, in accordance with NIH guidelines.   

2. Exercise testing, including tests of maximal power output will be performed.  The risks associated with 
maximal exercise testing may include shortness of breath, fatigue, and local muscle discomfort.  A 
heart attack can occur in people who have heart disease.  The test will be discontinued if any unusual IRB NUMBER: 0434
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or unexpected pain, discomfort or elevations in blood pressure occur.  Emergency measures are 
immediately available in case of cardiac emergency, although such emergencies are rare (1 incident 
per every 887,000 hours of exercise).   

 
2.  Adequacy of Protection Against Risks 
2a. Recruitment and Informed Consent 
Plans for recruitment:  Volunteers will be recruited through the Choctaw Nation Health Care Center, including 
the clinics for obesity, adolescent medicine and general pediatrics.  Recruitment will also utilize physician 
referrals, media flyers, electronic bulletin boards, and news media advertisements, all of which will receive 
approval from the OUHSC and Choctaw Nation IRB before implementation. Our recruitment needs are 105 
overweight/obese participants enrolled over the first 4 years of the grant (~20 subjects per year), and up to 80 
normal weight participants, which we deem to be feasible based on the population and resources available. 
 
Consent process:  Prior to visiting the clinical research center, each participant’s parent or legal guardian will 
receive a detailed description of the study goals, procedures, and expectations.  A phone or in-person 
interview will be used to address initial questions and to collect general demographic data to assure the child 
and their family will be eligible and willing to participate.  Once this step is complete, the volunteers will be 
scheduled for an initial screening visit at the research center.  This visit will begin with the completion of the 
consent/assent documents.  Volunteers and their parents or legal guardians will meet one of the IRB-approved 
members of the investigative team who will explain the scientific rationale of the study, the procedures, 
potential risks involved, and rights of the participant.  Written consent/assent from the child and consent of their 
parent/guardian will be obtained using IRB-approved forms.  It will be made clear to potential subjects that 
participation in the study is entirely voluntary and they have the right to discontinue the study at any time 
without prejudice.  A record of consent and participation will be kept at the research center, with copies of the 
consent given to the participant and the original kept with the investigator’s study records. 
 
2b. Protections Against Risk  
The Choctaw Nation of Oklahoma and OUHSC Institutional Review Boards will approve all protocols and 
procedures prior to initiation of the studies.  Participants will be provided with 24-hour phone numbers and 
email addresses for the PI or other study personnel if they have questions or concerns regarding their 
participation in the study.  They may also contact the IRB with problems or concerns.  The following protection 
will be taken for the risks identified above: 
1) The amount of blood drawn is within the amounts acceptable by the institution and NIH.  The amount of 

blood drawn will be recorded.  Since only 10ml of whole blood will be collected every 16 weeks there is 
minimal risk for participants to donate blood during the study, although they will be requested not to do so. 

2) A Data Safety Monitoring Plan (DSMP) will be utilized for patient safety.  A Data Safety Monitoring Board 
(DSMB) is not necessary for this proposal because it is a non-blinded study conducted at a single site.  The 
Investigative team are experienced in all procedures in the study.  The investigative team will review all 
participant safety issues as delineated in the DSMP.  

3) Confidentiality of all medical records will be strictly maintained by established procedures. The original 
study data will be kept in the study facility and entered into a secure computer database.  Physical records 
will be stored in locked cabinets and electronic records through security pass words.  The principal 
investigator reviews all data.  Violations of confidentially will be immediately reported to the IRB.  Study 
records will not identify subjects by name but using a numeric code.  These systems are currently in place 
to protect against loss of confidentiality and undergo periodic revision and improvement according to 
university guidelines. 

 
3.  Potential Benefits of the Proposed Research to Human Subjects and Others 
Each participant will undergo a standard physical exam, medical history, fitness assessment, body composition 
testing, and measurement of several clinically important blood components (e.g., glucose, insulin, lipids).  This 
information will be provided to the participants and their parents and could give them beneficial insight into their 
health.  All test results will be reviewed by the study team, including a qualified physician, and participants will 
be promptly informed of any outcomes for which they should consider seeking additional medical testing and 
advice.  Overweight/obese participants will be enrolled in a supervised exercise program.  In our hands such IRB NUMBER: 0434
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programs are safe and effective at improving fitness and health.  In this environment they will have the 
opportunity to interact with other participants in the exercise center and with health and fitness experts. 
Participants and their families may also appreciate that they are contributing to the advancement of medical 
science.  In our opinion, the potential for beneficial changes in health and fitness resulting from exercise 
training outweigh the potential minimal risks arising from the study procedures. 
 
4.  Importance of the Knowledge to be Gained 
Adolescent children who are obese and sedentary have increased risk to develop metabolic and 
cardiovascular disorders.  Regular exercise may help positively modify the level of risk but not enough is 
known about how to elicit effective exercise participation.  This proposal will determine how variation of 
financial incentives alters exercise participation and how the resulting volume of exercise affects metabolic 
health in previously sedentary obese youth.  Participation in a supervised exercise program is expected to 
provide at least minimal to moderate benefit in this population, as assessed by changes in insulin sensitivity, 
cardiorespiratory fitness, body composition, lipids, and inflammatory markers.  The present study will also 
contribute directly to the goal of developing rational and effective strategies for preventing or reversing trends 
in obesity, diabetes, and cardiometabolic risk.  In our opinion, these benefits outweigh the minimal risks posed 
to the human volunteers involved in the proposed studies. 
 
5.  Data and Safety Monitoring Plan 
A Data Safety Monitoring Plan (DSMP) will be utilized for patient safety.  A Data Safety Monitoring Board 
(DSMB) is not necessary for this proposal because it is a non-blinded study conducted at a single site.  The 
Investigative team are experienced in all procedures in the study.  The investigative team will review all 
participant safety issues as delineated in the DSMP.  
 
5a. Monitoring and Reporting of Unexpected Adverse Events 
The procedures in this study pose minimal risk and the number and severity of unexpected adverse events is 
low.  The primary sources of unexpected events are from placing intravenous catheters and exercise.  The 
risks associated with phlebotomy procedures include local bruising, bleeding, temporary color changes of the skin 
as well as a slight chance of infection at the site of the needle stick, and becoming lightheaded and fainting during 
the procedure.  During exercise there is risk of falls or other form of injury, fatigue, nausea, muscle soreness, or 
myocardial infarction in susceptible individuals.  We will monitor for these adverse events by obtaining vital 
signs on each study test visit as well as observing and communicating with subjects throughout the testing 
procedures. 
 

Dr. Kenneth Copeland, MD, a pediatric endocrinologist and primary investigator for the study, will provide 
medical oversight.  If unexpected events occur, the Principle Investigator will advise the IRB.  Unanticipated 
non-serious adverse events will be reported promptly according to Choctaw Nation of Oklahoma and OUHSC 
IRB guidelines.  Serious adverse events will be reported within 24 to 48 hours.  Adverse events will be 
recorded and classified using the following grading and attribution scale: 

Grading = Mild, Moderate, Severe 
Attribution = Definite, Probable, Possible, Unlikely, Unrelated 
 
In the absence of moderate or serious adverse events, as is appropriate with minimal risk studies, reports 

of study progress will be submitted to the IRB for review on an annual basis or at the end of the study, 
whichever comes first. 
 
5b. Termination Criteria 
Criteria for early withdrawal of individuals from this study are: the occurrence of a serious adverse event, or a 
participant's inability or unwillingness to adhere to study procedures. Criteria for early termination of the study 
include an unexpectedly high rate of serious adverse events that significantly increase the risk-to-benefit ratio 
of study participation as evaluated by the IRB.  
 
Participants may leave, or be required to leave the study for the following reasons: 

1) Request by the subject to leave the study IRB NUMBER: 0434
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2) Evidence of deliberate non-compliance 
3) Pregnancy 
4) Alcohol abuse; illicit drug abuse 
5) Development of chronic conditions that are likely to impact metabolic variables (either directly or due to 

required medications), or result in a participant being unable to complete the required tests.  Such 
conditions could include, but are not limited to, diabetes, hypothyroidism or other endocrine disorders, 
rheumatoid arthritis requiring steroids or limiting mobility, cardiovascular disease, stroke, or cardiac 
failure, neurological disorders such as multiple sclerosis or cancer, or other organ disorders. 

6) Development of acute conditions that are likely to impact metabolic and vascular outcomes (either 
directly or due to required medications), or result in the subject being unable to participate; e.g. motor 
vehicle accident with multiple fractures, myocardial infarction, major depression. 

This does not represent a comprehensive listing of criteria or causes.  The investigators will report early 
participant withdrawal and the reason for withdrawal as part of regular safety monitoring procedures as 
outlined by the IRB. 

 
6.  ClinicalTrials.gov  
This proposal includes a trial that requires registration at ClinicalTrials.gov, in accordance with Public Law 110-
85.  The principal investigator is responsible for conducting the trial, has access to and control over the data 
from the clinical trial, has the right to publish the results of the trial, and has the ability to meet all of the 
requirements for submitting information under the law.  Thus, the PI will register the proposal once the 
Choctaw Nation and OUHSC IRB have approved the study, but before any participants are recruited.  
 
 
 
 

INCLUSION OF WOMEN AND MINORITIES 
 
Inclusion of Women:  It is expected that approximately half of the participants in the proposed studies will be 
female.  Female participants of childbearing potential will be included in the study.  Pregnancy testing will be 
performed as part of the screening visit, if determined to be appropriate by the health care provider. Female 
participants who are currently pregnant or plan to be become pregnant before the end of their potential 
involvement in the study will be excluded.    
 
Inclusion of Minorities:  The studies in this proposal will be open only to American Indian youth living within 
the Choctaw Nation Services area in Southeast Oklahoma.  The population distribution for the state and region 
is shown in the table below.   
 
Population Distribution for the state of Oklahoma and the 10½ county area of Southeast Oklahoma 

comprising the Choctaw Nation Service Area 
 
 American 

Indian or 
Alaskan 

Native  

White, not of 
Hispanic 

Origin 

Black, not of 
Hispanic 

Origin 

Hispanic 
or Latino 

Asian or 
Pacific 

Islander 

More than 
one race 

Oklahoma (state) 8.0% 70.8% 8.1% 8.2% 1.7% 4.1%  

SE Oklahoma 
(Choctaw Nation) 

13.4% 73.0% 4.0% 4.4% 0.4% 5.4% 

Source: US Census Bureau, Washington, DC, Last revised 04-Nov-2010, available online at: 
http://quickfacts.census.gov/qfd/states/40/40109.html  
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INCLUSION OF CHILDREN 
 
a.  Inclusion of children:  All participants studied in this proposal will be children according to NIH definition. 
 
b.  Rationale for specific age of children:  Males and females 11-21 years old will be enrolled.  This age 

group of participants was selected because of the rapid increase in the prevalence of overweight/obese 
children and young adults in the past three decades and the likelihood that overweight/obese children will 
become obese adults, thus increasing the lifetime risk for developing metabolic and vascular disease.  
Additionally, the Choctaw Nation Health Care Center patient care records demonstrate that members of 
their community have higher prevalence of obesity, diabetes and related cardiometabolic disease.  Our 
belief is intervening during youth with exercise and lifestyle modification approaches is critical to minimize 
current and future disease risk.  Average spontaneous daily physical activity levels decline throughout 
childhood and adolescence so by the early-to-mid teenage years less than half of this population reaches 
the recommended 60 minutes per day of moderate-to-vigorous activity on 5 or more days per week.  Thus, 
targeting an exercise intervention during adolescence is likely to have a clear impact on health and function 
outcomes. 

 
c.  Expertise of the investigative team for dealing with children at the ages included: The principal 

investigator and co-investigator, and named personnel of the study team have primary appointments in the 
Section of Diabetes and Endocrinology in the Department of Pediatrics at the University of Oklahoma 
Health Sciences Center.  Dr. Kenneth Copeland is Chief of the section of Diabetes/Endocrinology since 
1999.  His expertise in research on the problems of obesity and diabetes in youth is exemplified by his role 
as principal investigator for Oklahoma and national Vice-Chair for the TODAY Study (NIDDK-supported 
multi-center trial of type 2 diabetes in youth).  Dr. Kevin Short joined the section in 2006 and helped 
established the Pediatric Metabolic Research Program for performing the type of studies planned in this 
proposal.  The broad goals of the section research team address the current obesity and diabetes epidemic 
in children and the role of exercise and lifestyle, the early influence of the in uteri and perinatal period, and 
the disproportionate burden of metabolic disorders in Native Americans.   

 
Dr. Short’s recent ongoing studies over the past 8 years examine the effects of either single exercise 
sessions or repeated exercise training performed by adolescent children on the same metabolic (e.g., 
fitness, body composition, and glucose tolerance tests) outcomes as proposed in this study.  Thus, all 
procedures have been developed and successfully performed with children and adolescents and we view 
extended exercise training studies as a logical outgrowth of the current work.   

 
In summary, the investigative team is well positioned with facilities and local professional expertise to 
perform the proposed research in adolescent children. 

 
d. Suitability of the available facilities to accommodate children:  The Choctaw Nation Health Care Center 

is a JCAHO-certified medical center with the requisite resources and staff to provide medical care to 
children and adults.  Dr. Copeland regularly consults with pediatric patients with type 1 or type 2 diabetes, 
obesity and other endocrine disorders at this facility.  The Diabetes Wellness Centers in Talihina and the 
additional Wellness Centers in Durant and Hugo have been designed to accommodate all members of the 
community, from children to elderly people.   Each of the Wellness Centers currently operates after-school 
and weekend activities for children.  In Oklahoma City our Metabolic Research Program is located adjacent 
to the Pediatric Diabetes/Endocrinology Clinics and staff offices on the fourth floor of the University of 
Oklahoma Children’s Physicians Building.  It includes laboratories and equipment for exercise testing and 
training, body composition, vascular function tests, and biochemical/molecular analysis of biologic samples 
(e.g., plasma/serum tests in this proposal) that have been designed for research on children and adults.  
Clinic and multi-purpose rooms are available for meetings with the participants and their families, 
performing exams, and phlebotomy.   All of these resources in Southeast Oklahoma and Oklahoma City 
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are currently used to conduct investigations performed with children of the same age and similar 
background characteristics, including the TODAY study.  

 
e. Inclusion of a sufficient number of children to contribute to a meaningful analysis relative to the 

purpose of the study:  The number of children required to reach statistically and clinically meaningful 
outcomes was estimated from published data acquired from prior studies both in adults and children. 
Continuous evaluation and refinement of methods and outcomes will be performed so current and future 
studies can be rationally designed with the highest scientific value and participant safety in mind, while 
managing the number of children involved in the research. 

Vertebrate Animals 

Not Applicable 

Select Agent Research 

Not Applicable 
 
Consortium/Contractual Arrangements 

Not Applicable 
 

Resource Sharing Plan 
 
We will comply with NIH requirements to provide updates on project progress at the requested intervals.  The 
study design and intent to complete the research will be made available through the registry at 
ClinicalTrials.gov in accordance with Public Law 110-85.  We intend to share the results of the study through 
public dissemination at scientific conferences and through publication in peer-reviewed journals.  We do expect 
new methods, reagents, research tools or other new products to arise directly from the conduct of the 
proposed project.  However, there will be biological material (plasma/serum) and data sets that are generated 
that could have value to outside groups interested in collaboration.  We will make such materials available to 
other researchers as long as the scientific merit, sample integrity and rights of the study participants are certain 
to be protected.  NIH support of the project will be cited for all publications and presentations. 
 
 
Letters of Support 
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