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INTRODUCTIONS

Trudy Gaillard, Ph.D., R.D., C.D.E., Assistant Professor, The Ohio State University
Lawrence Agodoa, M.D., Director, Office of Minority Health Research Coordination (OMHRC), NIDDK, NIH
Dr. Gaillard, Planning Committee Chair, welcomed the meeting attendees. Dr. Agodoa, OMHRC Director, also welcomed participants and noted that many were attending the NMRI workshop for the first time. He expressed gratitude to the Planning Committee for organizing the workshop and then asked participants to introduce themselves with their name, institution, and area of research. Participants ranged from the postdoctoral to the professor level, and research areas included diabetes, obesity, inflammation, health disparities, epidemiology, endocrinology, nephrology, nutrition, and cancer metabolomics. 
WELCOMING REMARKS
Griffin Rodgers, M.D., M.A.C.P., Director, NIDDK, NIH
Dr. Rodgers, NIDDK Director, asserted that the NIH is very interested in programs like the NMRI and has recently named Dr. Hannah Valentine as the new Chief Officer for Scientific Workforce Diversity. Dr. Rodgers welcomed newcomers to the NIDDK “family” and emphasized that the interactions with colleagues at these NMRI Workshops are nothing less than life-changing. He thanked the members of the NMRI Organizing Committee for their work. 
The NIDDK is the fifth-largest institute at the NIH. Its mission is to support and conduct research to combat diabetes and other endocrine and metabolic diseases; liver and other digestive diseases; nutritional disorders; obesity; and kidney, urologic, and hematologic diseases. The diseases under NIDDK’s purview are largely chronic, common, and consequential. Within NIDDK, there are three divisions: (1) Diabetes, Endocrinology, and Metabolism (DEM); (2) Digestive Diseases and Nutrition (DDN); and (3) Kidney, Urologic, and Hematologic Diseases (KUH). The NIDDK also supports a Division of Intramural Research, as well as extramural activities. Its core principles are to: 
1) Maintain a vigorous investigator-initiated research portfolio.
2) Support pivotal clinical studies and trials. 

3) Preserve a stable pool of talented new investigators (one of the missions of the NMRI).
4) Foster exceptional research training and mentoring opportunities.
5) Ensure knowledge dissemination through outreach and communications.
Dr. Rodgers provided an update on NIDDK activities. The NIDDK has engaged in numerous outreach and communications efforts, including the launch of a new website in December 2013. Although the feedback that NIDDK received from the general public and patients was generally positive, investigators did not find the old website satisfactory. Researchers sought to learn about NIDDK activities—specifically, the areas of research that would be funded by the Institute. The new website provides a direct link to research and funding opportunities for investigators to identify funding opportunities and filter them according to various criteria (e.g., career stage, funding mechanism). It is possible to subscribe to this list by RSS feed or email to receive the announcements as soon as they are released. 
The NIDDK website also was reorganized to provide a list of upcoming meetings and events of interest to NIDDK-supported investigators, in part to help the research community feel connected. Dr. Rodgers drew attention to a meeting scheduled for the following year targeting principal investigators (PIs) within the first 2–3 years of their first R01 grant. The renewal of the initial R01 grant is a stage at which many investigators are lost from the research community, and the workshop is intended to remedy this. There also will be a workshop tailored to investigators supported by a K award who will be applying for their first R01 grant. 
The NIDDK supports several different efforts to promote diversity and increase the numbers of underrepresented ethnic groups, as well as individuals with disabilities. Additional information for each initiative, including the point of contact, is available on the NIDDK website. The website also provides a research resources link to a central repository that supports clinical trials and clinical studies, including a database, made available by the NIDDK, with genetic information and clinical samples for investigators to share. The database contains a list of the various resources that are available and is searchable by disease. Again, an option to receive updates to the resources via email is available. 
The NIDDK Central Repository now houses millions of biological samples collected from myriad studies. Investigators can apply to access various genetic samples or data sources. Samples were collected from large trials, such as the middle-school-based primary prevention trial of type 2 diabetes known as HEALTHY and the Program To Reduce Incontinence by Diet and Exercise (PRIDE).
The NIDDK supports the National Diabetes Education Program (NDEP), which disseminates knowledge and lessons learned from major clinical trials to patients and providers. Controlling diabetes can decrease the risk of developing secondary complications, and this diabetes prevention program takes small steps to reap large rewards. The campaign materials are distributed in English and Spanish, as well as several Asian and Pacific Islander languages. To amplify the impact of the program, the NIDDK partners with organizations that rebrand the information and distribute it to their constituents. A similar program, the National Kidney Disease Education Program (NKDEP), exists for populations at greatest risk of kidney disease. 
Dr. Rodgers discussed the NIDDK budget for fiscal year (FY) 2014–2015. On January 17, 2014, an omnibus appropriation partially restored funds that were lost in FY 2013. The omnibus appropriation was preceded by the Federal shutdown in October 2013 and sequestration earlier in the year, and thus it provided welcome relief. The NIH budget was $29.15 billion (B) in FY 2013 and $30.15B in FY 2014. The NIDDK budget was $1.83B in FY 2013 and $1.881B in FY 2014. Dr. Rodgers explained that the pay lines were restored to 2012 levels, and he emphasized the importance of ensuring that the “pipeline does not leak.” Early stage investigators experience a higher funding rate than established investigators. The President’s budget requested a $12 million (M) increase for NIDDK in FY 2015. 

[RE]KINDLING ENTHUSIASM FOR BIOMEDICAL RESEARCH: OVERCOMING CHALLENGES AND INERTIA
Samuel Dagogo-Jack, M.D., M.S., MBBS, Professor of Medicine, and Director, Division of Endocrinology, Diabetes and Metabolism, A. C. Mullins Chair in Translational Research, University of Tennessee Health Science Center

Dr. Gaillard introduced the keynote speaker, Dr. Samuel Dagogo-Jack. Dr. Dagogo-Jack is Professor of Translational Research and Medicine and Chief of the Division of Endocrinology at the Tennessee Health Science Center in Memphis. He graduated from University of Audubon in Nigeria and completed his residency training at the Royal Victoria Infirmary, University of Newcastle in the United Kingdom. He is a certified member of the Royal College of Physicians. He completed a postdoctoral fellowship in Endocrinology at the University of Washington School of Medicine in St Louis. His research interests include the interaction of genetic and environmental factors, the regulation of metabolism, and the mechanisms of diabetes complications, including hypoglycemia. He is currently the PI for four NIH-funded research studies and has published more than 200 papers. 

Dr. Dagogo-Jack thanked the meeting organizers and all the attendees. He said that he attended the first NMRI meeting 14 years ago and has been coming ever since. He began the keynote lecture by explaining the meaning of the word “kindling”: a metaphor for the increase in response to small stimuli, similar to the way small burning twigs can produce a large fire. He intends to use the word in its rhetorical meaning of sparking enthusiasm. There is almost a religious angle to the word enthusiasm: inspiration or possession by the divine presence of God. 

The creation and transmission of knowledge represents an ancient human tradition. Dr. Dagogo-Jack showed a picture of the Ebers Papyrus—a 5,000-year-old text—that included a hieroglyphic description of diabetes. Imhotep, a physician who lived 3,000 years ago in Memphis, Egypt, was a physician, philosopher, and advisor to the Pharaoh. In those times, access to knowledge and education was carefully guarded and limited to a privileged few. The rituals to access knowledge in ancient cultures are evidence that all ancient cultures understood the power of knowledge. The triumph of education liberalization in the United States is that it makes knowledge and education accessible to the majority of the population.

Dr. Dagogo-Jack provided another example, that of Hasan Wazzan. He was born in 1445 in Granada and educated as a scientist in Fez, Morocco. He was captured by Italian pirates off the coast of Africa and taken as a slave to Pope Leo X. Impressed with his knowledge and high intelligence, the Pope converted and baptized him Wazzan. Adopting the name Leo Africanus, Wazzan led a free intellectual life in Italy as a professor of African Studies and returned to Africa in 1529. In 1550, he published an encyclopedic description of the landscape, rivers, flora, and fauna of Africa. Leo’s magnus opus, Della Descrittione Dell’Africa, is divided into nine volumes that provide a treasure of information. Thus, stressed Dr. Dagogo-Jack, the creation and dissemination of knowledge represent an ancient culture.

Despite a description of diabetes that goes back 5,000 years in the Ebers Papyrus, there was no effective treatment until the modern era. Around 1921, Charles H. Best (a medical student) working with Frederick Banting, John McCleod, and James Collip (the chemist) at the University of Toronto successfully extracted and purified insulin from animal pancreas. That work eventually led to a Nobel Prize being awarded to the Toronto scientists. The discovery of insulin launched the first successful treatment for diabetes that has saved millions of lives. 

The Institute of Medicine report, Unequal Treatment: Confronting Racial and Ethnic Disparities in Health Care, identified disparities across numerous healthcare settings, disease areas, and clinical services. Disparities in diabetes prevalence and treatment are particularly notable. Type 1 diabetes is more prevalent in Caucasians, whereas type 2 diabetes is more prevalent in other populations. Both are subtended by the interaction between genes and environment, and both involve failure of beta-cell function. 

Based on current examination of dozens of genes that confer diabetes risk, racial/ethnic differences in type 2 diabetes prevalence cannot be explained easily by genetic mechanisms. Furthermore, the health disparities in the complications of diabetes (including amputations) cannot be explained by genetics either. For example, disparities in access to healthcare and health education appear to explain a good part of the disparities in amputation rates. In the Kaiser Permanente health system, where all participants were insured and had access to appropriate care, amputation rates were similar among Whites, Blacks, and Latinos with diabetes. 

The root of disparity centers on a triangle with vertices of the patient, workforce, and system. The patient must be health literate, adherent, and self-efficacious. The workforce must display competency and eliminate implicit biases. The system must be accessible to all, offer the same standards for everybody, and be responsive to feedback. 

Diversity in the biomedical workforce is necessary to redress disparities and enable a broader representation of the at-risk populations. Dr. Dagogo-Jack gave the example of the Framingham study, which was comprised of 94.7 percent European Americans and thus not representative. These types of noninclusive study cohorts do not generate data that are generalizable. Currently ongoing trials are more representative, but enrollment of African Americans in clinical trials varies significantly. Dr. Dagogo-Jack provided an example of a trial that he led addressing the Pathobiology of Prediabetes in a Biracial Cohort (POP-ABC). The POP-ABC participants were African-American or Caucasian subjects whose parents had type 2 diabetes. The recruitment target was reached by conducting strategic outreach to churches and community gatherings. Recruitment and outreach methods varied in efficacy for African Americans versus Caucasians. Advertising was a major source of recruitment for Caucasian men, but community outreach was more than twice as effective for African-American men. The study found that there was no disparity in the rate of progression from normal glucose to prediabetes among Caucasian and African-American offspring of diabetic parents. Yet, national survey data show marked racial disparities in the prevalence of diabetes. The question, then, is why there was an enrichment of diabetes prevalence in the African-American group compared to Caucasians. Similar to the findings of the POP-ABC, another study (the Diabetes Prevention Program) previously had found that the rates of progression from prediabetes to type 2 diabetes were similar for all racial/ethnic groups, and interventions for diabetes prevention were equally effective in all racial/ethnic groups. Dr. Dagogo-Jack thus stressed that focusing on people with a family history of diabetes, rather than broad targeting based on race, would be a more efficient strategy for diabetes prevention. 

Dr. Dagogo-Jack’s keynote address fueled the workshop participants’ enthusiasm for biomedical research. He next addressed the question of how to translate this enthusiasm into action. He emphasized the importance of finding mentors. The mentor should have a strong academic record to provide the necessary guidance through the paths navigated in the course of a career. Mentoring is a long-term relationship. With respect to underrepresented minorities, there is a virtuous cycle of diversity. Mentors from underrepresented minorities tend to attract minority students and trainees, who will in turn become productive scholars and eventually develop into independent researchers and mentors. 

After finding a mentor, it is necessary to consider research ideas. To generate ideas, Dr. Dagogo-Jack recommended using checklists, as explained in Atul Gawande’s book The Checklist Manifesto. Another approach is to start with a strong research question. Factors to consider include choosing a common medical condition (for which it is easy to recruit subjects); playing to the strengths of one’s institution (in terms of available equipment and expertise); personal passion for the field; generous funding opportunities; finding a unique niche close to the mentor’s field; identifying unmet needs; and staying attuned to emerging areas. It also is useful to collaborate with experts. In choosing research areas, it is as important to consider “unanswered questions” as it is to examine “unquestioned answers,” thus balancing observation with experiment.

Dr. Dagogo-Jack listed traits necessary for success, such as intellect, ambition, originality, and collaborative work style. A solid hypothesis is necessary, but one should not become too attached. It is necessary to measure something—preferably something that counts. He gave the example of death rates from coronary heart disease by race and ethnicity. Although there are many factors connecting blood pressure to blood glucose, he does not believe that all of the factors that matter are being measured. 

Challenges faced by young scientists include receiving funding and getting published. Funding sources include Federal agencies (e.g., the National Science Foundation [NSF] and NIH), nongovernmental organizations, and industry. Race matters—African Americans are less likely to win NIH R01 grants. Dr. Dagogo-Jack noted that among the top-scored grants, there is no racial disparity; however, the racial/ethnic disparity in application rate is striking. Dr. Dagogo-Jack emphasized that it is necessary to apply for more grants to win more awards. African Americans are four times less likely to reapply if they were unsuccessful on the first round—this is not evidence of systematic discrimination. Rather, he encouraged participants to apply in larger volumes and to respond to critiques and reapply. Other factors that will increase the likelihood of winning a grant include working at one of the top 30 NIH-ranked institutions; record of previous funding; number of publications; number of citations; and participation in an NIH review committee. 

As for the challenges of getting published, Dr. Dagogo-Jack recommended visualizing the papers that will come out of a research project well in advance, and writing the introduction as well as the sections on materials and methods. He recommended “becoming a writer,” and exhorted the participants not to “sit on data.” He also warned participants to expect that their manuscripts will be rejected often, but not to take it personally—instead, to regroup and resubmit. He shared a journal rejection letter for a breakthrough paper by Drs. Solomon Berson and Rosalyn Yalow. Notably, the discovery of radioimmunoassay described in that rejected paper won a Nobel Prize for Dr. Yalow. Thus, rejection happens to everyone. 

Dr. Dagogo-Jack concluded by reminding the participants that “it is an honor and privilege to be involved in the creation and dissemination of knowledge. Research provides the opportunity to join the ancient guild of seekers of truth and givers of knowledge. Society needs more creative minds to advance the human species, to solve problems, and to write the next chapter in the future of biomedicine.”
Discussion

A participant asked about the absence of disparity in the prevalence of prediabetes in African Americans and Caucasians. He suggested that the study might have been truncated too soon to see a separation between the groups. Perhaps studies should be followed for longer than the typical 5 years. Dr. Dagogo-Jack agreed. The participant also asked about the endpoint that was measured for assessing pre-diabetes. Dr. Dagogo-Jack said that blood sugar is important, but other biomarkers such as high-density lipoprotein (HDL) and low-density lipoprotein (LDL) would be useful as well. 

Dr. Tiffany Beckman remarked, from a graph in Dr. Dagogo-Jack’s presentation, that American Indians have the highest rates of cardiovascular mortality. She also noted that American Indians are not represented in the graph showing the success rates for winning a first R01 grant. Dr. Dagogo-Jack explained that American Indians were not represented on that slide because their numbers were too small to scale with the rest of the graph. 

Another participant, a surgeon, asked about the physiology of diabetes. In his practice, he conducts bariatric surgery. He noted that within a week, his patients become nondiabetic, even though they have not lost weight after the surgery. Their genes did not change. This is important data and may lead to prevention strategies. Dr. Dagogo-Jack responded that the rapid improvement in patients after bariatric surgery could be explained by several possible mechanisms. He suggested that the change is most likely due to the conditioning and lifestyle changes that occur in the prebariatric phase. The conditioning must be successful before a surgeon will operate. This conditioning includes a drastic portion restriction, which is effective whether or not the patient subsequently undergoes surgery. The difference is that the portion restriction is more sustainable in the group that undergoes bariatric surgery. 

The participant remarked that surgeons are largely absent from research because the clinic is more lucrative. Surgeons are not encouraged to do research or to write grants. Research for surgeons is relegated to a “hobby.” He asked Dr. Dagogo-Jack how to maintain a culture of research in the field of surgery. Dr. Dagogo-Jack remarked that on the broader issue of research, society seems to be shifting to an anti-intellectual bent. Academic health centers currently run operating budgets of about $700M, and approximately 70 percent of the budget is derived from clinical income, unlike previous decades where research funding formed a larger part. Thus, surgeons are encouraged to operate; there is limited time and energy for scholarly pursuits. The compensation incentives have shifted, and research is not rewarded as much as clinical work. Dr. Dagogo-Jack suggested that this situation will self-correct when the United States is threatened with a second-place status in research. 

A participant noted the importance of churches as a place to conduct outreach and health education. The participant gives talks at local churches, and the response is overwhelming—church members want to learn about diabetes and periodontal disease, among other topics. One problem, however, is that young people are dissociating themselves from organizations. Nevertheless, at the high-school level, there is an overwhelming response; it is critical to cultivate high school and undergraduate programs in science.
UPDATE ON National Institute on Minority Health and Health DisparitIES (NIMHD) FUNDING OPPORTUNITIES 
Joyce Hunter, Ph.D., Deputy Director, NIMHD, NIH
Dr. Hunter described the mission of the NIMHD and highlighted three programs that may be of particular interest to the NMRI audience. The mission of NIMHD is to (1) plan, review, coordinate, and evaluate all minority health and health disparities research and activities of the NIH; (2) conduct and support research in minority health, with particular emphasis on cardiovascular disease (CVD), diabetes, and cancer; (3) promote and support training of a diverse research workforce; (4) translate and disseminate information about minority health and health disparities; and (5) foster innovative collaborations and partnerships. 

NIMHD extramural programs fall into four major categories: (1) trans-disciplinary and translational research; (2) basic, social, and behavioral research; (3) science education and research training; (4) research capacity building and infrastructure. The research funded by the NIMHD is comprised of three broad types: (1) basic and applied biomedical research (funded by an R01 mechanism); (2) social and behavioral health research and policy research on minority health and health disparities (also funded by an R01 mechanism); and (3) community-based participatory research (CBPR; funded by R24 grants). The NIMHD separates basic and applied research from social and behavioral research. The Institute’s research portfolio is diverse, including such areas as obesity, AIDS, diabetes, and others. All of the research is performed in the context of health-disparate populations, usually on conditions that disproportionately affect underrepresented minorities. 
The basic and applied biomedical research encompasses fundamental biological mechanisms, but also emphasizes the development of new therapies to eliminate health disparities, as well as clinical and translational research on the etiology and physiology of disease. There is interest in pharmacogenomics and personalized medicine. In the second category—social, behavioral, health services, and policy research on minority health and health disparities—research includes the social and behavioral determinants of health and disease, the clinical efficacy and effectiveness of preventive interventions, the examination of understudied health conditions, the impact of health policies on health disparities, and health services research. The CBPR program is funded through R24 grants and consists of three independent phases, including a 3-year research planning grant; a 5-year intervention research grant; and a 3-year dissemination research grant. It is not necessary to apply for each stage successively; for example, if a completed study needs to be disseminated through outreach activities, it is possible to apply directly for the 3-year dissemination research grant. 

Dr. Hunter introduced the NIH Loan Repayment Program (LRP), which is designed to retain early-career health professionals. Many early-career biomedical scientists have extravagant professional debt. The LRP provides an opportunity to engage in biomedical research with a 2-year commitment in exchange for paying educational loans. The program is designed to retain health professionals in pediatric research, contraception and infertility research, and health disparities research, as well as clinical researchers from disadvantaged backgrounds. The health disparities research loan repayment can apply to any disease or condition, provided that the topic is relevant to health disparity issues. The amount of loan repayment is $35,000, plus taxes and interest, per year for 2 years. An extramural clinical research LRP for individuals from disadvantaged backgrounds is renewable with an annual deadline of December 1. Since its inception, the NIMHD has supported more than 3,400 loan repayment recipients. 
Basic eligibility criteria include possessing a doctoral level degree and not being a current employee of the Federal government. The LRP allows recipients to consolidate all student loans (undergraduate and graduate). Between 2012 and 2013, there were 65 NIMHD LRP recipients conducting research in diabetes, metabolic syndrome, digestive disorders, obesity, and kidney and urological disorders. LRP recipients have studied the following topics, among others:
· In basic and applied research areas, they have studied the association of adipokines in CVD and the neural correlates of food reward in American Indian women. 
· In clinical and translational research, they have addressed obesity disparities through a CBPR mechanism and investigated the genetic mechanisms of HIV infection in Latinos. 
· In social and behavioral science research, they have studied the social determinants of racial disparities in chronic kidney disease. 
· In health services research, they have examined the role of patient-provider communication in illness management for diabetes. 
LRP recipients are very competitive, become independent investigators at a higher rate than their colleagues, and develop into leaders in their fields. There is a need to increase the diversity of the biomedical research workforce, and the LRP provides a pathway to accomplish this goal. 
Discussion
A participant asked whether there must be a racial difference at the level of fundamental molecular mechanisms to be supported by an NIMHD grant. Dr. Hunter said that there does not need to be a difference at the level of the molecular mechanism, but that the study must address a health disparities problem. The case should be made in the background section of the grant. 

Dr. Richard White said that he has benefited from the LRP program since 2009. He explained that the LRP allowed him to focus on reducing his personal debt. He expressed gratitude for the program and encouraged others to apply. He is currently a health disparities researcher focusing on health literacy and the improvement of diabetes outcomes. He would like to study not just adult or pediatric populations in the context of obesity prevention, but also family-based interventions. Dr. Hunter reiterated that all studies are eligible for NIMHD funding, provided they are conducted in a health-disparate population. 

Dr. Regina Simms mentioned that she also benefited from the LRP, but her grant was not renewed. She asked for clarification about whether it would be advantageous to represent herself as an independent or mentored researcher in the application, and she asked at what level a researcher is considered independent. Dr. Hunter replied that it is always helpful to partner with consultants and experts. She advised the mentored approach.
Another recipient of the LRP said it was very useful for keeping him financially stable during his time as a junior faculty member. He noted, however, that those working for the U.S. Department of Veterans Affairs (VA) are not eligible because it is part of the Federal government. He then asked a question about basic and applied research sections: Are those grants reviewed by special-emphasis panels based on the scientific expertise that is required? Dr. Hunter said that these grants are reviewed internally and are not sent to NIH’s Center for Scientific Review (CSR). 
Another participant asked whether it is necessary to have funded research at the time of application. Dr. Hunter explained that applicants need preliminary data to use as the basis for the research plan. A participant who received the LRP said that at the time that he applied, he had full funding already, but the funding expired during the LRP period. 
Dr. Hunter clarified that applicants are eligible only if the loan represents more than 20 percent of the applicant’s income. A participant asked whether there are LRPs for those who do not meet the 20-percent eligibility criteria. Dr. Hunter said that such programs do exist. 
RESEARCH SUPPLEMENTS TO PROMOTE DIVERSITY

Kevin McBryde, M.D., Program Director, NIDDK, NIH
Dr. McBryde explained that the OMHRC promotes health disparities research and supports investigators to pursue research in biomedical and behavioral areas. On the website www.grants.nih.gov, there is a link to the NIH’s Office of Extramural Research, where it is possible to search for funding announcements. He drew attention to Program Announcement (PA) 12-149: Research Supplements To Promote Diversity in Health-Related Research (available at: http://grants.nih.gov/grants/guide/pa-files/PA-12-149.html). He noted that 24 of the 27 institutes at NIH—as well as the Office of Research Infrastructure Programs, Office of Dietary Supplements, and Office of Strategic Coordination—participate in the Research Supplements To Promote Diversity program. Eligible parent awards include R awards, P awards, U awards, and others. Dr. McBryde invited participants to view the website www.projectreporter.nih.gov, which is a useful online tool to help identify potential PIs for a Research Supplement, and it allows for searches by keywords, institution, and city and state.
Eligibility criteria for a diversity supplement include U.S. citizenship, U.S. noncitizen national, or permanent resident status. Qualifying criteria include race (e.g., American Indian or Native Alaska; Black or African American; or Native Hawaiian or Other Pacific Islander) or ethnicity (e.g., Hispanic or Latino), disability (e.g., limits one or more life activities), and disadvantage (e.g., income; social/cultural/ educational environment that has “demonstrably and recently directly inhibited the individual”). Career levels range from high school through PI, although there is a constraint that candidates cannot be supported concurrently by the U.S. Public Health Service (PHS). The NIDDK has a rolling application for the diversity supplement. Applications are reviewed every month except December, August, and September, and review meetings occur on the fourth Tuesday of each month. 

The application process is entirely electronic, and the application must be submitted from the Office of Grants Management at the applicant’s institution. The contents include the research strategy, career development plan, evidence of adequate mentoring experience and success of the PI, and evidence that the candidate will pursue a research career. Dr. McBryde emphasized that this is a supplement to a peer-reviewed parent award and there is no scientific review; the career-development awards emphasize mentoring experience of the PI. In particular, the PI should have experience in training underrepresented individuals and should tailor a research and career development plan for the candidate. Dr. McBryde also emphasized the requirement for responsible conduct of research, which is required at every career stage. 

The budgets for the diversity supplement vary according to the career stage of the recipient. The institution receives overhead (i.e., facilities and administrative costs) on these grants and often routes candidates to these awards. The duration of support is limited to 24 months, although it is possible to request a continuation for an additional 12 months. Dr. McBryde re-emphasized the importance of mentorship for successful applications. 

Discussion
A participant asked whether Hispanic Americans were eligible for the diversity supplement, and Dr. McBryde affirmed that Hispanics were eligible. He also said that it is possible to make a justification based on the institution’s history that Asians or Caucasians are underrepresented in a specific program at an institutional level. 

A participant asked whether it is possible to apply for multiple supplements. Dr. McBryde clarified that each parent award can support one supplement candidate, except at the high school and undergraduate levels. He added that applicants are eligible at each career level—for example, they could be supported as undergraduates and then as graduate students; however it is not possible to have two research supplements at the same career level. 

A participant asked whether a fellow supported by the Ruth L. Kirschstein National Research Service Award (NRSA) fellowship is eligible for a diversity supplement. Dr. McBryde said that provided the funding from the fellowship has ended by the time the diversity supplement begins, the diversity supplement would be allowed. 

Dr. McBryde noted that there has been an increase in the number of grant applications from young investigators, which are now outnumbering applications from pre- and postdoctoral fellows. However, these are not easily funded, because the diversity supplement requires the applicant to be associated with a parent award, and this in turn makes it difficult to show that the young investigator will become independent from the parent award. 

Dr. McBryde said that P and U awards are both acceptable parent funding mechanisms to which a diversity supplement can be added. For example, a hepatitis B network funded through a U award mechanism is eligible; a diversity supplement recently was awarded to a trainee working on a specific project that was part of the U award. 

A participant asked whether this mechanism can be used to support medical students to take a year to perform research. Dr. McBryde said that the diversity supplement can be used to support medical students. Additional mechanisms include a T32 Medical Student Research Training Supplement (http://www.niddk.nih.gov/research-funding/process/apply/about-funding-mechanisms/t32/T32-MSRT/Pages/T32-medical-student-research-training-supplement.aspx). Additionally, the NIDDK participates in the T35 Short-Term NRSA (PAR-14-016; http://grants.nih.gov/grants/guide/pa-files/PA-14-016.html) to support medical students for 2 to 3 months while they perform a research project. 

In response to a question, Dr. McBryde explained that if the PI is at a separate institution, there should be a co-PI at the same institution as the applicant. Dr. McBryde clarified that the T32 NRSA Diversity Supplement Award (http://www.niddk.nih.gov/research-funding/process/apply/about-funding-mechanisms/t32/T32-Diversity/Pages/T32-nrsa-diversity-supplement-award.aspx) extends to postdoctoral fellows. M.D.s and Ph.D.s can be supported on a supplemental slot to an existing T32 award if the parent award supports M.D. and/or Ph.D. candidates. 

NETWORKING LUNCH: ROUNDTABLE DISCUSSIONS
During the networking lunch session, the meeting participants attended one of seven roundtable discussions, each of which focused on a different career-oriented topic. Participants selected which discussion to attend. The format of the discussions varied—several roundtable leaders began the discussion with formal presentations, while others fostered a question-and-answer period throughout the lunch. 
Table 1 – Mentoring of Junior Faculty in Clinical Research 
Samuel Dagogo-Jack, M.D., M.S., M.B.B.S., Professor of Medicine, and Director, Division of Endocrinology, Diabetes and Metabolism, A. C. Mullins Chair in Translational Research, University of Tennessee Health Science Center
Table 2 – How To Use Multicenter Trials to Advance Your P & T 

Kwame Osei, M.D., Director of Diabetes Research Center, The Ohio State University College of Medicine
Jackson Wright, Jr., M.D., Ph.D., Professor of Medicine, Case Western Reserve University

Table 3 – How To Say “No” for Success
Marion Sewer, Ph.D., Associate Professor, University of California, San Diego
Table 4 – Community-based Participatory Research
Cherise Harrington, Ph.D., M.P.H., Assistant Professor, George Washington University
Table 5 – How To Budget and Manage Your Funds (Basic and Clinical)
Sylvia Rosas, M.D., M.S., Assistant Professor, Joslin Diabetes Center/Beth Israel Deaconess Medical Center
Mark Lawson, Ph.D., Professor, University of California, San Diego

Table 6 – Transitioning From Postdoctoral Fellow to Faculty 

Heather Tarleton, Ph.D., M.S., M.P.A.P., Assistant Professor, Loyola Marymount University

Larry Alexander, Ph.D., Assistant Professor, Midwestern University
MOCK STUDY SECTION
During the afternoon breakout session, participants attended one of three Mock Study Sections. Each session covered different types of NIH awards: R01/Basic, R01/Clinical, and K Awards. The three study sections were comprised of a Chair and Scientific Review Officer (SRO), as noted below. Session leaders were given sample grant applications (some from meeting participants) to review and provide critical feedback. The SRO led a discussion of the feedback sessions. One of the most useful activities during the session was the grading of the sample applications by “study section” participants, with direct feedback on why they scored the application as they did. Each mock session included experienced researchers who had submitted successful grant applications; they provided real-life experiences about their quests for funding, often being unsuccessful in their first attempts. Discussion sessions were scheduled to allow participants to ask specific questions after hearing about the process and grading scale. These sessions were invaluable because of the restricted funding climate. 

Study Section 1: R01/Basic Grant With Multi-PI
SRO: Ann Jerkins, Ph.D., Scientific Review Officer, NIDDK, NIH
Chair: Marion Sewer, Ph.D., Associate Professor, University of California, San Diego
Study Section 2: R01/Clinical
SRO: Michele Barnard, Ph.D., Scientific Review Officer, NIDDK, NIH
Chair: Susanne Nicholas, M.D., Ph.D., M.P.H., F.A.S.N., Associate Professor, University of California, Los Angeles
Study Section 3: K Awards

SRO: Barbara Woynarowska, Ph.D., Scientific Review Officer, NIDDK, NIH

Chair: Keith Norris, Ph.D., Professor, University of California, Los Angeles
SCIENTIFIC PRESENTATIONS
Calorie Restriction Increases Insulin Sensitivity in Skeletal Muscle Through Sphingolipid Metabolism
Diana Obanda, Ph.D., Research Instructor, Pennington Biomedical Research Center, Louisiana State University

Dr. Obanda presented her research addressing the mechanism by which caloric restriction improves insulin sensitivity in skeletal muscle. Insulin resistance is a major characteristic of type 2 diabetes, and skeletal muscle is a major contributor to reduced whole-body glucose disposal in type 2 diabetes. Previous research has shown that calorie restriction improves insulin sensitivity, but the mechanism is not clear. The aim of the study was to elucidate the mechanisms through which caloric restriction increases insulin sensitivity in skeletal muscle. Sphingolipids, lipids in which fatty acids are linked to a long-chain base through amide bonds, have been shown to impact insulin signaling directly. Thus, the hypothesis was that caloric restriction improves insulin sensitivity in skeletal muscle through modulation of sphingolipid formation and metabolism. 

To address the hypothesis, Dr. Obanda performed an experiment in which 19 Fischer rats were separated into two experimental groups: those fed ad libitum, and those fed at 30 percent of the same diet. Dietary intake, body weight, and insulin sensitivity were measured. In addition, protein levels and sphingolipid metabolism were measured in the skeletal muscle (vastus lateralis). Body weight was reduced in the calorie-restricted group, as was insulin resistance. Ceramides, ceramide phosphates, sphingosine, and sphingosine phosphate did not differ between the groups, but glycosphingolipids were significantly lower in the calorie-restricted group. There was a positive correlation between glycosphingolipids and insulin resistance. Furthermore, inhibition of glucosyl ceramide synthase (the enzyme that synthesizes glucosylceramides) in rat skeletal muscle cells increased insulin sensitivity. Thus, insulin sensitivity is modulated by glycosphingolipid formation and metabolism in skeletal muscle.

Discussion

A participant asked whether enhanced insulin sensitivity occurs before or after the change in glycosphingolipids. Dr. Obanda explained that she had not performed a time course of these events, but there is an improvement in insulin sensitivity after 3 weeks of the calorie restriction treatment. 

An attendee noted that adiponectin is associated with both insulin sensitivity and glycosphingolipids, and asked whether adiponectin was measured. Dr. Obanda responded that she is planning to measure adiponectin. 

In response to a question about whether the inhibitor of glucosyl ceramide synthase was given systemically or locally, Dr. Obanda clarified that the experiment was performed in cell culture. 

Low Income, Community Poverty, and Risk of End-stage Renal Disease (ESRD)
Deidra Crews, M.D., M.S., Assistant Professor of Medicine, The Johns Hopkins University
Dr. Crews explained that socioeconomic disparities have been documented in kidney disease. Disparities are higher among individuals in low-income communities. Poverty is associated with multiple risk factors for kidney disease, such as hypertension, heart disease, and diabetes. Poorer neighborhoods have higher incidence of ESRD, and living in an area of low socioeconomic status (SES) is associated with progressive kidney disease. The interaction between community and individual SES on ESRD incidence is unknown. 
The study design followed the population-based cohort analysis of the Reasons for Geographic and Racial Differences in Stroke (REGARDS) study. Participants included 23,314 African Americans and Caucasians aged 45 years and older, recruited from the southeast United States. County-level poverty was determined by Z scores, a measure of the density of poverty in the county, calculated from the 2000 U.S. Census. Covariates and confounders included age, gender, race, region of residence, and education. For the statistical analyses, ANOVA and chi-square tests were conducted to assess differences across county poverty category. Multivariable Cox proportional hazards models were applied to examine the independent and interactive associations between income and county poverty measures and incident ESRD. 
The results demonstrated that the proportion of households headed by women were greatest in concentrated poverty areas. African Americans also are concentrated in poverty areas. Poor neighborhoods tended to have the highest incidence of ESRD, but it was not statistically significant. The well-known association of low income with increased risk of incident ESRD is strong and independent of county poverty. 
One strength of the study is that it was the first to examine the relative associations of individual and community SES with incident ESRD. The study had a large sample size, balanced with African American and Caucasian adults. It included measures of the density of community poverty. Limitations of the study included that not all study participants disclosed their annual income; the measure of annual income did not account for household size or SES across the life course; and the county might be too large of a geographic area to represent community SES. 

One component of Healthy People 2020 is an initiative to eliminate socioeconomic health disparities among patients with kidney disease in the United States by 2020. This study supports a focus on individual rather than community resources when attempting to reduce disparities in ESRD. 
Discussion
A participant asked whether Dr. Crews had taken into account access to healthcare. She explained that the number of factors that could be adjusted for was limited, particularly when considering the fact that there were relatively few events (158 ESRD events out of a sample size of 23,314). Access to healthcare was not analyzed.
Another participant asked whether the analysis took into account the cost of living, and whether the effects of community poverty were analyzed by controlling for the individual income variable. Dr. Crews confirmed that the individual income variable was controlled for in calculating community poverty.
An attendee suggested that the county level may be too large, but perhaps the ZIP code would provide a better spatial resolution to calculate community poverty. It also would be interesting to investigate the association of ESRD episodes and the density of dialysis units in the community. Community nephrologists provide higher quality of care. Investigating access to primary care would be worthwhile. 
Frequencies of CYP2C8, CYP2C9, and CYP2C19 Alleles Related to Antidepressants and Non-Steroidal Anti-Inflammatory Drug (NSAID) Metabolism in a Sickle Cell Disease (SCD) Patient Cohort

Cheedy Jaja, Ph.D., M.P.H., M.N., R.N., Associate Professor, University of Cincinnati

Dr. Jaja introduced SCD as one of the most common genetic blood disorders worldwide that affects predominantly people of African ancestry. Annual healthcare costs for sickle cell disease are $2.4B. The disease exerts a huge burden on the healthcare system and contributes a significant source of health disparity. 

Acute pain is a hallmark of SCD. Many patients experience pain daily, but several studies have documented the undertreatment of sickle cell pain. The three classes of drugs used to treat SCD pain include NSAIDs, opioids (e.g., codeine, hydrocodone, morphine, oxycodone), and selective serotonin reuptake inhibitors (SSRIs; e.g. paroxetine, citalopram). Patients manifest variable responses to pain therapy, partly as a result of genetic differences. Opioids, NSAIDs and adjuvant analgesics for SCD pain are metabolized by the CYP450 enzymes, which are highly polymorphic and associated with variable metabolic activities, ranging from poor to ultra-rapid capacity. 

The goal of this study was to establish a pharmacogenetic program for treatment of SCD pain. By determining the allelic frequencies of drug-metabolizing enzymes involved in analgesic-medication metabolism and measuring the functional activity of these different alleles, it becomes possible to incorporate this information in analgesic pain management.

To investigate the frequency of pharmacologically relevant allelic variants, seven CYP2C8, 15 CYP2C9 and 11 CYP2C19 alleles were genotyped in 165 SCD patients receiving care at the Georgia Regents University Comprehensive Sickle Cell Center clinics. Four CYP2C8 alleles (*1,*2, *3, and *4) were identified with observed frequencies of 0.806, 0.164, 0.018, and 0.012, respectively. Genotype frequencies were distributed as homozygous wild type (66.7%), heterozygous (27.8%), and homozygous variant/compound heterozygous (5.4%), respectively. Eight CYP2C9 alleles (*1, *2, *3, *5, *6, *8, *9, *11) were observed with the CYP2C9*1 having the highest frequency (0.824).The combined frequency for the allelic variants was 0.176. The predicted phenotype frequencies were as follows: extensive (68.5%), intermediate (18.1%), and poor metabolizers (0.6%), respectively. Four CYP2C19 alleles (*1, *2, *12, and *17) were detected with the following frequencies 0.545, 0.209, 0.006, and 0.236, respectively. The predicted phenotype frequencies were distributed as extensive (31.5%), intermediate (24.8%), poor (9%), and ultrarapid metabolizer (30.3%), respectively. Because some of the variant CYP2C9 and CYP2C19 alleles do not have clear phenotypic consequences, the predicted metabolic phenotype for five CYP2C9 genotypes (*5/*9, *6/*8, *8/*9, *9/*11), twelve CYP2C19 *2/*17, and one CYP2C19 *17/*UNK genotypes were indeterminate.
In this cohort, 55 subjects out of 165 had an allelic variant that contributed to impaired metabolism. For 8 percent of the cohort, pharmacologic function could not be determined, making these individuals candidates for alternative drug choices. Pharmacokinetic studies are necessary to determine the allelic combinations that result in particular metabolic phenotypes. The long-term goal of this work is to understand the functional effects of allelic combinations and to use this information to prescribe appropriate drug dosage. 

Discussion

No discussion points were raised.

Characterization of Sulfatase 2 (SULF2) Domains Regulating Wingless-type MMTV Integration Site (WNT) Pathway Activity in Hepatocellular Cancer

Bubu Banini, M.D., Ph.D., Postdoctoral Research Fellow, Mayo Clinic

Dr. Banini introduced her work characterizing SULF2 domains and WNT pathway activity in hepatocellular carcinoma (HCC). Worldwide, liver cancer is the sixth-most common cancer and the second-most common cause of death from cancer. HCC incidence has tripled in the United States since 1980, and 5-year survival rates are improving but still poor. HCC affects patients with cirrhosis, hepatitis, alcohol abuse, and fatty liver disease, among others. Most patients are diagnosed at advanced stages, when cures are no longer possible. More studies are needed on the pathogenesis of HCC. 

The gene SULF2 is upregulated in 60 percent of HCCs, and those with higher SULF2 activity have worse prognosis and more rapid recurrence. SULF2 mediates WNT release from heparin sulfate proteoglycans (HSPGs) and activates the WNT signaling pathway, which in turn leads to growth and cell invasion and, ultimately, progression and metastasis. SULF2 interacts with Wnt3a and Glypican 3, producing a ternary complex at the cell surface. The specific questions Dr. Banini sought to address include the structural determinants of SULF2 regulation of WNT signaling in HCC. Dr. Banini hypothesized that the key domains affecting WNT signaling do so through binding of 6-O sulfated HSPGs at the cell surface. 

Using site-directed mutations of SULF2 and transfection of wild type or mutant SULF2 into cells, it was determined that mutation of the catalytic and heparin-binding domains of SULF2 abrogates WNT signaling, and that these act on the 6-O-sulfates in HSPGs. Thus, this study has identified the targets for further study about the SULF2-mediated WNT pathway activation in HCC. 

Discussion

No discussion points were raised. 
Dinner Address: If Not Us, Then Whom?

Jackson Wright, M.D., Ph.D., Case Western Reserve University

Dr. Jackson Wright commended Dr. Gaillard, the Planning Committee members, and the leadership of Dr. Agodoa and Ms. Winnie Martinez for the excellent NMRI program. He offered several observations made during his career and described a few important changes, some of which have been regrettably small. Dr. Wright focused his presentation on the responsibilities that minority investigators must assume to increase the magnitude of the changes as a marker of success. 

Throughout his career, Dr. Wright participated in dozens of minority development programs. He explained that often, the purpose of the programs was more to document the existence of the programs than to reduce the magnitude of the problems facing minority researchers. The NMRI, by contrast, has a clear and beneficial purpose, and it has been productive in both providing mentorship and fostering collaboration within the Network. Dr. Wright noted that at 14 years into the 21st century, minority researchers still have far to go to reduce the burden of disease and death. Minorities are dying unnecessarily and many diseases in communities remain untreated or undertreated. The careers of minority trainees have been ruined and dreams have been dashed, all needlessly. Dr. Wright emphasized that the conditions have to change to improve the statistics of minority populations. He asked: If we do not address them, who will? If not us, then whom? 

Dr. Wright commented that the proportion of African-American faculty is still very low, at 3 percent. This statistic represents less than a single percentage point gained compared to when Dr. Wright began his academic career approximately 3 decades ago. A recent New York Times article reported that at the major medical schools (representing future African-American academic faculty), only one-third of the African-American medical students had both parents and grandparents born in this country. This is not to say that the United States, including our communities, has not benefited from the recent talent influx, as evident in the outstanding individuals present at the meeting. Rather, this indicates the continuing absence of significant and effective investment in African-American youth in this country. Dr. Wright noted that this was especially true of African-American males, who represent well less than a third of African-American medical students nationwide. Dr. Wright emphasized that as minority faculty and investigators, this phenomenon can no longer be ignored. If we don’t address it, who will?

Dr. Wright noted with pride his accomplishments of achieving full professor with tenure at one of the top academic medical centers and his leadership role on many of the major studies addressing the treatment of cardiovascular and renal disease, especially in African Americans, minorities, and health disparities. He has published approximately 300 publications, many in leading medical journals, and led or assisted in securing more than $50M of NIH funds during his almost 25 years at Case Western Reserve University. He commented that he could highlight numerous contributors instrumental to his success, including family, staff, collaborators, and mentors, but he decided to focus on one, affirmative action. He noted that he is a product of affirmative action. He also noted that in today’s environment, the institution that trained him would run the risk of litigation for having accepted him, as his paper file would not have predicted his future accomplishments. However, affirmative action did for him and others what it was intended to do. It gave him an opportunity (not a guarantee); then placed the onus on him to succeed or fail. Dr. Wright asserted that equity in the American system requires that minorities be offered the previously denied opportunity to succeed. If we are ever to see equity in the American system in our lifetime, the system that selects those who get the opportunity must be permitted to take a chance on developing minorities, especially African Americans, who will be at higher risk based on the usual criteria. He indicated that he does not consider it a disappointment when someone fails; he considers it a disaster when they are not given the opportunity to excel. We, as minority faculty, should not apologize for demanding that opportunity. Once given that opportunity, however, it is our responsibility to make the most of it, not only for our success, but for the benefit of our communities and those in our community whom we must assure will follow and replace us.

As a minority faculty in health science, Dr. Wright outlined three primary objectives that he considered metrics for measuring his success: (1) add to the database of disorders that disproportionately affects the minority community; (2) serve as a resource providing expertise for developing practice guidelines for our communities and for the peer-review process to ensure that the minority community is represented; and (3) mentor and advocate for junior minority scientists so the momentum for change is not lost. 

Dr. Wright said that he was fortunate in his career to have many outstanding mentors. Minority researchers especially need multiple mentors to provide positive and negative feedback. Among these, he included Dr. Agodoa, who was the Project Officer for the African-American Study of Kidney Disease and Hypertension (AASK) that afforded him his first leadership opportunity in a major NIH trial. 

Minority faculty must learn to enjoy the battle that they will encounter in their careers; it is worth the fight, and many lives in minority communities are at stake. One critical question each of us has to answer at some point in our careers is whether others’ negative assessment of our achievements is justified. “Is it me, or is it them?” Dr. Wright emphasized the need to identify trusted mentors, peers, friends, and family members who will provide you a frank and honest assessment and the importance of having a reference point as their career progresses. A corollary question is whether our success has been at the cost of compromising key principals and on terms “that will allow us to look ourselves in the mirror” each morning. For most, our success is dependent on the subjective assessments of us by others who may not share our values. It is essential, however, that we maintain our commitment and integrity. He emphasized that every attendee in the room is a success story. 

Another observation is that many departments at leading institutions have never had an African-American faculty member. He observed how there is always intense competition for rare faculty with specific skills seen by the institution as necessary. Yet in almost every instance, the recruitment is nearly always successful because of the institution’s willingness to invest in the market value for these talents. However, despite the clear need for a diverse faculty, market forces do not apply in the recruitment of African American and minority faculty. 

Dr. Wright noted that many present at the Workshop have an interest in studying racial and ethnic differences in disease. While racial differences in disease presentation, morbidity, mortality, and response to treatment exist, many try to define race in terms of genotype, while others consider race to be only a social construct. Although there are different opinions about how to define race, knowing an individual’s race can predict certain disease characteristics, such as the risk of kidney failure, stroke, infant mortality, diabetes, and premature death, among others. Thus, race does have significant biological consequences. Although he was one of the authors of the New England Journal of Medicine (NEJM) article in November 2013 that published the identification of the APO-L1 gene as the cause of the increased prevalence of CKD progression and kidney failure in African Americans with diabetic and nondiabetic renal disease compared to Caucasians, he has no doubt that most racial and biological differences will be explained by nongenetic causes. 

Dr. Wright observed that racial differences often are embroiled in racial politics. He recalls serving on the Data Safety and Monitoring Board, which insisted on early discontinuation of the African American Heart Failure Trial because African American participants on the hydralazine and isosorbide dinitrate combination (ISD/HYD) had more than 43 percent lower risk of mortality, 33 percent lower risk of hospitalization, and significant benefit on quality of life. The politics, however, became focused on whether the drug combination should be considered “a Black drug” and entirely missed the point that the treatment reduced mortality and hospitalizations by more than 50 percent. The standard of care for African American patients with heart failure established by the American College of Cardiology and the Heart Failure Society only recently changed to indicate ISD/HYD as primary therapy in African American heart failure patients. Furthermore, a decade after the NEJM publication of the results of that trial, the standard of care for African American patients with heart failure remains such that hospitals treating mostly African American patients, if reviewed by the Joint Commission on Accreditation of Healthcare Organizations, would be cited if patients without justification are not receiving RAS inhibitors and beta blockers that have substantially lesser level of evidence in this population, but would not be cited if they were not placed on ISD/HYD. Our role in translating evidence to our community’s benefit is essential and an ongoing challenge.

Dr. Wright referred to the Institute of Medicine report on health disparities and the earlier report in 1985 by the U.S. Department of Health and Human Services (HHS) Secretary Margaret Heckler. He expressed concern that studies continue to focus more on the study of health disparities and continue to observe poor outcomes. Although some observational data obviously are necessary, when the study of health disparities focuses on simply “observing” the disease progression of inadequate medical care until it reaches the “endpoint” of significantly poorer health outcomes, it presents an element of deju vu with the 1933–1972 Tuskegee Syphilis Study. He indicated that we are overdue in generating data and evaluating interventions to address the disparities problem. New guidelines and funding standards should be established in this area to reduce disparities. Significant progress has been made in generating important data on the pathophysiology and treatment of African-American populations. This is 2014, however, and it is important to endeavor to equalize the health handicap experienced by minorities. Dr. Wright reiterated that minorities are dying and careers are being ruined. As minority faculty investigators, there needs to be another call to arms. 

As his career ends, Dr. Wright hopes to be able to look back and feel that he met the goals he laid out for himself in the beginning. His presence in AASK, as well as numerous other trials and committees, he hopes created the environment for progress toward addressing health disparities. Dr. Wright expressed concerned that there is a diminishing urgency to address the health needs of minority communities. As a minority investigator dealing with the health needs of the community, there is no profession with a greater secondary gain. Minority providers change lives of the minority patients that they serve. Minority investigators, however, have the opportunity to change the lives of entire communities. If not us, then whom?

Discussion

Dr. Lincoln Edwards thanked Dr. Wright for the invigorating talk. He relayed an anecdote that indicated African-American males are entering the field of nursing in higher numbers. Dr. Edwards suggested that perhaps the students would consider academia, but are concerned about the challenges, such as writing grants. He asked how those individuals could be convinced that the community needed them in research. Dr. Wright asserted that minority research nurses and nurse investigators also are needed. He also noted, however, that if minorities are successful in their careers, they can convey that success and communicate to students the opportunities for positive gain. As he indicated, no career provides as great secondary gain as that of academic medical research, and that message needs to be communicated. Research and clinical careers each have their benefits and drawbacks. Currently, despite the limited funding environment, there is ample opportunity for researchers to enjoy their life and career.

Dr. Leonor Corsino explained that it is difficult to teach students to be resilient to negative comments, and she solicited advice on overcoming this challenge. Dr. Wright stated that if he and other minority faculty had listened to the negative comments about themselves, none of us would be where we are. The reality is that minority mentors must convey the positive aspects of their careers to those coming behind in addition to strategies to manage the expected challenges. Dr. Beckman asserted that students should have backup plans to enhance resiliency. 

A participant asked for strategies to attract more minority men to academic careers. Dr. Wright’s strategy is to introduce middle school boys to medical school. Minority men are being lost from the academic track earlier than ever, and providing opportunities even to young children is important. There is no better minority recruitment tool, however, than the presence of successful minority faculty as role models.

Dr. Dagogo-Jack said that he spent the past 13 years in Memphis, Tennessee, working with civic leaders in the African-American community on a program called Rights of Passage. The program mimics ancient African customs and is reminiscent of a Jewish bar mitzvah. There is an emergency concerning the low enrollment of African-American males in graduate and medical schools. A fundamental question is how to address the pernicious effects of discriminatory practices that have deflated the ambitions of a broad swath of citizens. Many believe that they have no stake in the future, and there is a depletion of role models. Minority faculty presence itself is an argument against stereotypes. The Knowledge is Power Program in Jackson, Mississippi, encourages students to form a positive “gang” and hosts a competition for the biggest reader. Dr. Dagogo-Jack suggested that minorities volunteer a fraction of their residual time and interact with young minds at a captive level in development. 

A participant noted that a community in Columbus, Ohio, has a high school graduation rate of 50 percent, while 10 miles away in a wealthy neighborhood, 80 percent are college bound. This is a problem. It is important to find a strategy to educate children at a young age and bridge the gap. A participant commented that the American Physiological Society (APS) has an excellent high school program.
TUESDAY, April 15, 2014
Mentor-Mentee Session

The mentor-mentee session was designed to provide time for senior NMRI researchers to discuss career- or research-related topics with their mentees and promote active mentoring relationships between senior and junior members. During the session, participants also answered the following survey questions:

1) What is your rank?

2) Are you on a tenure or non-tenure track?

3) How many grants were funded in the previous year?

4) How has the NMRI helped your career? 
5) What is your salary?

6) Why did you attend this meeting?

Business Meeting and Committee Reports
Oversight Committee Report

Lewis Roberts, M.D., Ph.D., Professor of Medicine, Mayo Clinic

Shirley Blanchard, Ph.D., Associate Professor, Creighton University
Before presenting the NMRI Oversight Committee Report, Dr. Roberts thanked the members for attending the annual Workshop and for completing the evaluation questions. The responses will be analyzed to evaluate metrics of success for the NMRI program. He asked the Oversight Committee members to stand for recognition: Drs. Shirley Blanchard, Leonor Corsino, Luis Cubano, Clarissa Diamantidis, Alejandro Diez, Robert Ferry, Cynthia Ann Jackson, Ariana Pichardo-Lowden, Lewis Roberts, Jose Romero, Virginia Sarapura, and Marion Sewer. He also expressed appreciation to the NIDDK Program Officer, Ms. Martinez, and OMHRC Director, Dr. Agodoa. 
Dr. Roberts described the Oversight Committee mandate, which includes the following objectives: 

· Facilitate the development of active mentoring relationships between senior and junior members of the Network.
· Identify new members and plan outreach to organizations with potential members of the Network.

· Establish specific groupings of Network members by research/professional interest or geographical location.

· Coordinate with professional societies that host annual meetings with the goal of organizing an informal gathering.

· Evaluate the effectiveness of the Network in terms of (a) success in obtaining extramural grant funding, promotions, and tenure; and (b) identification of members trying to secure funding and referring them to other Network members who can provide advice and assistance.

· Ensure that the members and activities of the NMRI fall within the specific programmatic areas of the NIDDK and that the membership reflects and represents these areas.

Dr. Roberts explained that the NMRI Oversight Committee was actively involved in several projects to achieve the 2013–2014 objectives. The Committee increased the NMRI’s visibility with partner associations, including the American Association for the Study of Liver Diseases (AASLD), American Diabetes Association (ADA), American Gastroenterological Association (AGA), and the Endocrine Society. Several organizations provided funding to supplement NIDDK support for this meeting. The ADA, AGA, and Endocrine Society each supported five travel awards this year, and the Oversight Committee is exploring the potential to expand the support to include the American Society of Hematology and the American Society of Nephrology.
Dr. Roberts described the partnerships that the NMRI forged with foundations to disseminate information. Ms. Martinez sent brochures and Dr. Roberts gave a brief presentation at the AGA’s Diversity Reception during Digestive Diseases Week. The Endocrine Society posted a link to the NMRI Workshop from its website when it sponsored travel awards. Dr. Roberts explained that Ms. Martinez can provide materials to disseminate at partner events. The final initiative for the Oversight Committee in 2013–2014 was the NMRI’s mentoring program, an update on which will be provided by Drs. Blanchard and Sarapura. 

The challenges and opportunities for the NMRI include recruitment, retention, mentoring, communication, and additional partnerships with societies and foundations. Dr. Roberts encouraged the participants to consider potential attendees well ahead of next year’s NMRI meeting, as the exposure to mentoring and training at the Workshops are invaluable. Recruitment is key because many in the minority research community are not aware of the NMRI’s efforts. Dr. Roberts noted the attendance of several Deans and Department Chairs at the meeting and professed how inspirational they were as role models. Communication between meetings could enhance the experience of Network. The Oversight Committee discussed convening regional meetings and creating a LinkedIn interest group. In response to a quick poll, it was noted that approximately half of the NMRI attendees have LinkedIn accounts.

Dr. Roberts reiterated Dr. Wright’s message that the goal is not for individual minority researchers to make progress in their careers; rather, the ultimate goal is to contribute meaningfully to reduce health disparities. The vision of the NMRI will begin to be fulfilled when multiple-PI grants are generated by members. Dr. Roberts encouraged the attendees to consider ways to communicate and collaborate with each other and explore the opportunity for synergy within the Network, including regional collaborations. The current funding environment is challenging, and training members to diversify funding streams (e.g., foundations, industry funding) will help everyone tap into additional sources of funding. Many NMRI member actions can make an impact on health policy and, ultimately, on the health of communities. Dr. Roberts asked the participants to consider how the NMRI members can impact health policy nationally and internationally. 

Dr. Roberts described the participation opportunities for Workshop attendees. For example, attendees can recruit others to join NMRI, sign up for the mentor-mentee program, volunteer to coordinate an interest group, or serve as the NMRI representative with the organization in a particular field of study. Also, members can help host a regional meeting, serve on the NMRI Planning or Oversight Committees, and help raise funding to increase support for NMRI meetings. For example, institutional support might be available for many investigators. Dr. Roberts relayed that it has been personally rewarding to serve on the Oversight Committee, and he encouraged interested individuals to volunteer. He asked the members to let the NMRI know what would help them succeed to inform the following year’s priorities, and referred participants to the NMRI website at http://nmri.niddk.nih.gov for more information.

The 2014–2015 Oversight Committee will be chaired by Dr. Leonor Corsino, Assistant Professor of Medicine in the Division of Endocrinology, Metabolism, and Nutrition at Duke University. She also is co-Director of the Duke Scholars in Molecular Medicine – Endocrinology Track and the Associate Chair of the Department of Medicine Minority Recruitment and Retention Committee. The 2015 NMRI Workshop is tentatively scheduled for April 16–17, 2015. 
Dr. Blanchard presented the 2011–2012 NMRI member statistics, based on an online questionnaire, that are used for NMRI program evaluation. She commented that several of the statistics will be included in an article about the NMRI’s mentorship program, which serves as a model for similar programs at other NIH institutes.
In 2011–2012, the majority of the 44 NMRI respondents were faculty and postdoctoral fellows. Of the faculty members, most were Assistant and Associate Professors. The motivation to attend the annual meeting was related to grant writing (one of the most important), professional mentorship, research opportunities, and management skills, which are central themes to the mission and purpose of the NMRI. Notably, of the 44 respondents, the average rating of professional growth was 8.1 out of 10. Seventy-seven percent of respondents were willing to be a mentor, including assisting in the identified areas of diabetes research, kidney disease, health disparities, nutrition and obesity, and bioinformatics. In 
2011–2012, 37 members submitted 71 grants, of which nine were funded. 
The data from 2012–2013 showed that a majority of the 34 respondents were Assistant and Associate Professors. This similarity between the years highlighted the need to consider how to support members in the transition between Associate Professor and Professor. Approximately 41 percent of the respondents were tenured, and half of the non-tenured were tenure track. The average income, according to the survey last year, was approximately $115,000. The questionnaire responses indicated that being a member of NMRI helped with the tenure process through networking, mentor advice, grant application success, and promotion and tenure advice, among others. Similar to the previous year, the NMRI scored high marks for professional growth and career development, and research areas for assistance were the same. 

Dr. Blanchard read two quotes demonstrating the importance of the NMRI: “It is my goal that each year I will make arrangements to be at the NMRI meeting,” and “One of my goals is to be a successful academic endocrinologist who will be a role model for the next generation of Hispanic investigators.” Dr. Blanchard commented that seeing NMRI members together in one room is always empowering. She noted that the NMRI travel awards have been critical to participation in the Workshop.

Dr. Blanchard outlined the objectives for 2013–2014, including mentorship, membership retention, increased funding, continued collection of metrics for success, and program evaluation. The data from the program evaluations are used to support the NMRI program. She explained that NMRI members are expected to complete the online survey at http://www.scgcorp.com/NMRIQuestionnaire/ to report significant accomplishments (e.g., publications, presentations, grants, tenure, and promotion). Members also should complete post-program evaluations, recruit one or more new members per year, and contact at least one organization or society to solicit support for the NMRI. Dr. Blanchard emphasized that any ideas for NMRI assistance with tenure should be raised to the Oversight Committee, Dr. Agodoa, and Ms. Martinez.
Dr. Blanchard again presented the six evaluation questions listed above, noting that the anonymous data collected will be included in the article that is being developed. Following a tally of responses, Dr. Blanchard commended the participants on the record of 59 evaluations.

Discussion

Dr. Agodoa clarified that the new HHS policy dictates a limit of $75,000 for all conferences, which explains the funding constraints for the NMRI Workshop. 

Dr. Courtney Houchen asked for clarification on adding new members to the Network. Dr. Blanchard explained that interested individuals can contact Ms. Martinez or request membership through the NMRI website (http://nmri.niddk.nih.gov/membership/index.aspx). Membership is open to any individual whose research meets the mission and guidelines of the Network and NIDDK. Ms. Martinez reminded the attendees that the NMRI Workshop is an open meeting and can be attended by anyone interested in the topic and in mentoring. The membership criteria are stipulated only for travel awards. 
NMRI Mentorship Program
Virginia Sarapura, M.D., Associate Professor, University of Colorado
Dr. Sarapura emphasized the importance of mentorship in helping junior scientists navigate their professional careers. Many mentors can guide a mentee at various stages. The purpose of the NMRI Mentorship Program is to identify a mentor for mentees who need one and to create a framework to help achieve the mentee’s goals. 
Mentors and mentees are matched through several methods. The primary site to establish a relationship is at the annual NMRI Workshop, where mentors’ biosketches are provided in the meeting folder and a mentor-mentee session is included in the agenda. Mentors and mentees can sign up at the meeting registration table. Dr. Sarapura also acknowledged that the NMRI Directory contains a lot of information about the NMRI members and is a good source to identify mentors, as well as collaborators. 
The NMRI Mentorship Program provides a formal framework for the mentorship relationship to help accomplish the mentee’s goals. The Mentorship Agreement Form – Part I establishes educational objectives and a timeline for contacting the mentor. Dr. Sarapura recommended four mentoring meetings per year. The Mentorship Agreement Form – Part II captures feedback from the mentor and mentee regarding goal accomplishment and suggestions for improvement. The data are collected to evaluate metrics of success for the Mentorship Program. Dr. Sarapura highlighted several key statistics describing the NMRI Mentorship Program based on 27 responses received from 2012 to 2013. Notably, 70 percent of respondents stated that mentorship was the motivation to attend the annual meeting, second only to networking. A goal for many participants was to find a mentor, and 26 percent did so. Participation in the Mentorship Program reached 44 percent of respondents, and 15 percent listed mentorship advice as beneficial for the tenure process.

Dr. Sarapura encouraged all attendees to pursue the Mentorship Program. Participants in the Mentorship Program should complete the mentorship agreement forms and send the completed forms to Ms. Martinez. There have been many success stories, and Dr. Sarapura encouraged participants to share any successes. 

Discussion

A participant relayed her experience with the NMRI mentoring program. She explained that she met with her mentor, Dr. Keith Norris, who provided great advice about approaches to grant writing and building a research portfolio. She commented that younger investigators tend to be ambitious, which is good, but the strategic input provided by a mentor is invaluable.
Planning Committee Report 
Trudy Gaillard, Ph.D., R.N., C.D.E., Assistant Professor, The Ohio State University

Dr. Gaillard, 2013 NMRI Planning Committee Chair, reiterated that the NMRI was established in 1999 to increase the number of minority health researchers who succeed in accessing grants and contracts for NIH research. The NIDDK OMHRC established a communication network of current and potential biomedical research investigators and technical personnel interested in minority health research, including individuals from traditionally under-served communities—African-American, Hispanic-American, American Indian, Alaskan Native, Native Hawaiian, and other Pacific Islanders—to address that need.
Dr. Gaillard referred to the mission of the NMRI, which is to encourage minority health investigators to be researchers in fields of interest to the NIDDK, including diabetes, endocrinology, metabolism, digestive diseases, nutrition, kidney, urologic, and hematologic diseases. An important component of the Network is the promotion of communication between network members and the NIDDK. Through the NMRI, the NIDDK elicits recommendations for strategies to enhance opportunities for, and support of, underrepresented population groups in biomedical research. The NMRI strives to advance scientific knowledge and contribute to the reduction and elimination of racial and ethnic health disparities.
The responsibilities of the Planning Committee include developing the Workshop agenda for the next year’s meeting. Planning Committee members contribute to identifying and soliciting speakers (including keynote and dinner speakers) and workshop presentations, as well as identifying potential funding sources to maintain the number of attendees. The Planning Committee reviews abstracts, judges posters, and establishes the travel budget. Planning activities occur during monthly conference calls that will begin in June 2014 for next year’s meeting.
Dr. Gaillard asked the Planning Committee members to stand for recognition. She expressed appreciation for their expertise and assistance in planning the meeting. Dr. Gaillard introduced Dr. Rhonda Bentley-Lewis as the Planning Committee Chair for the 2015 NMRI Workshop.
MARCO CABRERA POSTER AWARDS

Trudy Gaillard, Ph.D., R.N., C.D.E., Assistant Professor, The Ohio State University
Dr. Gaillard thanked the judges and all of the attendees who submitted posters. She explained that each poster award winner would receive an engraved plaque. Dr. Gaillard congratulated the following winning posters in the categories of Basic, Translational, and Clinical Science:
Basic Science Poster Award

Adebowale Adebiyi, Ph.D., Associate Professor, University of Tennessee 

“Lipid Rafts Are Required for Signal Transduction by Angiotensin II Type 1 Receptors in Neonatal Glomerular Mesangial Cells”

Translational Science Poster Award

Stacey Moore-Olufemi, M.D., Assistant Professor, University of Texas
“Smooth Muscle Thickness Correlates With Short Gut Parameters and Decreased Plasma Amino Acid Levels in Risk Factors Associated With Gastroschisis-related Intestinal Dysfunction (Grid)” 
Clinical Science Poster Award

Angedith Poggi-Burke, M.P.H., Technical Intramural Research Training Award Fellow, National Institute on Aging
“Association of Racial Discrimination and Kidney Function Decline Among African Americans and Whites”

Scientific PresentationS Continued

Dr. Bentley-Lewis presented certificates to the previous day’s scientific presentation speakers, including Drs. Obanda, Crews, Jaja, and Banini. She introduced the presenters for the current session.

ADAM12 Modifies Severity of Peripheral Arterial Diseases (PAD); Evidence From Preclinical and Human Studies

Ayotunde Dokun, M.D., Ph.D., Assistant Professor, University of Virginia

Dr. Dokun introduced the topic of PAD, which indicates the presence of occlusion in a major vascular bed other than the heart. This condition occurs most frequently in the arteries of the (lower) limbs. The prevalence of PAD is similar to coronary heart disease, but the condition is not as well publicized. Risk factors for PAD are similar to those of atherosclerosis, except diabetes is a bigger driver. Diabetes, along with smoking, accounts for as much as 80 percent of the risk for PAD. There are two classical clinical presentations of PAD. Intermittent Claudication (IC) is indicated by pain with ambulation that resolves with cessation of walking. Critical Limb Ischemia (CLI) is characterized by pain at rest and the development of ulcers and gangrene. Of patients with similar levels of occlusion, some present with IC and others with CLI, suggesting that genetics contributes to the outcome of disease. Also, patients rarely progress to CLI in the absence of diabetes. 

A mouse model of PAD has been developed. The hindlimb ischemia model (HLI) is created by surgically ligating the femoral artery and excising segments to interrupt blood flow. The mouse is then evaluated for the return of perfusion, and the extent of necrosis is scored. Another endpoint is the measurement of capillary density evaluated in skeletal muscle sections. It is well known that the induction of ischemia results in a heterogeneous phenotype depending on the mouse strain background. For example, the C57BL/6 mouse recovers well after surgery, but the BALB/c mouse demonstrates necrosis and poor perfusion. Dr. Dokun presented his hypothesis that differences in recovery following HLI might be due to underlying genetic variations. 
Dr. Dokun mapped the phenotype to a quantitative trait locus (QTL) on chromosome 7 associated with necrosis, which he named Limb Salvage QTL-1 (LSQ-1). To test the role of the locus in generating the necrotic phenotype, a chromosome substitution strain (CSS) was employed. This experiment confirmed that the genetic information on chromosome 7 was important for the necrotic phenotype. Haplotype analysis was used to refine LSq-1 and mRNA expression profiles of the 25 genes within the five newly identified haplotype blocks. ADAM12 was identified as having the highest differential mRNA and protein expression between C57BL/6 and BALB/c. ADAM12 is implicated in processes that involve excessive growth, including cardiac hypertrophy and cancer. The next set of experiments was designed to confirm the function of ADAM12 in perfusion recovery. Augmentation of ADAM12 in the BALB/c mouse improved perfusion recovery, and reduction of ADAM12 in the C57BL/6 mouse impaired recovery. In human endothelial cells, an in vitro model of ischemia demonstrated upregulation of ADAM 12. Augmenting expression increased survival and proliferation, and knockdown of ADAM12 impaired angiogenesis, demonstrating physiologic consequences of ADAM12 expression. 
To determine whether ADAM12 is associated with PAD severity in humans, Dr. Dokun collaborated with investigators at Duke University’s Catheterization Genetics (CATHGEN) biorepository. Association studies of ADAM12 polymorphisms with PAD severity showed that one of the SNPs within ADAM12 was associated with CLI (odds ratio of 2.4 for CLI after adjusting for factors such as smoking and diabetes). In summary, Dr. Dokun’s laboratory identified ADAM12 as the first genetic modifier of PAD outcomes in mice and humans. The expression of ADAM12 is impaired in diabetes and likely reflects a mechanism contributing to poor PAD outcomes in individuals with diabetes. 

Discussion

A participant asked whether the Vascular Endothelial Growth Factor (VEGF) pathway was investigated, as VEGF is a driver for ischemia. Dr. Dokun agreed that VEGF might be involved in vessel formation, but the difference in the mouse strains’ ability to recover from ischemia does not appear to be due to VEGF expression.

Parental Determinants of Overweight Among American Indian/Alaska Natives (AI/AN) and Non-Hispanic White Adolescents: Evidence From the National Longitudinal Study of Adolescent Health (NLSAH), 1994

Anna Zamora-Kapoor, Ph.D., Postdoctoral Senior Fellow, University of Washington

Dr. Zamora-Kapoor presented three reasons for studying obesity, namely its increasing prevalence, comorbidities, and disparity. Obesity among adolescents has tripled since the 1980s and is now at 18 percent. Serious comorbidities include CVD, type 2 diabetes, cancer, and musculoskeletal pain. On average, obesity reduces life expectancy by 10 years. Obesity health conditions exhibit some of the highest health disparities. AI/AN exhibit the highest obesity rates in the United States at 40.8 percent, followed by African Americans, Native Hawaiian and Pacific Islander (NH/PI), and Hispanics. 
Studies have shown that genes affect obesity risk, as do SES, parent education, and household composition. None of the large studies, however, included AI/AN in the study population. Dr. Zamora-Kapoor asserted that the goals of her study were to (1) measure the relative significance of parental determinants on adolescents’ BMI and (2) examine whether the effects of parental determinants persist after controlling for adolescents’ habits (frequency of physical activity and hours of TV watching). To accomplish these goals, Dr. Zamora-Kapoor analyzed data from the NLSAH between 1994 and 2008. The population sample included 720 AI/AN out of a total of 11,855. 
AI/AN participants exhibited a slightly higher BMI and more sedentary habits. Bigger differences existed for the parental determinants. The percentage of parents who completed only elementary school was 23 percent for AI/AN and 12.4 percent for Caucasians. Regarding marital status, 6.7 percent of AI/AN parents were single, whereas only 1.7 percent of Caucasian parents were single. AI/AN parents also had higher rates of being previously married (e.g., divorced, separated, or widowed). The rate of employment indicated that AI/AN parents have higher rates of unemployment than Caucasian parents.

In the absence of behavioral variables, increased parental education carried a protective effect against increasing BMI for all races. Parents who were previously married tended to have adolescents with higher BMIs. Dr. Zamora-Kapoor then evaluated how those effects varied with the inclusion of behavioral variables. Watching more than 10 hours of television per week was associated with increased BMI, while playing sports at least five times per week conferred a protective effect. The interaction terms showed that parental determinants had comparable effects for AI/AN and Caucasians. 
Dr. Zamora-Kapoor’s study, which used nationally representative data, provided insights to consider future interventions targeting obesity in adolescents, including both behavioral corrections and parental education. The limitations of the study included the age of the data, which were collected in 1994, and the fact that the analysis did not account for heterogeneity between AI/AN and Caucasians. Future research is needed to determine the causal pathways between parental determinants and adolescents’ BMI and to examine alternative explanations for the inter-generational transmission of obesity across racial and ethnic groups.
Discussion

In response to a question, Dr. Zamora-Kapoor clarified that the dataset did not include the parental BMI variable. 
Dr. Roberts noted the age of the dataset and asked about the changes in the obesity rates in the AI/AN population in the past few decades. Dr. Zamora-Kapoor responded that the rates have increased over time. Currently, 40.8 percent of the AI/AN population are obese.
Efficacy of (-)-Epicatechin (EPI) in the Treatment of Hypertriglyceridemia in Subjects With and Without Type 2 Diabetes

Francisco Villarreal, M.D., Professor, University of California, San Diego

Dr. Villarreal introduced the importance of plasma triglyceride (TG) levels, as abnormalities in TG metabolism are associated with obesity, type 2 diabetes, and familial diseases. TG levels primarily are determined by intestinal uptake from dietary fat, hepatic production, peripheral lipolysis and hepatic removal of very low-density lipoprotein (VLDL) and chylomicrons. TG levels, which have displayed a steady increase over the recent decades, contribute to increases in cardiometabolic risk (the American Heart Association recommends optimal TG levels of 100 mg/dL). Despite the importance of TG levels, limited pharmacological therapies are available to treat hypertriglyceridemia.

Flavonoids comprise a class of natural compounds known for their safety and low toxicity. The compounds are present in fruits and vegetables, particularly cacao. Despite its caloric content, dark chocolate has been show to improve overall metabolism. The most abundant flavonoid present in cacao is EPI. Dr. Villarreal’s laboratory has demonstrated several unique properties of EPI in animal models of aging, myocardial ischemia, and exercise endurance. Dr. Villarreal referred to the poster presented describing the beneficial effects of EPI on a rat model of metabolic syndrome.
The overall objective of Dr. Villarreal’s study was to examine the potential of low-dose EPI (50 mg BID in capsules) to reduce TG levels in subjects with hypertriglyceridemia with and without type 2 diabetes and to assess treatment impact on metabolic risk-associated endpoints. The primary objective was to evaluate the efficacy of EPI in reducing fasting plasma serum TG during a 4-week period in patients of hypertriglyceridemia with or without type 2 diabetes compared to the standard of care alone. Secondary objectives were to ascertain the safety and tolerability EPI and evaluate the effect on other cardiometabolic parameters, such as high-sensitivity C-reactive protein (hsCRP) and lipids. The study followed a randomized, placebo-controlled, double-blind design and was performed in India by contract research organizations. 
Research findings indicate that low-dose EPI in subjects with hypertriglyceridemia can achieve a significant reduction of approximately 90 mg/dL. hsCRP were also significantly reduced by 30 percent. Subanalysis of subjects with glycemia also indicated significant improvements in TG levels, glucose, fructosamine, homeostasis model assessment-estimated insulin resistance (HOMA-IR), and hsCRP with treatment. No changes were observed in the placebo group. These results support the concept that EPI may represent a safe and natural alternative treatment for the control of metabolic disturbances. Additional trials using larger populations and of longer duration are warranted to further define the capacity of EPI to act as a useful and safe therapy for metabolic disorders.
Discussion

With regard to a question about why the study was conducted in India, Dr. Villarreal explained that it was not uncommon for studies sponsored by small companies to take advantage of the cost reductions in India. Also, the population in India has a severe problem with obesity, high TG, and diabetes. 
Dr. Beckman expressed support for using plant medicine to improve human health. She noted that it was rare for natural compounds to lower both TG and glucose, because often the energy is shunted into the other pathway. Dr. Villarreal asserted that EPI alters mitochondrial coupling and might function through brown adipose tissue, muscle, and liver. Chocolate was discovered in Mexico, where it was revered by Meso-American Indians for its “God Food” properties and used as medicine to increase stamina. Dr. Villarreal noted that more chocolate is not necessarily more effective at lowering TG. One dark chocolate Hershey kiss provides the optimal dose of EPI. Interestingly, there have been no reports of adverse effects from eating chocolate. 
A participant asked whether, given the potential performance-enhancing properties of EPI, it was among the list of banned substances. Dr. Villarreal replied that many natural compounds, such as beet juice, also improve athletic performance and are not banned from sports. In response to a question, Dr. Villarreal explained that the EPI used in the study was a pure substance extracted from tea. A promising study by the University of California, Davis, has evaluated the treatment of muscular dystrophy patients with EPI and seen encouraging results. 

A participant asked whether urine analysis of EPI concentrations was performed. Dr. Villarreal replied that the study investigated blood EPI and metabolites, but did not perform urine analysis. In response to another question, Dr. Villarreal explained that the study controlled for diet. 
Dr. Bentley-Lewis thanked all of the presenters during the past 2 days. She asked that they report for a group photograph during the break. Dr. Bentley-Lewis asked the participants to take advantage of the opportunity to provide feedback to the presenters as an informal mentoring process to help the speakers acquire presentation skills.
Pragmatic Trials, Cooperative Effectiveness Research (CER), and Patient-Centered Outcomes Research Institute (PCORI)
Michael Flessner, M.D., Ph.D., Director of Inflammatory Renal Disease, KUH, NIDDK

Dr. Flessner introduced the topic of CER and PCORI, which represent a paradigm shift in research in the United States and represent an important advance for scientists. PCORI and CER address important clinical questions that cannot be answered by formal randomized clinical trials (RCTs). Additionally, many patients and providers are dissatisfied and the cost for care delivery is rising. Many minority populations do not have access to healthcare; the lack of coverage for 40–80 million citizens hopefully will be rectified by the Affordable Care Act. Declining U.S. healthcare statistics also support the need for PCORI and CER research.
PCORI research utilizes validated patient-reported outcomes (PROs) or hard outcomes. All trial endpoints include biomarkers and surrogate endpoints, as well as such outcomes as death or ESRD. CER asks which prevention, diagnosis, therapy, or healthcare delivery option is better in terms of endpoints. The challenge is to ensure that PROs are objective. The Patient-reported Outcomes Measurement Information System (PROMIS) contains a list of validated PROs developed during the past 11–12 years. Examples of validated instruments include emotional distress, fatigue, pain, physical function, satisfaction, sleep disturbance, and the impact of administration mode on item response.
The consensus statement of the PCORI is to help people make informed healthcare decisions—and improve healthcare delivery and outcomes— by producing and promoting high-integrity, evidence-based information that comes from research guided by patients, caregivers, and the broader healthcare community. Patients are the central priority of PCORI and determine what is studied. PCORI is committed to transparency and a rigorous stakeholder-driven process that emphasizes patient engagement. Patient-focused questions addressed by PCORI include:
1) Given my personal characteristics, conditions and preferences, what should I expect to happen to me?

2) What are my options and what are the benefits and harms of those options?

3) What can I do to improve the outcomes that are most important to me?

4) How can the healthcare system improve my chances of achieving the outcomes I prefer?

The Institute of Medicine has developed prioritization criteria for CER. Condition-level criteria include prevalence of disease, mortality, morbidity, and cost (cost is not evaluated in PCORI). Topic-level criteria include an assessment of whether the topic is appropriate for CER, addresses information deficiencies and duplication, and gaps in translating information. The minimum threshold criteria for CER include the study’s responsiveness to expressed needs of patients, clinicians, or other stakeholders, as well as feasibility (e.g., appropriate budget and time). The initial prioritization criteria CER include potential impact, evaluation of diverse populations, uncertainty regarding management decisions and variability in practice, an identified need unlikely to be addressed elsewhere, and the potential for a multiplicative effect.

Dr. Flessner highlighted the PCORI criterion addressing inclusiveness of different populations for the NMRI audience, which can be found on the PCORI website (http://www.pcori.org/). He then described several of the PCORI grants that have been awarded in recent funding cycles, focusing on those addressing health disparities and other research relevant to the NIDDK’s mission.
The PCORI awarded grants to fund 18 patient-powered research networks (PPRN) and 11 clinical data research networks (CDRN). The networks span the United States, with more than 100M patients in the system. If the networks contribute electronic medical record (EMR) data to central processing, this will be an incredible resource and a tremendous opportunity to advance healthcare practices. Twelve years ago, NIH initiated the Health Care Systems Research Collaboratory, which brought together 19 HMOs serving 14M individuals (including 4M children). NIH has endeavored to facilitate communication between the EMRs, which is a challenging yet commendable goal. 
Dr. Flessner described several considerations for potential PCORI applicants. PCORI is looking for innovation in proposals. Dr. Flessner suggested that interested investigators review the program details, consider the requirements, develop the application, know the review criteria, and submit the application on time. He also recommended discussing the ideas with a PCORI award recipient. Dr. Flessner referred participants to the following websites for more information: www.hmoresearchnetwork.org, www.pcori.org, 
and www.nihpromis.org. 
Discussion
In response to a question, Dr. Flessner asserted that there is overlap and synergy with the NIH Health Care Systems Research Collaboratory.
CONCURRENT SESSIONS

The concurrent sessions were designed as an informal, interactive discussion led by a panel of experts addressing important career development topics for investigators. Dr. Gaillard introduced the two panels and their topics, and the participants selected the session of their choice.
Using Clinical and Translational Science To Promote Your Academic Career: The Do’s and Don’ts

Samuel Dagogo-Jack, M.D., M.S., M.B.B.S., Professor of Medicine and Director, Division of Endocrinology, Diabetes, and Metabolism, A.C. Mullins Chair in Translational Research, University of Tennessee Health Science Center

Jackson Wright, Jr., M.D., Ph.D., Professor of Medicine, Case Western Reserve University

Kwame Osei, M.D., Director, Diabetes Research Center, The Ohio State University School of Medicine

The A-to-Z of Setting up Your New Lab: From Start-up Package Negotiation to Your First Project

Courtney Houchen, M.D., Professor of Medicine, Frances and Malcolm Robinson Chair, Chief of Digestive Diseases and Nutrition Institution, University of Oklahoma Health Sciences Center

Alexis Stranahan, Ph.D., Assistant Professor, Medical College of Georgia, Georgia Regents University

Heather Tarleton, Ph.D., M.S., M.P.A.P., Assistant Professor, Loyola Marrymount University

Role of Scientific Societies and Professional Organizations

American Gastroenterological Association (AGA)
Jesus Rivera-Nieves, M.D., Chair of Underrepresented Minorities Committee

Dr. Rivera-Nieves described the challenge of the underrepresentation of minorities in the field of gastroenterology. Of the AGA membership, Hispanics represent 4.5 percent, African Americans represent 4.4 percent, American Indians represent 0.2 percent, and Asians represent 9.9 percent. The AGA is aware of this problem and has initiated multiple activities to address it, including efforts to increase representation of minorities in medical school. Little has changed over time despite significant efforts.

A shortage of physicians, including primary care physicians (PCPs) and specialists, is predicted. In 2050, Caucasians will represent only 46 percent of the U.S. population, with 62 percent of Americans younger than 17 years being minorities. Minority specialists, as well as PCPs, are needed to serve the minority populations. Dr. Rivera-Nieves commented that the AGA is tapping the minority resource of youth to address the challenge. For example, the AGA funds small outreach programs through minority-serving institutions. The AGA’s NIDDK R25 grant, entitled Investing in the Future To Promote Diversity in Gastrointestinal Training, aims to increase minority representation by investing in future programs and outreach, summer research experiences for underrepresented minorities, and minority-targeted symposia and academic skills workshop consisting of 2 intensive days with successful gastroenterological researchers and clinicians. 

Dr. Rivera-Nieves detailed why minorities should choose a career in gastroenterology. In addition to the lack of physicians, minority physicians are more likely to serve the minority community, can help exchange cultural behaviors, are more likely to research healthcare disparities, and can serve as mentors to other minority physicians. Minority physicians are uniquely prepared to address the challenge of the physician shortage as minorities become a larger portion of the general population. Last year, a hands-on session was included to engage students with practical endoscopy experience by dropping and retrieving coins from a pig stomach.
There are many examples of disparities in gastroenterology. For example, the incidence of gastric cancer is at least 70 percent higher among Hispanics than among non-Hispanic Whites, and Hispanics are 80 percent more likely to die from the cancer. Colorectal cancer is elevated by 20 percent in African Americans compared to Caucasians, and African Americans are 45 percent more likely to die from the disease. Overall cancer death among African Americans is higher than Caucasians, demonstrating disparities in cancer survival across many types. The goal of a gastroenterologist is to find and remove colon polyps before they develop into cancer. Cirrhosis is another important issue for Hispanics and African Americans. Cirrhosis can lead to liver cancer, and Hispanics and African Americans have a 2.7-fold increased incidence of liver cancer compared to Caucasians. 
Dr. Rivera-Nieves noted that the AGA has begun to witness some progress toward accomplishing its objectives. This year, the AGA will visit numerous institutions and conferences through the Investing in the Future program, including first-time representation at a Native American meeting in Denver, Colorado. Up to 50 students attended the Investing in the Future programs in 2011, which have seen a steady increase through 775 expected in FY2014. All of these students will have learned about gastroenterology and why they should consider a career in the field. The AGA’s Digestive Disease Week meeting includes symposia targeted to minorities. Additionally, 10 minority trainees received scholarships to attend the 2014 Academic Skills Workshop in San Diego, California. AGA offers free membership to medical students to continue their engagement. The AGA’s Summer Research Program admits 10 students each year to participate in gastroenterological research laboratories.
Dr. Rivera-Nieves highlighted the lifetime of opportunities that made difference for him in achieving success as a minority physician, emphasizing that he had benefited tremendously from the minority programs available.
Discussion

A participant noted that Dr. Rivera-Nieves was a resident at University of Maryland. When his residency was finished, he became an intramural researcher at NIH, demonstrating his passion for research. 
Dr. Crews asked for advice about advancing the efforts of other subspecialty societies, such as the American Society for Nephrology (ASN). Dr. Rivera-Nieves commented that as Chair of the Underrepresented Minority Committee, he ensures that sensitive minority issues are addressed through the AGA’s platform. He acknowledged that the AGA provides a good model for other subspecialty societies to follow. Dr. Rivera-Nieves suggested that proactive recruiting is key to involving minority communities in subspecialty societies. 
The American Physiological Society (APS)
Martin Frank, Ph.D., Executive Director

Dr. Frank noted with pride that the APS has supported minority training since 1968. The APS membership is comprised of approximately 11,000 scientists and trainees who publish in many journals. The APS organizes several international conferences and supports K–12 continuing education programs. A goal of the APS is to increase the visibility of physiology, and the organization is involved in public affairs such as biomedical research funding and the use of animals in research and teaching.
The commitment of the APS is to encourage the full participation of minority students in science by providing effective programs that can be disseminated widely. As a professional society, the APS serves as a catalyst in developing a scientific workforce that not only encompasses, but also embraces the benefits of diversity among scientists. Science is incomplete without the contributions of scientists from both genders, diverse backgrounds, and all racial/ethnic groups. He referred the attendees to the APS website at http://www.the-aps.org/, which provides information about careers, mentoring, advocacy, and professional skills training. The APS also was a recipient of a Presidential Award for Excellence in Science, Mathematics, and Engineering Mentoring in 2003 for its long-standing commitment to diversity.
The APS supports graduate and postdoctoral efforts through the Porter Physiology Development Program, K–12 Minority Outreach Fellowships, Minority Travel Fellowships (formerly funded by the NIDDK but now by APS itself), and Steven M. Horvath Professional Opportunity Awards. The APS’ summer fellowship programs include the Undergraduate Summer Research Fellowship Programs, Undergraduate Research Excellence Fellowships, Integrative Organismal Systems Physiology Fellowship (funded by NSF), Short-Term Research Experience for Underrepresented Persons (funded by NIDDK), and Short-Term Research Education Program to Increase Diversity in Health-Related Research (funded by the National Heart, Lung, and Blood Institute). The support has enabled approximately 100 students to work in a research laboratory. The APS also offers an annual competition for undergraduates with first-author papers, video contests, and other similar events. 
Several programs for K–12 students and teachers are offered by the APS. The Frontiers in Physiology program started in 1990 for the professional development of middle and high school teachers. The goal is for the teachers to understand the scientific method. The program also advocates for humane use of animals in research. Between 1990 and 2013, 470 teachers participated in Frontiers in Physiology. Half of the participants were women, and a quarter were minorities. Physiology Understanding (PhUn) Week is an annual outreach program to K–12 classrooms where physiologists perform exercises to help the children understand physiology. The APS also offers science fair and other awards for young students. The K–12 Minority Outreach Fellowship is designed to identify two minority role models to encourage research careers physiology. 

Discussion

In response to a question about how schools are chosen for PhUn Week, Dr. Frank replied that many of the APS’ 11,000 members are willing to go to a classroom to engage young students. Last year, the program reached 10,000 children. The physiologists use classroom materials to demonstrate physiological concepts and create keepsakes that remind the children about physiology.

Dr. Frank clarified that African Americans represent 1–4 percent of the APS, similar to other organizations. There is a greater percentage of Hispanics. The goal of the APS is to create individuals, both minority and majority, who understand science; there is no guarantee that the trainees and program beneficiaries will enter the field of physiology, although that is the desired outcome. Dr. Alexander asked about APS’ efforts to increase African-American representation on committees, as he would be interested in serving. Dr. Frank encouraged Dr. Alexander to keep applying for the committees, which have many active volunteers. 

Dr. Rivera-Nieves commented that although the representation of minorities in medical school has been nearly flat, the representation of African-American males is decreasing. This is an alarming statistic. Dr. Frank agreed on the critical need to increase representation of African-American males in science. He acknowledged the importance of working to address that challenge in partnership with government and private sources to support the training of minority students.
American Kidney Fund (AKF)
Myra Kleinpeter, M.D., M.P.H., Associate Professor of Nephrology, Tulane University

Dr. Kleinpeter described the AKF, which is a private nonprofit organization that focuses on patients. The mission of the AKF is to fight kidney disease through direct financial support to patients in need; health education; and prevention efforts. The AKF supports several educational programs. The Clinical Scientist in Nephrology program is designed to improve the quality of care provided to kidney patients and to promote clinical research in nephrology. This goal is achieved by enhancing the training of nephrologists who wish to pursue an academic career and whose primary professional commitment is to scholarship in the provision of patient care. Awardees conduct prevention and outcomes research while receiving advanced training in essential skills, such as medical ethics, biostatistics, and epidemiology. 
Since its inception in 1988, the AKF has supported 33 clinicians. Recently, additional funding from pharmaceutical companies has increased the level of support. The fellowships are granted annually, with a duration of 2 years. The maximum level of funding is $80,000 per year, which is used to support the candidate’s career development, including salary and training-related expenses. Some fellows use the funds to pursue additional training, such as M.P.H. degrees or epidemiological training to enhance their research careers. Many award recipients transition to NIH K awards because they had the opportunity to collect preliminary data.
More than half of the fellows remain in academic medicine as nephrology division chiefs and medical department chairs. Other fellows are journal editors, pharmaceutical medical and research directors, and one is a former National Kidney Foundation president. Minority applicants are encouraged. The research topics vary, ranging from epidemiology of renal disease in African Americans to the study of renal failure in kidney transplant recipients. One project was the first study to investigate the effects of hormone-replacement therapy on morbidity and mortality in postmenopausal women with ESRD. Another project evaluated the risks, predictors, and outcomes of CVD events following kidney transplantation. The topics are primarily clinical, but some epidemiology, genetics, PRO, and health-literacy projects are funded. Many research projects funded by the AKF result in highly cited peer-review publications. The fellows’ research is presented at an annual Board meeting, and many fellows have presented their research at American Society of Nephrology sessions.
Dr. Kleinpeter presented the current Clinical Scientist in Nephrology Fellows and informed the participants that the 2015 Clinical Scientist in Nephrology application will be available in July 2014. She referred participants to the AKF website (www.kidneyfund.org) and invited any participants to contact her with questions. 
Discussion

Dr. Crews asked about the citizenship eligibility for fellows. Dr. Kleinpeter replied that the fellowship recipients must be active in a training program. The AKF has funded H1V, but not J1, visas. 

American Diabetes Association (ADA)
Tamara Darsow, Ph.D., Vice President of Research Programs

Dr. Darsow explained that the vision of the ADA is a life free of diabetes and all of its burdens. The mission is to prevent and cure diabetes and to improve the lives of all people affected by diabetes. Dr. Darsow acknowledged the disparate impact of diabetes across racial/ethnic populations. She emphasized the critical importance for disparately affected individuals to be involved as investigators, grant reviewers, and RCT participants. Dr. Darsow encouraged any interested Workshop participants to get involved, as diverse involvement accelerates progress.

The ADA provides professional resources through scientific sessions, professional education, and peer-reviewed journals. The ADA also is active in the community through community health education programs, the Center for Information and Community Support, Forecast magazine, and Diabetes.org. These mechanisms are designed to provide information to patients, especially those experiencing health disparities.

Since the program’s inception in 1952, the ADA has funded more than 4,000 projects totaling $675M in diabetes research. In 2013, $35.7M was available for research that supported 375 investigators. The objectives of the ADA’s research program are to support high-quality academic science across the broad spectrum of diabetes research, encourage new investigators to dedicate their careers to diabetes research, and support innovated research with potential for a significant impact. The peer review of proposals is similar to the NIH method, with experts in diabetes research serving on the review panels. More than 1,200 applications are received each year, with 10–15 percent funded based on merit. The most critical niche is the encouragement of new investigators to dedicate their careers to diabetes research.
Dr. Darsow described the ADA’s four basic research programs. The Core Research Program, comprising 80 percent of the research funding, supports investigator-initiated research in basic, clinical, and translational science relevant to diabetes. The Pathway to Stop Diabetes is a new program launched in 2013 to attract a new generation of researchers to the field. Targeted Awards are periodic requests for applications for a narrow scope of projects that address emerging areas with high potential for significant progress. One targeted Request for Applications (RFA) is being launched in June 2014 to address diabetes in the setting of CKD. The ADA also provides Federal and collaborative co-support of larger collaborative efforts. 
Many think that the ADA primarily funds type 2 diabetes, but the 2013 portfolio indicates that one-third of funded projects address type 2 diabetes, 15 percent address type 1 diabetes, and one-third is relevant to both (e.g., beta cell biology and diabetes complications). The ADA funds projects addressing prediabetes, insulin resistance, glucose intolerance, obesity, and gestational diabetes, among others. Obesity-related projects are increasing due to the relevance to diabetes and high level of interest. 

The ADA has reflected on its core program offerings and realized that some mechanisms are underutilized. The ADA’s strategic plan focuses on key objectives concerning grant opportunities to support a spectrum of topics in alignment with the Association’s mission. In the past, the ADA has offered minority-targeted mechanisms (e.g., a mentor-based postdoctoral award for minorities). Dr. Darsow encouraged the Workshop participants to continue to check for funding opportunities for 2015. She informed participants that more information about the ADA funding mechanisms can be found at http://professional.diabetes.org/grants. 
Discussion

In response to a question, Dr. Darsow explained that the ADA is nearing the end of its strategic planning process now, and the outcomes will affect this grant application cycle slated for August 2014. The goal is to eliminate the funding mechanisms that are underutilized and less effective.
Dr. Darsow clarified that the initiative to address diabetes in the setting of CKD could be reversed to address CKD in the setting of diabetes. The idea behind a recent consensus conference is that complicated patients are not being treated well for any of their conditions. The scope of the RFA is broad to encompass any topic relevant to the two conditions.
WRAP-UP, NEXT STEPS, ADJOURNMENT

Lawrence Agodoa, M.D., Director, OMHRC, NIDDK, NIH
Dr. Gaillard thanked all of the participants, Dr. Agodoa, and Ms. Martinez for their efforts. She encouraged the participants to complete and submit their evaluation forms. The comments are used in planning the next year’s Workshop. She also requested the NMRI members to update their biographies on the website, and mentor-mentee pairs were asked to adhere to their contracts. Dr. Gaillard said that she hoped the Workshop has motivated the attendees to pursue their research interests. She referred to Dr. Wright’s question of “If not us, then whom?” 
Dr. Bentley-Lewis requested that any members interested in serving on the Planning Committee contact her. The first meeting will be held in June 2014, and the 2015 meeting is scheduled for April 16–17. She encouraged the NMRI members to contact their networks, including any associations and societies, to solicit funds for travel awards. Dr. Bentley-Lewis explained that she had served for several years on the scientific education subcommittee of the Endocrine Society. To secure the travel funding, she contacted the Society, completed and submitted the application form, and provided an endorsement for the meeting. The Endocrine Society provided five $500 awards and and complimentary membership in the Society. Dr. Bentley-Lewis wished the participants safe travels.
Dr. Agodoa provided closing comments for the Workshop. He affirmed that the NIDDK is very supportive of the NMRI, but cannot provide more than $75,000 to support the conference. Dr. Agodoa emphasized the importance of seeking supplemental funding from outside organizations to provide travel support for the 2015 Workshop. 

The Network will not function without senior faculty to serve as the mentors. During the past few years, fewer senior members have attended the annual meeting. The NMRI will endeavor to develop a list of committed senior faculty, who may or may not come to the annual Workshop but who are willing to assist junior faculty and mentor via phone or email. The list of confirmed mentors will be posted on the NMRI website and included in the NMRI newsletter. Dr. Agodoa said that he was pleased to see so many new attendees for first time, and he encouraged them to return. The NMRI is designed to offer its members assistance throughout their careers.

Dr. Agodoa expressed appreciation to Ms. Martinez for all of her efforts in support of the NMRI. He thanked Dr. Gaillard for her leadership of the Planning Committee and Dr. Roberts for chairing the Oversight Committee. Engraved plaques were presented to Drs. Gaillard and Roberts. Dr. Agodoa wished all participants a safe journey and expressed anticipation at seeing everyone again next year.

Ms. Martinez invited the Workshop participants to join in the NIH tour. She also noted that the NMRI website has migrated to a new system, and she encouraged all members to check their profiles to ensure that the information was current. She also wished the participants safe travels before the meeting was adjourned.[image: image1.png]
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