Part 2 Examples 
Part 2 Examples
Part 2 Examples


Example 1

(2)
STATEMENTS BY SPONSOR/PRIMARY MENTOR, CO-MENTORS, AND SCIENTIFIC ADVISORS

This section is followed by letters from members of my mentoring committee and scientific advisors, with additional letters of support from Dr. Emilio Poggio, a nephrologist at the Cleveland Clinic and an expert in the measurement of GFR who has agreed to organize and meet with me for a site visit at the Cleveland Clinic GFR laboratory during Year 1, and Dr. Joseph M. McCune, Program Director of the UCSF Clinical and Translational Sciences Institute, whose clinical sites I will use to conduct my research. 
I have assembled a multidisciplinary mentoring committee comprised of senior clinical investigators who will provide the necessary expertise to support my career objectives and research plan.  My sponsor and primary mentor is Dr. Michael Shlipak and my co-mentors are Drs. Carl Grunfeld, Jeffrey Martin, and Peter Bacchetti. In addition, I will benefit from the expertise of Dr. Chi-Yuan Hsu and Steven Deeks, who will serve as scientific advisors.

(2A)
Sponsor and primary mentor: Michael Shlipak, MD, MPH: Dr. Shlipak is an Associate Professor of Medicine and Epidemiology and Biostatistics at UCSF, Chief of the General Internal Medicine Section at the San Francisco Veterans Administration Medical Center, and an internationally recognized expert in renal epidemiology.  Dr. Shlipak is a pioneer in the study of cystatin C; his work has established cystatin C as a valid marker of renal function and an important prognosticator of mortality and cardiovascular disease.

Scientific Productivity: Dr. Shlipak is at the forefront of nephrology clinical research.  His work has had a broad impact on medicine, influencing daily clinical practice for general internists, cardiologists and nephrologists.  As a mark of his outstanding productivity, between 2001-2006, Dr. Shlipak published 11 original research papers in the New England Journal of Medicine, Annals of Internal Medicine, or Journal of the American Medical Association.  Dr. Shlipak’s level of productivity is nearly unprecedented.  He received the rare honor of being promoted to Associate Professor after only 4 years as an Assistant Professor.  His prolific work has been funded by prestigious, competitive grants, including 2 RO1’s, 2 Foundation Awards, the VA’s career development program, and an RO3.  He is also collaborating investigator on 2 other RO1 grants and 2 VA Merit awards.  
Current Research Interests: The focus of Dr. Shlipak’s work has been assessing kidney function using cystatin C and determining the clinical implications of kidney disease in various populations.  He has expanded his research agenda in this area to include the HIV-infected population.  Dr. Shlipak is a co-investigator for the Fat Redistribution and Metabolic Change in HIV infection (FRAM) Study that uses cystatin C to follow patients for renal and cardiovascular outcomes.  Using the FRAM cohort, Dr. Shlipak has characterized kidney function using a nationally representative group of HIV-infected patients and correlated it to a measure of cardiovascular disease, carotid intimal thickness.  

Training Record: Dr. Shlipak has demonstrated a strong commitment to training fellows and junior faculty.  Overall, he has successfully mentored 18 trainees over the past 7 years, most of whom have advanced to academic careers.  These mentoring relationships have produced over 35 publications and led to K and R level NIH funding. 

Table 2A: Selected Mentees (out of 18)
	Name of trainee
	Trainee’s position at time of mentorship
	Trainee’s position after mentorship
	Publications under Dr. Shlipak’s mentorship

	Michael Steinman


	Medicine Resident

7/99 – 6/01


	Assistant Professor of Medicine, UCSF
	Steinman MA, Fischer MA, Shlipak MG, Bosworth HB, Oddone EZ, Hoffman BB, Goldstein MK. Are clinicians aware of their adherence to hypertension guidelines? Am J Med. 2004; 117:747-54.

Steinman MA, Shlipak MG, McPhee SJ. Of principles and pens: attitudes and practices of medicine house staff toward pharmaceutical industry promotions. Am J Med 2001; 110:551-7.

	Ashish Jha


	General Internal Medicine Fellow

7/99 – 6/03


	Assistant Professor of Medicine, Harvard School of Public Health
	Jha AK, Varosy PD, Kanaya A, Furberg CD, Hunninghake DB, Hlatky MA, Waters DD, Shlipak MG. Racial differences in quality of care and outcomes among women with heart disease. Circulation. 2003; 108:1089-1094.
Jha AK, Shlipak MG, Hosmer W, Frances CD, Browner WS. The effect of race on mortality among men hospitalized in the veterans affairs healthcare system. JAMA. 2001; 285:297-303.

	Paul Varosy


	Clinical Research Fellow

7/00 – 6/02


	Assistant Professor of Medicine, UCSF
	Shlipak MG, Stehman-Breen CO, Vittinghoff E, Lin F, Varosy PD, Wenger NK, Furberg CD. Creatinine levels and cardiovascular events in women with heart disease – do small changes matter? Am J Kidney Dis. 2004; 43: 37-44.
Varosy PD, Shlipak MG, Vittinghoff E, Black DM, Herrington D, Hulley SB, Browner WS. Fracture and the risk of coronary events in women with heart disease. Am J Med. 2003; 115:196-202.

Vittinghoff E, Shlipak MG, Varosy PD, Furberg CD, Ireland CC, Khan SS, Blumenthal R, Barrett-Connor E, Loh E, Hulley SB. Risk factors and secondary prevention in women with heart disease: the Heart and Estrogen/progestin Replacement Study (HERS). Ann Intern Med. 2003; 138;81-9.

	Kirsten Bibbins- Domingo


	General Internal Medicine Fellow

7/02 – 6/04


	Assistant Professor of Medicine, UCSF
	Bibbins-Domingo K, Chertow GM, Fried LF, Odden M, Newman AB, Kritchevsky SB, Harris TB, Satterfield S, Cummings SR, Shlipak MG. Cystatin C and heart failure risk among elderly Blacks and Whites - the Health, Aging, and Body Composition (Health ABC) Study. Arch Intern Med. 2006;166(13):1396-402.
Bibbins-Domingo K, Lin F, Vittinghoff E, Barrett-Connor E, Hulley S, Grady D, Shlipak MG. Effect of hormone therapy on mortality rates among women with heart failure and coronary artery disease. Am J Cardiol. 2005; 95: 289-91.
Bibbins-Domingo K, Lin F, Vittinghoff E, Barrett-Connor E, Hulley S, Grady D, Shlipak MG. Predictors of heart failure among women with coronary disease. Circulation. 2004; 110:1424-30.
Bibbins-Domingo K, Lin F, Vittinghoff E, Barrett-Connor E, Hulley S, Grady D, Shlipak MG. Renal insufficiency as an independent predictor of mortality among women with heart failure. J Am Coll Cardiol. 2004; 44:1593-600

	Joachim Ix


	General Internal Medicine Resident

1/03 – Present
	Assistant Professor of Medicine, UCSF
	Singh, D, Whooley, MA, Ix, JH, Ali S, Shlipak MG. Association of cystatin C and estimated GFR with inflammatory biomarkers: the Heart and Soul Study. Nephrology, dialysis, transplantation, Epub 2007. 

McManus D, Shlipak MG, Ix J, Ali S, Whooley M. Association of Cystatin C with Poor Exercise Capacity and Heart Rate Recovery: Data from the Heart and Soul Study. In press, Am J Kidney Dis; 2007.
Ix JH, Shlipak MG, Chertow GM, Whooley MA.  Association of Cystatin C with Mortality, Cardiovascular Events, and Incident Heart Failure among Persons with Coronary Heart Disease: Data from the Heart and Soul Study.  Circulation. 2007 Jan 16;115(2):173-9. Epub 2006 Dec 26.

Ix JH, Shlipak MG, Brandenburg, VM, Ali S, Ketteler M, Whooley MA.   Association between human fetuin-A and the metabolic syndrome: data from the Heart and Soul Study.  Circulation, 113(14), 1760-7.
Ix JH, Shlipak MG, Chertow GM, Ali S, Schiller N, Whooley MA. Cystatin C, Left Ventricular Hypertrophy and Diastolic Dysfunction: Data from the Heart and Soul Study. J Card Fail. 2006:12(8):601-7.
Ix JH, Shlipak MG, Brandenburg VM, Ketteler M, Whooley MA, Chertow GM. Fetuin-A and kidney function in persons with coronary artery disease: data from the Heart and Soul Study. Nephrol Dial Transplant. 2006;21(8):2144-51.
Gehi A, Ix J, Shlipak MG, Pipkin SS, Whooley M. Relation of anemia to low heart rate variability in patients with coronary heart disease (from the Heart and Soul Study). Am J Cardiology. 2005; 95(12):1474-7.


Mentoring Role: I will meet with Dr. Shlipak on a weekly basis for the duration of the award period.  Initially, we will focus our tutorials on the nuances of performing cystatin C laboratory measurements, and comparing its performance to serum creatinine.  During these sessions, we will review the salient medical literature in this area and Dr. Shlipak will provide didactic commentary on selected topics.  In year 1, tutorials will build up to the scheduled Cleveland Clinical GFR Laboratory site visit.  These sessions will provide appropriate preparation and background knowledge in order to maximize the learning experience with Dr. Poggio.  

The curriculum will shift in the latter years towards interpreting these tests in the clinical setting.  As an expert in evidence based medicine and the utility of diagnostic testing, Dr. Shlipak will review the applicability of our results to clinical decision making.  We will embark on a deeper understanding of principles of diagnostic testing which will extend beyond sensitivity, specificity and receiver operator curves.  Dr. Shlipak’s research has focused on understanding epidemiologic findings related to mild kidney dysfunction in a public health context.  This aspect of the training will be centered on translating epidemiology into clinical relevance, and defining the strengths and weakness of applied epidemiologic findings.  Training activities during this period will include weekly tutorials, directed readings, and small group discussions based on presented research with Dr. Shlipak’s research collaborators.  In years 4-5, we will focus on developing interventions based on initial findings and formulate a research agenda for a RO1 application.  

2.B

Co-mentors

Carl Grunfeld, MD, PhD: Dr. Grunfeld is a Professor of Medicine at UCSF and Chief of the Endocrinology and Metabolism Section at the San Francisco VA Medical Center.  Dr. Grunfeld has been on the faculty at UCSF since 1980, and for the last 20 years his research has focused on metabolic perturbations as a result of inflammation and infection, specifically with HIV.  Dr. Grunfeld and his lab performed many of the key studies early in the HIV epidemic describing the changes in lipid metabolism that occurred in HIV infection and AIDS.  Dr. Grunfeld is also well known for his work in describing the metabolic changes leading to the AIDS wasting syndrome.  Since the advent of highly active antiretroviral therapy, in addition to being the principal investigator of the FRAM Study, which re-defined HIV lipodystrophy, Dr. Grunfeld has also published several key studies investigating the role of individual protease inhibitors on glucose and lipid metabolism, using detailed metabolic studies in healthy HIV-negative volunteers.  These findings are important contributions to the field of lipodystrophy and metabolic changes in HIV.

Dr. Grunfeld will meet with me on a weekly basis for tutorials covering the practical aspects of performing physiologic measures in patients in the GCRC setting.  The specific objectives of this training will include 1) recruiting and entering patients into protocols; 2) designing, assessing and revising standard operating procedures (SOP); 3) training research personnel and 4) IRB approval/ ethics of the research.  To apply these principles, we plan to start 4 new protocols per year and assess the day-to-day performance of these protocols.  Dr. Grunfeld will also provide tutorials on measuring physiologic changes in the setting of healthy versus disease states.  Teachings will be applied during practical sessions learning the measurement of body composition using bioelectric impedance assays (BIA) and dual-energy x-ray absorptiometry (DEXA).  I will also attend bi-weekly meetings for Dr. Grunfeld’s clinical research group to gain perspective on the issues involved in maintaining both GCRC studies and a multi-center cohort study.  

Jeffrey Martin, MD, MPH:  Dr. Martin is an Associate Professor of Epidemiology and Biostatistics at UCSF, Director of the UCSF-Gladstone Institute of Immunology and Virology CFAR Population Sciences Core, Director of the UCSF California AIDS Research Center Data and Biostatistical Analysis Core, and is on the advisory board for the General Clinical Research Center at SFGH.  He is also Director of the Master’s Degree Program in Clinical Research at UCSF.  He is an expert in epidemiology, cohort study design, data management, and statistical analysis, and oversees the data management infrastructure and access to human specimens in the SCOPE cohort.  He is also a trained infectious disease specialist and continues to care for HIV patients at the SFGH.  

Dr. Martin will meet with me on a bi-weekly basis for focused training on the planning, implementation and management of a patient cohort.  We will learn how to recruit and retain research subjects, develop and manage a research team, leverage resources available at UCSF such as research coordinators and assistants, and administrative resources.  The SCOPE cohort will be used for “hands-on” experience and applying didactic learning.  We will deal with practical issues involved with running SCOPE including staffing issues, problems with procedures as they arise, and ethical issues. 
Peter Bacchetti, PhD:  Dr. Bacchetti is Professor of Epidemiology and Biostatistics, Director of the Biostatistics Core for the UCSF Clinical and Translational Science Institute (CTSI), and a fellow of the American Statistical Association.  Dr. Bacchetti’s principal research interests are the application of survival analysis and time-varying covariates to investigations of viral diseases such as HIV.  He successfully served as principal investigator (PI) of an NIAID R01 entitled “Statistical Methods for Complex HIV Cohort Studies” and currently is PI of an NIAID R01 entitled “Statistical Methods for Modeling Hepatitis C Fibrosis Progression”.  He has co-authored over 100 peer-reviewed publications and has a significant record in mentoring both predoctoral and postdoctoral students and fellows at UCSF.  Dr. Bacchetti is also a co-investigator for the FRAM study, successfully collaborating with Dr. Shlipak and Grunfeld.  

In view of his expertise studying longitudinal outcomes among HIV infected patients, Dr. Bacchetti is ideally suited to serve as my primary statistical mentor for this project.  I will meet with Dr. Bacchetti on a monthly basis to discuss the mechanics of the analysis during years 4 and 5.  He will also be available during years 1-3 via email or phone calls to discuss issues as they arise.  The focus of our tutorials will be on analyzing the performance of diagnostic test, comparing linear regression models, and statistical techniques used to deal with multiple comparisons.  Specifically, Dr. Bacchetti will walk me through predictor selection for linear regression models, statistical tests for comparing two models, and obtaining bootstrap intervals on differences in model fit.  

(2C) 
Scientific advisors

Chi-Yuan Hsu, MD, MS: Dr. Hsu is an Associate Professor of Medicine in Residence at UCSF and a nationally recognized leader in clinical epidemiology and outcomes research with a focus on persons with chronic kidney disease who do not yet require renal replacement therapy.  He has extensive experience in primary and secondary data analysis in chronic kidney disease, as well as experience working with other investigators in multi-center cohort studies.  Currently, he is UCSF subcontract PI of the NIDDK sponsored Chronic Renal Insufficiency Cohort (CRIC) study. He is also PI of an R01 “Linking Acute, Chronic and End-stage Renal Disease,” the goals of which are to assess the impact of acute renal failure episodes on the course of chronic renal insufficiency.
The field of GFR estimation is rapidly evolving and many gaps in knowledge and unresolved issues exist.  Dr. Hsu will meet with me on a monthly basis during years 1-3 for tutorials aimed a critically assessing the performance of each kidney function measure and understanding the basis from which they were derived.   We will also review the strengths and limitations of these diagnostic tests and their application as tools for medical care.  Dr. Hsu will also be available for consultation on an as needed basis for practical issues as they relate to iothalamate GFR measurement in the research setting.

Steven Deeks, MD: Dr. Deeks is an Associate Professor of Medicine in Residence at UCSF and an expert in conducting patient-oriented translational HIV research and clinical trials.  He and Dr. Jeffrey Martin (my co-mentor) are co-directors of the SCOPE cohort and the Population and Clinical Sciences Core of the UCSF-GIVI Center for AIDS Research. He is also a member of the Department of Health and Human Services Panel on Antiretroviral Guidelines for Adults and Adolescents.  Dr. Deeks has been very successful in asking novel questions focusing on the complex interplay between the host and the virus.  Specifically, over the past 10 years, he has investigated the impact of drug-resistance mutations on viral fitness, immune activation, and HIV-specific T cell immunity.  

Dr. Deeks will be responsible for providing consultation on HIV medicine and pathogenesis-related issues as well as contribute to developing the skills necessary to establish and maintain a longitudinal cohort. We will meet on a monthly basis during Years 1-5 for tutorials aimed at advancing my understanding of clinic-based translational HIV medicine.  We will engage in a curriculum consisting of directed readings and one-to-one tutorials in basic HIV virology.  This will cover the fundamentals of HIV pathogenesis with correlation to state-of-the art laboratory measures of HIV disease.  
(2D) 
Monitoring of candidate’s career progress:  As part of the proposed K23 training period, my primary mentor Dr. Shlipak will schedule semi-annual progress meetings with my co-mentors.  We will hold one meeting at the initiation of the award to outline my specific aims, methods, potential problems, and timeline for completion of data collection, analyses, and publications. From that time forward, we will schedule biannual meetings, convening the members of my K23 mentorship team (Drs. Shlipak, Grunfeld, Martin, and Bacchetti). Prior to these meetings, I will send my mentors a report of my activities over the preceding 6 months, documenting progress in data collection and analysis, as well as difficulties encountered.  These biannual meetings will focus on my research activities, including my preliminary findings, my progress towards publication, and new research ideas and directions that my work might suggest.  I will ask each committee member to submit oral and written comments that I will maintain in a file over the course of the training period.  
Example 2
December 14, 2004

HIV Review Section

National Institutes of Health

Bethesda, MD

Re: Phyllis C. Tien, K23 Mentored Patient Oriented Research Career Development Award application

Dear Committee Members,

It is my pleasure to affirm my commitment to serve as the primary mentor for Phyllis Tien, MD, MS during her 5-year Mentored Patient-Oriented Research Career Development Award.  In this letter, I will outline Dr. Tien’s qualifications in the area of HIV/metabolism and sex effects research, my previous experience as a research supervisor, and the nature and extent of the supervision I will provide during the award period.

Dr. Tien’s qualifications: I first met Phyllis in 1999 during her fellowship training at the Center for AIDS Prevention Studies at UCSF, which is a favored venue for Infectious Diseases fellows to extend their training in HIV research methods.  She was interested in the growing problem of HIV infection in women and unanswered research questions concerning this population.  Her initial work with me focused on the effects of the ovulatory cycle on HIV viremia and immune responses.  This interest led to a fairly intensive project that enrolled 30 men and women who had not received any antiretroviral therapy.  Women, all of whom reported regular menses, underwent two vaginal ultrasounds (one in the early follicular phase of the ovulatory cycle and another, in the mid luteal phase) to accurately determine cycle phase.  Sex steroid levels were also obtained. Plasma and intracellular viral RNA and DNA levels, lymphocyte subset quantification and activation markers were then studied at each confirmed ovulatory cycle phase.  A comparison group of men were enrolled who had similar viral and lymphocyte measures performed at random times two weeks apart. Enrollment targets were met despite the complicated eligibility requirements for the study.  Analyses and publication of this work has been tardy, in large part because of delays in the virology laboratory.  However, Phyllis demonstrated superb organizational and interpersonal skills during this work and was able to manage this project despite the difficulties of recruitment, enrollment, and completing its intensive protocol.  She was goal-oriented and productive in the setting of a complex project that involved numerous investigators (including a virologist, immunologist, and reproductive endocrinologist) and GCRC staff members.  Her ability to remain focused, pleasant, and effective, even in the most tumultuous research setting was proven repeatedly.

During her work with me, she was presented with two opportunities to join research collaborations that required her outstanding clinical and research skills as well as her focused and calm approach.  One was as the first project director for the 18-site Fat Redistribution and Metabolic Change in HIV infection (FRAM) study that was just being initiated.  This study featured a multitude of clinical sites and a protocol that required detailed metabolic studies to be performed in a standardized and rigorous manner.  Cohort studies are always a challenge to start, and this one, with so many sites and such extensive technological specifications, was no exception.  Phyllis took on this challenge and rapidly acquired expertise in body habitus changes associated with HIV infection and in directing such a large research program.  

The second opportunity was within the Women’s Interagency HIV Study (WIHS), an ongoing multi-site study of the progression of HIV in over 3000 women with and at risk for HIV.  WIHS was struggling to launch investigations in the effects of HIV and its treatment on metabolic perturbations, but lacked expert and savvy investigators to take a leading role.  Due to her expertise and productivity in studies of the metabolic complications of HIV infection, Phyllis was asked to take a leadership role in developing metabolic studies within WIHS.  She wrote several proposals for WIHS studies and is currently leading a detailed metabolic study based at two sites (the Bronx and San Francisco), which is successfully enrolling the targeted number of participants.  Phyllis also initiated and completed a pilot study to investigate non-invasive magnetic resonance imaging and spectroscopy to study hepatic steatosis (or fatty liver) in HIV/HCV-coinfected women from the WIHS.  Her proposed research plan builds on her work in FRAM and WIHS, including longitudinal analysis of pooled data from both cohorts.  Pooled data analysis will allow her to adequately address questions related to metabolic disorders in HIV/HCV coinfection, including sex and race differences

Phyllis’ intellectual and personal skills were tested through the start-up of FRAM and her growing role in WIHS, but this also coincided with her father’s unexpected and prolonged illness (and eventual death) and her pregnancy and the birth of her son.  She maintained her leadership in these projects throughout this time, demonstrating her ability to focus and see projects through, despite tumult in her life.  This ability is of obvious benefit for any academic medicine-based researcher, since all of us face a long list of competing needs, be they professional or personal.  

So, I believe, based on her record, that Phyllis is very capable in terms of intellectual and functional abilities to conduct research.  The direction of her proposed research focus is also very promising.  As technological progress and insights provided by molecular biology influence translational work, the importance of the interface between infectious diseases, host response, and metabolic perturbations has become very clear.  HIV is a great model of these interactions because it is a chronic infection, directly produces a myriad of inflammatory responses, and indirectly encourages other pathogens, and its treatment may also perturb metabolism. Studies of women should be a high priority since women constitute the majority of HIV cases worldwide, and yet clinical research on this population is limited.  Furthermore, sex dimorphism in metabolic conditions is likely due to differences in body habitus, dimorphism in immune responses, and the occurrence of cardiovascular diseases.  Thus, the focus of the research program Phyllis is seeking to develop is both original and addresses important issues involving the mechanisms of disease and health research. 

I am sometimes approached by early career faculty who have no research training to assist them in applying for career development awards, and I find this is a very difficult thing for them to do.  Skills in clinical medicine do not translate directly into research ability, and development of a research career without any formal research training is a very difficult goal.  Phyllis has completed a Master’s degree, a research-oriented Infectious Diseases Fellowship, and a Fellowship program in research methods.  So, her background is definitely adequate for scientific research.   However, despite her extensive experience working in large cohort studies, she needs technical training in data management of pooled collaborative cohort data and training in advanced statistical models for longitudinal data.  She plans to accomplish this through a focused visit to the WIHS data center at the Johns Hopkins School of Public Health.  Dr. Stephen Gange, who heads the WIHS data center, has extensive experience in the data management issues of pooled collaborative cohort data.  She also plans to pursue advanced coursework in modeling of longitudinal analysis at UC Berkeley.

Her current research goal, as an early career faculty member, is to develop a research program that spans the fields of infectious diseases, metabolism, and some hepatology.  None of the traditional postdoctoral programs provide this training, and since she seeks to become an independent investigator, the additional training she needs is at an advanced level.  So, while she has an already impressive background in scientific research, a K23 award would provide her the time and support to acquire the advanced skills she will need to work in an interdisciplinary translational setting.

Phyllis has published (as first author) 3 papers in peer-reviewed journals and 6 papers as a coauthor.  Since much of her research is based in large cohort studies, which have a fairly long time period from initiation to fruition in published reports, this record is good.  Her paper on lipoatrophy and lipohypertrophy was the first longitudinal study on this topic that focused on women and challenged conventional concepts about the definition of the lipodystrophy syndrome associated with HIV and its treatment.  Many other papers are in the process of preparation, and her productivity is so well regarded that she has been invited to join the expert Office of AIDS Research priority setting panel for clinical studies and epidemiology.  The high quality of her research and papers is being recognized, and her letters of reference likely attest to this.  

Previous experience as a research supervisor: I have supervised and mentored early career faculty and fellows in a variety of settings.  I am co-Director (with James Kahn) of the UCSF/Gladstone Center for AIDS Research (CFAR) mentoring program, which was launched earlier this year and has enrolled 12 mentees for intensive assistance.  I have been the principal mentor for 3 infectious diseases trained physicians (Monica Gandhi, Malcolm John, and Phyllis Tien) and 1 general internist (Herminia Palacios), all of who progressed to join the UCSF faculty.  I have been a secondary mentor for a much larger number of faculty and fellows (including Norah Terrault and Laura Napolitano); I have led campus initiatives on the climate for faculty, promotions, and retention; and I have chaired several academic senate committees, including Privileges and Tenure, so I am well acquainted with UCSF resources, policies, and procedures.  As Principal Investigator of the Northern California WIHS site, I am also in an excellent position to assist Phyllis in her interactions with this large research group and to facilitate her projects within WIHS, though at this point in time, she is a well-recognized member of the study group.  I am not based at the San Francisco Veterans Administration Medical Center (SFVAMC), but the infectious diseases division at UCSF spans all the campus sites, and I know the VA group quite well.  In addition, I am a member of the senior leadership group of the UCSF-Gladstone CFAR, and I work in this capacity with Paul Volberding who is chief of the Medical Service at the SFVAMC.  It is clear that Phyllis is highly valued by the department and that she can expect to receive full institutional support for her research efforts.  

In general, for early career faculty, I believe that mentoring should focus on developing organizational and communication skills as well as scientific directions and career strategy.  At this point in her scientific career, Phyllis has acquired an extensive knowledge base, access to various settings in which new research frontiers and methods are presented, and she is familiar with the members of UCSF’s large HIV research community.  The challenges for anyone intending to succeed as a clinician scientist are significant, and success depends on effective use of time, the ability to focus on priority tasks, a sense of humor, and good communication skills (including the diplomatic application of the word “no”).  She has already made excellent progress in this, and I will continue to work with her to provide her access to my knowledge as well as campus resources.  

Extent of supervision I will provide during the award period: I will meet with Phyllis weekly.  During my meetings with Phyllis, we will review her general progress, input from her other mentors, time management, any problems, her sense of well-being, updates to her goals and plans, and publication productivity.  We will discuss the course work and other work she is doing to acquire new skills and, in the later years, her strategies for obtaining independent funding.  I will also talk with Drs. Grunfeld, Bacchetti, Gange, Peters, and Taylor at least quarterly to get their input on her progress.  

Overall, I am very enthusiastic about the direction of the research Phyllis has proposed, and I think she is an outstanding candidate for a K23 award and for a career as a clinician scientist.  This K23 award would support her continued development as a researcher, enabling her to pursue an original translational program that spans several medical disciplines to address important issues that concern how chronic infections influence metabolism.  With regards to HIV, until there is a cure, the metabolic outcomes of antiretroviral therapy will become an increasing concern as the global program to provide universal treatment proceeds.  It is also of great importance to encourage investigators who are interested in and able to study women, particularly in diseases like HIV, that afflict relatively disadvantaged women because they have been somewhat neglected by medical research.  Phyllis Tien is one of the most promising young investigators I have worked with and I vigorously support her application for this K23 award.

Sincerely Yours,

Ruth Greenblatt, MD

Example 3
May 18, 2006

K23 Selection Committee

NIDDK

National Institutes of Health

Bethesda, MD

Re: Neera Gupta, K23 Mentored Patient Oriented Research Career Development Award application

Dear Committee Members,

I am extremely pleased and excited to serve as the primary mentor for Neera Gupta, MD during her 5-year Mentored Patient-Oriented Research Career Development Award.  In this letter, I will outline Dr. Gupta’s superb qualifications to conduct clinical studies of the natural history of pediatric patients with inflammatory bowel disease, my previous experience as a research supervisor, and the nature and extent of the supervision I will provide during the award period.

Dr. Gupta’s qualifications: Dr. Gupta began her training in Pediatric Gastroenterology, Hepatology, and Nutrition at UCSF in July 2003.  Even during her first (clinical) year of training, she expressed a keen interest in IBD in children and focused much of her involvement (for example in the clinic) on these patients.  During her busy clinical year, she was able to find the energy to develop and test hypotheses that evolved into studies that were presented at DDW and at the World Congress for Pediatric Gastroenterology and Nutrition towards the end of her clinical year.  Her early success in this area led her to enroll in the Master’s in Clinical Research Degree Program, beginning in August 2004.  She completed the program in May 2006, earning a Masters in Advanced Science degree.  She quickly delved into the material, utilizing the Pediatric IBD Consortium registry as a tool upon which to learn the techniques for database management and analysis.  Her coursework and practical application of the material she has learned was applied to the registry that the Pediatric IBD Consortium established in 2000.  In the course of her studies, she took initial raw data from over 1700 patients enrolled in the registry, cleaned and coded the data, and proceeded to begin analysis of various clinically relevant questions pertinent to this group of patients.  Realizing the dearth of information in this area, she decided quite early to focus on questions surrounding surgery in children who have Crohn’s disease.  She took on the tedious job of cleaning and coding the data for the 1736 patients in the registry; 989 met the inclusion/exclusion criteria for her study.  In addition to several abstracts documenting her success in utilizing the registry to answer hypothesis-driven questions, Dr. Gupta was able to organize and analyze the data to be able to determine significant risk factors associated with surgery in pediatric patients with Crohn’s disease, culminating in her first paper being accepted to her first journal of submission, Gastroenterology (130:1069, 2006).  Utilizing several sophisticated biostatistical techniques, such as Kaplan-Meier Survival Analysis and multivariate Cox proportional hazards modeling, Dr. Gupta was able to uncover several factors associated with increased surgical risk in pediatric patients with Crohn’s disease, including older age at diagnosis, female gender, and poor growth at presentation.  Furthermore, she was able to provide updated data on the cumulative incidence of surgery in children with Crohn’s disease.  In addition to potentially altering the approach to these patients, the data has led to additional research questions – in particular, further investigations into the role of gender differences in overall course of disease.  In her second study (manuscript submitted), she found females suffer a more severe course of disease compared with males.  However, males appear to be at increased risk for the development of growth failure compared with females.  These findings and reports in the literature now form the basis for the proposed research in this K23 application.  Dr. Gupta has been thorough in her analytical method, leaving no obvious questions unanswered in the process of producing a completed product in the form of a paper submitted for publication.  Her thorough treatment of the research questions posed in this application also attests to her abilities to methodically question and analyze her own as well as other investigations until she is satisfied that all angles have been considered.  

As an individual, Dr. Gupta has demonstrated superb organizational and interpersonal skills during this work.  She has been able to manage this project by overcoming difficulties of a multicenter database with its innate deficiencies (e.g., some missing data, errors in data entry) and has been able to coordinate the efforts of all centers to produce the final product in the form of abstracts for presentation and manuscripts submitted (and accepted) for publication.  Dr. Gupta has demonstrated an outstanding ability to remain focused, pleasant, and effective throughout her training.  Her dedication and commitment to clinical research have been apparent throughout her 3-year training program.  She decided to remain at UCSF in large part because of the mentoring team that she already has established and because of the ongoing collaborations and opportunities available that would have to begin fresh were she to relocate to another institution.  UCSF in turn has recognized her potential as a young and emerging investigator in pediatric gastroenterology in offering her a faculty position with protected time in which to continue her development into an independent investigator.  Dr. Gupta is undoubtedly one of the most committed young investigators we have seen in many years, and her unwavering desire to become a renowned and expert independent clinical investigator in the epidemiology and natural history of pediatric IBD is admirable and needs to be supported.  Certainly in pediatric gastroenterology, researchers with her training and experience are needed and desired (Dr. Gupta has already declined two offers to move to other well-known academic institutions).

The direction of Dr. Gupta’s proposed research focus is extremely promising.  The role of gender, age at disease onset and diagnosis, pubertal status, and disease severity (as a proxy for the inflammatory response in the gastrointestinal tract) in the development of growth problems in children with IBD, in particular Crohn’s disease, is of tremendous clinical relevance.  We recently completed a trial of growth hormone in Crohn’s disease, and the dramatic response of patients to this treatment and of parents inquiring about the use of growth hormone for their children with Crohn’s disease attests to the importance of growth in the overall context of treatment regimens in these patients.  Dr. Gupta has considered a number of aspects of growth issues, including hormonal, nutritional, and inflammatory influences, and she has developed hypotheses that are clinically relevant and feasible to complete during the 5-year time span of the K23.  With the support of the multicenter Pediatric IBD Consortium, she will be able to recruit the number of patients needed to complete her studies.  The PI’s at each participating institution personally know Dr. Gupta and are committed to supporting her proposal and her overall career development.  She will be provided with all resources available through the infrastructure of the Consortium, ensuring the completion of her projects in a timely manner.  At UCSF, she has the mentoring team to develop and maintain a database and to complete her analysis of the data that are derived from the enrolled patients.  Dr. Gupta’s experience in working with the Pediatric IBD Consortium registry has made her acutely aware of many of the pitfalls of multicenter data collection, and as indicated in her application, she is fully committed to personally ascertaining that all data collections are accurate and complete, with the assistance of a research study coordinator that I will provide.  All of these factors provide me with the confidence that Dr. Gupta will excel in this endeavor and will evolve into an outstanding independent clinical investigator.

While Dr. Gupta’s publication record is early in its formative stage, she has already demonstrated a unique ability to take a clinical project and proceed to publication in a first-class journal.  Having her first publication accepted into Gastroenterology (from work conducted during her first two years of training) is no easy feat.  Additionally, Dr. Gupta has two additional manuscripts about ready to be submitted and another that is being drafted.  Because her initial focus has been her own studies, she has only recently begun to become involved as a collaborator with others, sharing her expertise in epidemiological and biostatistical methods  that will help her develop more of a CV from involvement as an advisor and collaborator in other related investigations.  For example, she is currently also advising us on aspects of our project using growth hormone in Crohn’s disease, and as a young faculty member, she plans to provide advice to our new trainee beginning analysis of a similar database for IBD this summer.  Dr. Gupta’s letters of reference reflect her recognition already as an emerging leader in pediatric IBD research.

Mentoring experience and plans:  I have had the opportunity to mentor over 30 trainees in pediatric gastroenterology and nutrition during the past 25 years.  I was awarded a K24 Mid-Career Clinical Investigator and Mentoring Award in 2002, which has facilitated my ability to provide time and guidance to trainees and junior faculty as described in the mentoring section of Dr. Gupta’s application.  Several former mentees are now leaders in our field, including several who are division chiefs, department leaders, or research directors in industry.  These are listed on Table 3 in the application.  

As her primary mentor, I will continue to meet with Dr. Gupta weekly and either personally or by email whenever needed.  During my meetings with Dr. Gupta, we will review her general progress, input from her other mentors, time management, any problems, her sense of well-being, updates to her goals and plans, and publication productivity.  We will discuss the course work and other work she is doing to acquire new skills and, in the later years, her strategies for obtaining independent funding.  She is currently applying for other sources of extramural and intramural funding. I will also meet with Drs. Lustig, Vittinghoff, Kohn, and Gupta at least quarterly so that Dr. Gupta may benefit from a multidisciplinary discussion with all of her mentors present.  Furthermore, I will constantly be available to discuss Dr. Gupta’s progress with Drs. Lustig, Vittinghoff, and Kohn.  Dr. Gupta and I have developed an excellent and productive working relationship that has enabled her to progress in her career.  

As Chief of the Division of Pediatric Gastroenterology, Hepatology and Nutrition and again as her primary mentor, I am also fully prepared to provide her with the resources, including research funds and personnel, to assist with her research and to facilitate her success in her training and research projects.  Furthermore, Dr. Gupta will have a fully equipped office, ready access to research personnel and patient charts, and be close to the main clinic building and Pediatric Clinical Research Center. I believe strongly that junior faculty need protected time to develop appropriate scientific directions and organizational and communication skills to succeed.  At this point in her scientific career, Dr. Gupta has acquired an extensive knowledge base and access to various settings in which new research frontiers and methods are presented.  She is familiar with many of the members of UCSF’s large GI (including IBD) and epidemiology/biostatistics research community.  Furthermore, she has an established collaboration with Dr. Lustig in pediatric endocrinology, essential for the success of her proposal.  The challenges for anyone intending to succeed as a clinician-scientist are significant, and success depends on effective use of time, the ability to focus on priority tasks, the ability to seek advice and identify and utilize resources, and good communication skills (including the diplomatic application of the word “no”).  She has already made excellent progress in this, and I will continue to work with her to provide her access to my knowledge as well as campus resources in all of these areas.  

I have been at UCSF since 1981, and I am familiar with and will guide her through the myriad of resources that are available to junior faculty beginning a research career.  I participate in the UCSF IBD Program (interacting and collaborating with Drs. Terdiman, Ma, and Mahadevan), and I direct the Pediatric Training Directors Forum that provides resources and ensures a nurturing environment for trainees in fellowship or in junior faculty positions.  

Overall, I am very enthusiastic about the direction of the research Dr. Gupta has proposed, and I think she is an outstanding candidate for a K23 award and for a career as a clinician-scientist.  This K23 award will support her continued development as a researcher, enabling her to pursue an original investigational program that spans several medical disciplines to address important issues that concern how gender, age at presentation and diagnosis, pubertal stage, and disease activity influence growth and outcome in pediatric patients with IBD.  It is also of great importance to encourage investigators who are interested in and are able to study children, particularly in diseases like IBD, as this population has been relatively neglected by medical research.  Dr. Neera Gupta is one of the most promising young clinical investigators I have worked with, and I wholeheartedly and with no reservations support her application for this K23 award.

Sincerely Yours,

Melvin B. Heyman, MD, MPH

Professor of Pediatrics

Chief, Pediatric Gastroenterology, Hepatology and Nutrition

Example 4

K23 Selection Committee

NHLBI
National Institutes of Health

Bethesda, MD

RE: K23 Mentored Patient-Oriented Research Career Development Award for Hubert Chen
Dear Sir or Madam:

Dr. Chen’s qualifications:  Dr. Chen is one of our most highly ranked senior pulmonary trainees. He began as a fellow at the Cardiovascular Institute (CVRI), having already completed MPH training at the Harvard School of Public Health. This followed a stellar performance in his internal medicine training at Stanford University, where he also received his MD degree. In his residency, Dr. Chen received the Ebaugh Award for Research, but even as medical student, he received the Dean’s Award for Distinguished Research in Pulmonary and Critical Care related to a full year of pulmonary-related bench research. Prior to that, he received his undergraduate training at the prestigious Pomona College, where he also received multiple awards, graduated magna cum laude, and wrote an honors thesis in molecular biology.
 
I have served as Dr. Chen’s principal research mentor since early in his fellowship training. Dr. Chen completed his initial clinical training in both pulmonary medicine and an additional six months of extra specialization in critical care medicine. During this period, he also completed the UCSF Training in Clinical Research (TICR) postgraduate summer course (2003) and then, in the 2004-5 academic year, participated in the Advanced Training in Clinical Research (ATCR) program that follows. The TICR-ATCR is an interdisciplinary program that is structured and scheduled to complement ongoing research by post-doctoral fellows, including in its curriculum practical training in research design; applied methods, such as survey techniques; and advanced biostatistical methods. Dr. Chen has effectively used this training to leverage the strong theoretical underpinning he had already received through his prior MPH training at the Harvard School of Public Health. Shortly after completing his initial clinical year, Dr. Chen successfully competed for an individual NRSA; thereafter, he was selected by Genentech to be supported through a sponsored interdisciplinary research program they have initiated, the first UCSF fellow from any subspecialty to be so chosen.    
 
The above synopsis makes clear that the overall structure of Dr. Chen’s training program to date has been broad-based and robust and that his career development trajectory has been unwavering and paced for the long haul. My role as his mentor has been and will continue to be insuring that he has a supportive environment that allows his to thrive, that he has the resources made available to him to carry out his work, and that he receives the training that provides new skills while honing the research skills at which he is already adept. All of this is meant to insure that he has didactic knowledge and practical experience necessary to evolve into a fully independent investigator, competing successfully at the R01 level and beyond.     
 
I take this role very seriously. Dr. Chen is the only fellow I have been mentoring directly since he joined my research group. I have taken a similar one-on-one approach with earlier mentored CVRI pulmonary fellows, all of whom have successfully pursued careers in academic medicine. Dovetailing with this role, I also serve as the CVRI pulmonary training grant (Jay Nadel, PI) lead on clinical research training. In this capacity, I work with other core faculty supervising research fellows focusing on clinical methods (ranging from translational research to medical ethics). We have developed a systematic approach to such training that is built upon a research advisory committee model. This committee is comprised of the principal mentor and two other faculty who provide regular periodic feedback on the fellow’s research goals, objectives, concrete plans, and performance. Dr. Chen’s committee has met face-to-face every 6 months. These meetings not only provide him with valuable feedback, but they also help me calibrate my guidance and oversight of his work.
   
Dr. Chen attends the regular formal research meetings of our airways research group, which includes other physician-investigators, social scientists, a psychometrician, industrial hygienists, and a biostatistician. Dr. Chen plays an active role in these meetings, engaging issues of overall study design for multiple projects related to asthma, COPD, and rhinitis, as well as presenting work-in-progress from his own specific investigation. Over and above this group interaction, all of the individual members of the study team will be available to Dr. Chen for consultation and collaboration as needed. A key member of this group and a close collaborator of my own (Dr. Patricia Katz) has evolved to become a co-mentor for Dr. Chen’s proposed K23 program. Two others form the group, Dr. Yelin and Dr. Shibowski, who have agreed to serve as technical advisors. I have worked closely with Dr. Demarco, another of Dr. Chen’s co-mentors, as a clinical colleague over many years and more recently in the research related to Dr. Chen’s preliminary data. Dr. Chen’s other co-mentor and technical advisor are not current collaborators of my own, but they do represent very important research disciplines (qualitative research and medical economics) in which I have had research experience. I view these as critical new areas of skills acquisition for Dr. Chen, and I fully support his roster of co-mentors and technical advisors. I anticipate being directly engaged with these mentors in order to facilitate the proposed training program.
 
As Dr. Chen’s primary mentor, I remain available on a daily basis for brief ad hoc meetings, combined with regularly scheduled on-on-one progress reviews weekly. His research environment includes space within the Division of Occupational and Environmental Medicine, which rents all of its space at 350 Parnassus Avenue (Suite 609) adjacent to the main medical center complex of UCSF. Dr. Chen’s dedicated space within the Division suite is a solo 75 sq. ft. space equipped with his own computer and printer. This office is directly across an inner hallway from my own, such that we can communicate easily by voice sitting at our own desks. Dr. Chen has available to him advanced statistical software licensing (SAS) and other specialized software, as needed. The Division administrator oversees all regular supplies and support material without differentiating between Dr. Chen and the full-time academic faculty co-located here. Above and beyond these resources, Dr. Chen will have of the resources of the UCSF Cardiovascular Research Institute available to him.
 
Dr. Chen’s UCSF clinical responsibilities have been limited to a weekly pulmonary specialty practice in which I also attend. During the period of the proposed Award, Dr. Chen may take on attending responsibilities, including Critical Care practice. This would certainly fit well with his overall prior training and future goals. If this is undertaken, however, we will insure does not erode the 75% protected research time to which I am personally and institutionally committed, being vital as it is to Dr. Chen’s career development. Regular Pulmonary-centered clinical educational activities for Dr. Chen include weekly grand rounds and a weekly case conference, as well as an annual research retreat. The educational component Dr. Chen’s K23 proposal is innovative, well balanced between didactic and practicum components, and will provide a powerful springboard for the next stage of his career development. 
 
On a personal level, I am impressed by Dr. Chen’s professionalism, commitment to research, and superb knowledge base. He has a demonstrated acumen for creative scholarship and research productivity well in advance of the vast majority of fellows, even at his senior level of training . This makes it a real pleasure to serve as his mentor and makes me want to work even hard in his behalf. I believe that Dr. Chen has a real future in academic pulmonary medicine. Dr.Chen's training focus in quality of life as it is related to pulmonary disease addresses an important and understudied area. It will provide him with a unique niche, and it will provide the discipline with a substantive contribution. 
Sincerely,

Paul Blanc, MD
Professor of Medicine

Division Chief, Occupational Medicine
Example 5
December 3, 2003

Brinda Emu, MD

Infectious Diseases Fellow

J. David Gladstone Institute of Virology and Immunology

Box 1234

Dear Brinda:

I am writing to express my strong support and enthusiasm for your proposed career development plan and research project (Immune Correlates of Protection in Drug-Resistant HIV), which you are submitting to the National Institute of Allergy and Infectious Diseases, and I would be pleased to serve as a co-mentor. I understand that my role will focus on your training in research design, data management, and statistics
As you know, I have a strong interest in clinical research training. I am Co-Director of the UCSF NIH K30-sponsored Training in Clinical Research (TICR) Program, and I serve as the Director of the UCSF Advanced Training in Clinical Research (ATCR) Certificate Program and the UCSF Master's Degree Program in Clinical Research.  I am also the Director of the Population Sciences Core of the NIH-sponsored UCSF-Gladstone Institute of Virology and Immunology Center for AIDS Research (CFAR) and the Director of the Data and Biostatistical Analysis Core of the UCSF California AIDS Research Center (CARC).   

I would be pleased to work with you closely while you are enrolled in the ATCR course and to provide advice regarding the design and implementation of your proposed studies. I also agree to be your primary advisor regarding data management and statistical analysis of the results obtained from these studies. As we have worked closely together in designing the cross-sectional study reported in your preliminary results section, and as I am co-director of the SCOPE study, I believe I will be able to provide appropriate guidance and mentoring in these areas. 

I am pleased that you are applying for this career development award, and I look forward to working together with you and your mentoring committee should your project be funded.

Best wishes,

[image: image1.png]7%{# Moo,




Jeffrey N. Martin, M.D., M.P.H.

Example 6

3.
ENVIRONMENT AND INSTITUTIONAL COMMITMENT TO THE CANDIDATE

3.1
Description of the Institutional Environment

I will be training in a distinguished research environment at the University of California San Francisco that includes the HIV/AIDS Division at the San Francisco General Hospital, the UCSF Gladstone Institute of Virology and Immunology Center for AIDS Research, and the UCSF Center for AIDS Prevention Studies.  I will additionally benefit from the resources of the U.S. Centers for Disease Control-Uganda program, and the training environment at St. John’s Medical College in Bangalore, India. 

3.1.A
HIV/AIDS Division at San Francisco General Hospital Medical Center: The UCSF HIV/AIDS Division at SFGH is recognized throughout the medical community as a world leader in the areas of HIV clinical care and basic and clinical research. The division includes a network of specialty clinics, a system of research and clinical trials, an HIV Education Unit, and a community forum for doctors and researchers. The HIV/AIDS Division has 22 full-time clinical faculty members, with a very active research program, including an NIAID-sponsored Adult AIDS Clinical Trials Group (ACTG) unit an a Community Program for Clinical Research on AIDS (CPCRA) unit; the OPTIONS program to investigate acute and early HIV infection; and the SCOPE cohort which supports the scientific evaluation of the long-term clinical, virologic and immunologic consequences of antiretroviral therapy. All 22 faculty, their research fellows, and most of their domestic research personnel have offices located in Building 80 (Ward 84) at SFGH. In the same building, the division also runs a primary care clinic, providing HIV care and treatment services to over 3500 patients.   Most of its research development, grants management, finance, human resources, and regulatory affairs (IRB) personnel are also located on site. The division sponsors a weekly Continuing Medical Education (CME)-accredited HIV/AIDS Grand Rounds that provides faculty with a formal forum to present their latest research findings.  During my K23 award period, I will benefit greatly from the excellent environment the HIV/AIDS division provides for HIV clinical investigators.  As a faculty member in the division, I will have ready access to discuss my planned research, study design and analytic issues, as well as new findings in the HIV drug resistance field with multiple experts in the clinical, methodological, statistical, and regulatory aspects of conducting HIV research.   

3.A.2
UCSF Gladstone Institute of Virology and Immunology (GIVI) Center for AIDS Research:  The UCSF-GIVI Center for AIDS Research (CFAR) is a multi-disciplinary center that is structured to provide scientific direction and infrastructure support to translational research in basic, clinical and behavioral aspects of HIV disease. During my K23 award period, I will have access to the services and programs housed within or funded by CFAR as a faculty member of UCSF.  The six UCSF-GIVI CFAR research cores operate within a larger network of clinical and scientific laboratories housed on the various UCSF campuses, six research cores operate within a larger network of clinical and scientific laboratories that provide access to a wide array of specialized services and significant technical expertise. In particular, I will be benefit from the resources of their CFAR Clinical and Population Sciences Core, which provides a strong platform by which CFAR clinical investigators can assist junior faculty in designing clinical and human subject parameters for longitudinal and observational cohorts.  During my K23 award period, I will also make use of the UCSF-GIVI CFAR Virology Core, which supports clinical and epidemiology studies with state-of-the-art virologic assays to allow investigators to identify new antiviral agents, optimize the use of existing agents, and guide the design of vaccines. The Virology Core laboratory is licensed as a clinical laboratory by the State of California and has been awarded Certificates of Compliance from the Health Care Financing Administration in Virology and Immunology (CLIA 05D0969871).  Among the mandates of the Virology Core are to provide mentoring and training of junior investigators and fellows in virologic research, and develop, validate, and apply innovative or specialized virologic assays that can be used in members' research projects.  The CFAR Virology Core Laboratory will conduct HIV genotypic resistance testing and HIV subtyping for my proposed analyses of the evolution of drug resistance among persons receiving antiretroviral therapy in Uganda (Specific Aims 1, 2, and 3). I will also have access to laboratory experts at the CFAR Virology Core Laboratory (including Dr. Liegler, a scientific advisor on this grant) to learn more about HIV sequencing methods and analysis.  
3.A.3
UCSF Center for AIDS Prevention Studies: The UCSF Center for AIDS Prevention Studies (CAPS) was established in 1986 to promote collaboration and research on the prevention of HIV infection and disease. CAPS conducts local, national, and international research on methods to prevent HIV infection and its consequences; stimulates collaboration among academic researchers, public health professionals, and community-based organizations; trains new scientists to conduct AIDS prevention research; disseminates knowledge, skills, and effective research and prevention models; contributes to policy development related to the HIV epidemic at local, state, national, and international levels; analyzes and resolves ethical issues related to HIV research, prevention, and care; and collaborates with scientists from developing countries to conduct AIDS prevention research.  CAPS consists of six different cores that together stimulate new research projects to keep pace with the ever-changing epidemic, provide necessary services for existing research projects and UCSF scientists, and provide the platform for scientific interactions to advance and enhance multidisciplinary research in AIDS.  During my K23 award period, I will work with Dr. Torsten Neilands, the director of the CAPS Methods Core, and will have full access to the multiple methodological resources available at CAPS to further both my training and research goals.  I will also benefit from working with  Dr. Bernard Lo, the director of the CAPS Ethics Core, which provides consultation and technical assistance to investigators regarding the ethical dilemmas they face when conducting HIV research.  

3.A.4
United States Centers for Disease Control – Uganda: The Centers for Disease Control and Prevention (CDC) has had active programs in Uganda since  1991.  Today, CDC-Uganda has a large portfolio of operational research and programs, 150 staff, and an annual budget of $12 million. The majority of CDC-Uganda’s work is done as part of the Global AIDS Program (GAP), and is based on priorities identified in the National Strategic Framework for HIV/AIDS developed by the Uganda AIDS Commission, Ministry of Health, and other stakeholders. CDC-Uganda works with Ugandan and international partners to develop, evaluate, and support effective implementation of interventions to prevent HIV and related illnesses and improve care and support of persons with HIV/AIDS.  A prime example of these collaborations is the Home Based AIDS Care (HBAC) Program that was initiated in 2003 with the overall goal of developing a resource-appropriate model for providing ART and TB therapy for a rural African population. During my K23 award period, I will work with CDC-Uganda colleagues and leverage the HBAC program resources and infrastructure to evaluate the patterns and evolution of HIV drug resistance among Ugandans receiving antiretroviral therapy.  

3.A.5
St. John’s Medical College, Bangalore, India:  UCSF has established a successful collaborative research relationship with the St. John’s Medical College in Bangalore, India over the past 4 years.  Under the direction of UCSF CAPS researcher, Dr. Maria Ekstrand, the collaboration has established a highly functional research infrastructure.  With the guidance of Dr. Ekstrand, I will be leveraging this infrastructure to initiate a pilot evaluation of HIV drug resistance in south India.  St. John's Medical College and Hospital was established in 1963 and is now a well-known referral center and tertiary hospital in Bangalore, Karnataka. It is one of the top medical colleges in South India and is a leading private provider of affordable medical care in Bangalore City. In addition to being a main hospital and teaching institution, St. John's runs three rural/peri-urban health centers. St. John's also provides voluntary HIV testing and counseling, and is one of the major providers of care for HIV/AIDS patients in Bangalore, with nearly 1000 HIV positive patients coming to for regular follow-up.  It is one of the few hospitals in Bangalore where antiretroviral medications have been prescribed since they became available in India in the late 1990’s.  Approximately 250 HIV-infected patients are admitted each year as inpatients, and the number of new patients who test HIV positive each month is around 30.  The Medical College has had an active Clinical Epidemiology Unit since 1994, through which faculty and students conduct research on a variety of issues including HIV/AIDS, maternal and child health, and tuberculosis.

3.B
Institutional Commitment to Candidate: (see attached letter of support from Talmadge E. King, Jr., MD, Chief of Medical Services, SFGH and Vice-Chair, Department of Medicine, UCSF).
Example 7

3.
ENVIRONMENT AND INSTITUTIONAL COMMITMENT TO THE CANDIDATE

3.A
Description of the Institutional Environment

I will be training in a distinguished research environment. This environment will include the University of California San Francisco (UCSF), including the Department of Medicine, the UCSF Center for AIDS Prevention Studies, the Institute for Global Health, and the Mbarara University of Science and Technology.

3.A.1
University of California San Francisco: UCSF is the only University of California campus dedicated exclusively to the health sciences and is home to graduate professionals in medicine, nursing, pharmacy, and dentistry and a graduate division for pre-doctoral and postdoctoral scientists.  In addition to its main campus, where the Schools of Medicine, Nursing, Pharmacy, and Dentistry and the UCSF Medical Center are located, UCSF encompasses several major sites in San Francisco, including UCSF Mount Zion, the Comprehensive Cancer Center, and a new site being developed in Mission Bay.  In addition, UCSF maintains partnerships with two affiliated medical institutions: San Francisco General Hospital (the public hospital for the city and county of San Francisco) and the San Francisco Veterans Affairs Medical Center.  UCSF is considered one of the nation’s premier health sciences, training, and research centers and has a well-established reputation in biomedical research.  UCSF was the fourth-largest recipient of NIH research dollars in 2004, receiving a total of $438.8 million from all awards.  Currently, more than 1,300 UCSF principal research investigators are working on over 3,000 research projects.  The UCSF School of Medicine is ranked among the top medical schools in the U.S. It has 26 Departments, NIH-funded General Clinical Research Centers, and several Centers of Excellence, including the AIDS Research Institute and the Cardiovascular Research Institute.  The School of Medicine receives approximately $175 million annually in NIH funding.
3.A.2
Department of Medicine: The Department of Medicine at the University of California San Francisco has a long history of clinical research. Currently, the department follows approximately 18,000 patients who make approximately 40,200 annual visits. Administrative and clinical data are available from the medical center's computerized information system and other databases. The Department ranks first among Departments of Medicine nationally in NIH research funding with $162 million annually (2004 data). The Department's Research Administration is committed to excellence in providing service to the faculty. Research Support Analysts provide expertise and assistance in the administration of sponsored research from the pre-award process through the financial close of grants and contracts. The administrators are skilled and trained in identification of research funding opportunities, assistance in the preparation and submission of research applications, review and monitoring of policy compliance issues, active financial management of all sponsored projects, and management of project close-out and correct submission of final financial status reports to agencies. My faculty appointment as an Assistant Clinical Professor will provide me with access to these resources.

3.A.3
Center for AIDS Prevention Studies: The Center for AIDS Prevention Studies (CAPS) was established in 1986 to promote collaboration and multidisciplinary research on the prevention of HIV infection and disease. CAPS conducts local, national, and international research on methods to prevent HIV infection and its consequences; stimulates collaboration among academic researchers, public health professionals, and community-based organizations; trains new scientists to conduct AIDS prevention research; disseminates knowledge, skills, and effective research and prevention models; contributes to policy development related to the HIV epidemic at local, state, national, and international levels; analyzes and resolves ethical issues related to HIV research, prevention, and care; and collaborates with scientists from developing countries to conduct AIDS prevention research. Several characteristics make the Center unique: it is interdisciplinary, multiethnic, multi-institutional, and located in an area of high HIV prevalence. 


CAPS is a program of the UCSF AIDS Research Institute (ARI). The ARI constitutes a highly integrated and organized set of research activities aimed at all aspects of the epidemic domestically and internationally. ARI is committed to harnessing the resources of UCSF to advance scientific discovery in the service of fighting HIV/AIDS. UCSF faculty represent a rich mix of expertise in the basic, clinical, prevention, and policy sciences. The faculty are internationally renowned for their contributions to immunology, virology, vaccine research, pediatrics, genetics, behavioral science, and advanced treatment research. Further, UCSF scientists have the expertise in health economics, epidemiology, and health care delivery needed to determine how optimal treatments can be integrated into evolving health care systems to reach all HIV-affected populations. ARI brings together scientists from the four professional schools at UCSF (Medicine, Dentistry, Pharmacy, and Nursing), from the UCSF-affiliated laboratories (The Gladstone Institute of Virology and Immunology, Blood Centers of the Pacific, and the California State Labs), the San Francisco Department of Public Health, and the School of Public Health at UC Berkeley.

3.A.4
The Institute for Global Health: The Institute for Global Health (IGH), directed by George Rutherford, is an organized research unit of the School of Medicine, established by UCSF in close collaboration with the University of California, Berkeley (UCB). IGH conducts health services and operations research, develops and evaluates policy, and facilitates focused debate of pressing global health topics among scientists, health professionals and policymakers throughout the world. It also shares scientific and administrative management of international AIDS prevention education and research with CAPS. Through its work with the World Health Organization, the World Bank, and the broader development community, IGH has been actively involved in designing global strategies to scale-up essential health interventions, including HIV/AIDS prevention and care programs, in developing countries. It holds one of 10 cooperative agreements with the U.S. Centers for Disease Control and Prevention’s Global AIDS Program (GAP) (G. Rutherford, PI) to provide technical and educational assistance to GAP countries around the world. Richard G.A. Feachem, PhD, DSc (Med), the founding director of IGH, is currently on a leave of absence to head the Global Fund to Fight AIDS, TB, and Malaria (GFATM) on behalf of the United Nations. 

3.A.5  
Mbarara University of Science and Technology: Mbarara is located in southwestern Uganda at the intersection of trading routes for the Congo, Rwanda, and Tanzania. The Mbarara University of Science and Technology was founded by an Act of Parliament and started with the Faculty of Medicine in October 1989. It was the second public university to be established in Uganda.  In addition to the Faculty of Medicine, the University also holds Faculties of Science and Development Studies and runs the Institute of Tropical Forest Conservation (ITFC) in Bwindi Impenetrable National Park for educational and research purposes.  The Mbarara Hospital HIV Clinic dispenses ARV therapy for southwestern Uganda and some parts of Rwanda and the Congo. The Mbarara University Teaching Hospital was built in 1952 as a district hospital and is affiliated with the University. The HIV clinic, started in November 1998, enrolls 75 new patients per month and averages 350 visits per month.  
3.B
Institutional Commitment to Candidate: (see attached letter of support from Talmadge E. King, Jr., MD, Chief of Medical Services, SFGH and Vice-Chair, Department of Medicine, UCSF)

Example 8
May 4, 2006

National Institute of Diabetes & Digestive & Kidney Diseases

National Institutes of Health

6701 Rockledge Drive

Bethesda, MD  20892

Re:
Institutional Commitment to Neera Gupta, MD

Dear Sir or Madam:  

I am writing to convey my strongest support for Dr. Neera Gupta, who is submitting an application to the National Institute of Diabetes & Digestive & Kidney Diseases for a Mentored Patient-Oriented Research Career Development Award (K23).   


Dr. Gupta is finishing a 3-year research fellowship in Pediatric Gastroenterology and Nutrition. At the completion of her fellowship in June 2006, we intend to appoint Dr. Gupta as an Assistant Professor, with a full-time appointment in the Division of Pediatric Gastroenterology, Hepatology, and Nutrition. 


Under the mentorship of Drs. Heyman, Lustig, Vittinghoff, and Kohn, Dr. Gupta will devote 80% effort to the development of her clinical research career. To ensure that Dr. Gupta has adequate time to pursue these activities, her clinical responsibilities will be restricted to 4 weeks of attending on the pediatric gastroenterology clinic and 1-2 half-days per month performing procedures on patients with inflammatory bowel disease and general gastroenterology patients, thus enabling her to devote the vast majority of her time to her career development training and research activities. 


We are strongly committed to ensuring Dr. Gupta’s future success as an independent researcher and will provide the necessary supplies, personnel, and mentorship to guarantee her success. Specifically, the Department of Pediatrics at UCSF agrees to provide her:

· A private office and secretarial support.

· Computing equipment and statistical software.

· Equipment (including telephone, photocopying services, office supplies).

· Administrative support for grant assistance and management.

· Senior level mentorship and regular career counseling, both through Dr. Gupta’s primary mentor and co-mentors and through leadership in the Department of Pediatrics.

· Opportunities for formal and informal training through seminars, courses, and conferences.

· Opportunities for obtaining additional funds, both extramural and intramural by making her aware of funding opportunities, providing assistance on grant writing, and promoting her collaborative research across departments and at other institutions.

We have clear expectations for Dr. Gupta’s career advancement at UCSF. We expect her to continue towards promotion to Associate Professor of Medicine within 7 years of her promotion to Assistant Professor. Supporting her with this award will be invaluable in guaranteeing her academic progression.

Sincerely,

Samuel Hawgood, M.D.

Professor of Medicine, and Chair

Department of Pediatrics, University of California San Francisco
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