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Example 1

4.C
PRELIMINARY STUDIES

In collaboration with my mentors, I have conducted several studies evaluating molecular assays for pulmonary infections in Kampala, Uganda. With funding from the UCSF Center for AIDS Research Mentored Scientist Development Award, I traveled to Uganda in 2006 and established an infrastructure for inpatient clinical research on HIV-associated pulmonary diseases. This enabled me to conduct the Mulago Inpatient Noninvasive Diagnosis (MIND) study, and provided the foundation for my mentor’s NHLBI R01-funded, International HIV-associated Opportunistic Pneumonias (IHOP) Study. Below, I describe two studies that I conducted in Uganda which provide scientific support for the research proposed in this K23. I also describe two studies I conducted in the U.S. in related content areas that have given me experience in research.

Oral wash plus PCR is a promising tool for diagnosis of pulmonary TB in Uganda. In April and May of 2006, we enrolled 154 patients admitted to Mulago Hospital with any respiratory complaint and performed sputum smear microscopy and oral washes as part of a study of Pneumocystis colonization. DNA was successfully extracted from all specimens and amplified at the locus of the mycobacterial secA1 gene, a single copy gene that encodes an essential mycobacterial preprotein translocase ATPase. Although we could not assess the sensitivity and specificity of the assay because mycobacterial cultures were not performed, the study provided evidence that the assay could detect M.TB in oral wash, and motivated a subsequent study. From November 2006 to June 2007, we evaluated the oral wash plus PCR at the secA1 locus in specimens from 104 outpatients and 28 inpatients being evaluated for respiratory complaints at Mulago Hospital. The oral wash identified TB in 75% of oral wash specimens of those who were sputum culture-positive, significantly higher than the 58% sensitivity that we observed for Ziehl-Neelsen sputum smear light microscopy, the current noninvasive diagnostic standard for TB in Uganda. These data provide proof of the principle that DNA can be extracted from oral wash specimens, but higher sensitivity is required. We hypothesize that testing oral wash with a PCR assay targeting a multi-copy TB gene (IS6110) may improve the sensitivity of our assay because there more DNA template for amplification at this locus. This question motivates Aim 1 of the current study.

Further clinical and research infrastructure needed to support the proposed study was established during a 4-month pilot study in 2007. The MIND study was a cross-sectional study which evaluated new diagnostics for TB and other HIV-associated pneumonias. From April to August 2007, we evaluated a random sample of HIV-infected patients admitted to Mulago Hospital with at least three weeks of cough. During the 4-month study period, we screened 1300 inpatients, and identified 269 patients who met eligibility criteria As described previously,35 TB was common, affecting 94 (74%) patients, but Ziehl-Neelsen light microscopy identified less than half (46%) of patients with TB. Even Lowenstein-Jensen culture, the widely accepted but rarely available gold standard test for TB in resource-limited settings, failed to identify 13 (14%) patients with TB, consistent with the imperfect sensitivity of TB culture previously described in HIV-infected patients.36 These results were presented at the TB Diagnostics Symposium (Cape Town, South Africa, November 2007). 

The MIND study confirms that HIV-negative patients with pneumonia frequently have negative sputum smears and that a significant number of these have smear-negative pulmonary TB by mycobacterial culture or clinical response to TB therapy. I planned and implemented the MIND study, designing the study protocol, obtaining institutional review board approvals, hiring and training research staff, and enrolling and performing study procedures on a number of the patients. I also helped established a relationship with Dr. Moses Joloba’s lab, where we recently performed IS6110 PCR for speciation of 90 mycobacterial isolates. The MIND study thus demonstrates our ability to identify a large number of HIV-infected patients with and without TB, and furthermore confirms the need for novel TB diagnostics. It also suggests that a composite clinical and microbiologic reference standard may be necessary for research studies in this area.

The ongoing IHOP (International HIV-associated Opportunistic Pneumonias) pilot study demonstrates our ability follow a large proportion of our study cohort after discharge. The IHOP pilot study is a prospective cohort study which began enrolling all HIV-infected patients with at least 2 weeks of cough in October 2007. In the first 10 weeks of the study, 131 consecutive HIV-infected patients were enrolled. 77 (60%) had negative sputum smears and were referred for bronchoscopy. 53 (70%) patients underwent bronchoscopy with BAL and no complications or adverse events were observed. Two-month follow up is complete in 26/29 (90%) patients. These data suggest that the target enrollment for the proposed sub-study (N=300) is easily achievable within the first year of the study period.

Pneumocystis colonization is common among hospitalized HIV-infected patients with non-Pneumocystis pneumonia. The epidemiology of Pneumocystis jirovecii pneumonia (PCP), a principal cause of severe opportunistic lung infections in HIV-infected patients in the U.S., is uncertain because Pneumocystis cannot reliably be cultured. In recent years, molecular epidemiologists have sought to learn more about it by studying the state called Pneumocystis colonization, defined as identification of Pneumocystis by PCR in patients in whom PCP has been excluded by clinical and traditional microbiologic assessment. None of these studies have evaluated inpatients with advanced HIV, the group at highest risk for PCP, so we designed a prospective study of 216 HIV-infected adults undergoing evaluation for pneumonia in San Francisco and New Orleans. We found the highest prevalence of Pneumocystis colonization reported to date. We also provided the first large-scale evidence that immunosuppression is positively associated with colonization and that co-trimoxazole prophylaxis is negatively associated with colonization. I performed the statistical analysis, which employed multivariate logistic regression, and drafted the manuscript (published in Thorax, 2007). The project gave me valuable experience analyzing, interpreting, and synthesizing data from molecular assays.

Low tidal volume ventilation and reduced mortality in HIV-infected patients with acute lung injury. Over almost three decades at San Francisco General Hospital, improvements in critical care outcomes for HIV-infected patients have been attributed to improvements in HIV-specific therapies, such as treatment of PCP and HIV. In a retrospective study of outcomes of acute lung injury between 1996 and 2004, we demonstrated that improvements in mortality in recent years can be attributed to a specific therapy, low tidal volume ventilation, and not to antiretroviral therapy. I designed the study, abstracted data from medical records, performed the statistical analysis using logistic regression and Cox proportional-hazards modeling, and drafted the manuscript. I developed valuable skills in managing and integrating data, especially longitudinal data.

Example 2
4.C 
Preliminary studies:  I have conducted relevant preliminary studies in Botswana, Swaziland, and Uganda in conjunction with my primary mentor, Dr. Bangsberg.  
4.C.1
Preliminary studies relevant for Aims 1 (Food insecurity and ART adherence): 

Barriers to ARV adherence for patients living with HIV infection and AIDS in Botswana.  In 2000, I designed and implemented a cross-sectional study in Botswana to determine the social, cultural, and structural determinants of treatment adherence among patients treated with ARV therapy in the private sector prior to the introduction of the Botswana National Treatment Program. We used both qualitative and quantitative research methodology, including questionnaires and interviews with 109 patients on ARVs and 60 healthcare providers in order to elicit principal barriers to adherence. Patient report and provider estimate of adherence (>=95% doses) were the primary outcomes.  We found that 54% of patients were adherent by self-report. Gaps in treatment were common and related to the financial demands of therapy and an inability to afford medications for varying time periods. The patients included in this category were adherent with 95% or more of prescribed doses when medications were available to them. Whereas 17% of patients reported themselves to have difficulties with day-to-day adherence, 29% of patients reported significant gaps in treatment. Principal barriers to adherence included financial constraints (44%), stigma (15%), migration (10%), side-effects (9%), and hunger (7%). Based on logistic regression, if financial constraints were removed as a barrier, adherence was predicted to increase from 54% to 74%. 

This research demonstrates my ability to study the determinants of adherence in an African setting. Financial constraints and hunger were identified as barriers to ART adherence among the highest socioeconomic strata in Botswana. Thus, lack of food may pose an even more significant barrier to adherence in the general population of Uganda and in other African settings.  Finally, in this paper we argued that the pattern of non-adherence in sub-Saharan Africa may be different than in Westernized settings in that it may be more often characterized by treatment interruptions rather than inconsistent dosing of daily medications.  In the proposed study, we will distinguish treatment interruptions from day-to-day non-adherence to better characterize the impact of food insecurity on these different behaviors. 

Lack of food as a contributor to ART non-adherence and poor HIV-outcomes in Swaziland: In April of 2005, I conducted a pilot qualitative study using semi-structured interviews among 58 adult HIV-infected individuals recruited from support groups from urban, peri-urban, and rural regions in Swaziland to better understand the impact of food insecurity on ARV adherence and HIV outcomes. Food insecurity was common among participants: 48 out of the 58 individuals interviewed (83%) claimed that they lacked adequate food or water over the past year. 

Two major themes emerged from the interviews: lack of food as an important barrier to ART adherence, and lack food having a direct, negative health impact on people living with HIV/AIDS. One of the key explanations offered by respondents regarding ARV adherence was that ARVs increased people’s appetite, and when food was not available, the hunger became very difficult to cope with. As stated by a 45-year old HIV-infected man from Ezulwini Valley: “The ARVs are helping me, but they get me too hungry, and then I have to stop…. Without food, the treatment alone is too difficult. It demands that you eat. You get hungry quickly. You need to have a decent diet. They give you the ARVs without supplements, and there are people who cannot even afford half a loaf of bread.” 

Others mentioned the fact that ARV side-effects were worsened in the absence of food. According to one respondent, “ARVs won’t help people because you have to eat first.  You can’t take ARVs on an empty stomach.  People are hungry. That is why we have HIV.” Because many participants had to dedicate their limited income towards procurement of food, they were often unable to afford transport to and from the clinic. In addition, lack of food was viewed as a more pressing demand than going to the clinic and, therefore, it often interfered with clinical follow-up. Many respondents were critical of the government and the King for not providing food along with ARVs at clinics. One respondent mentioned that the most important thing the King could do in combating HIV/AIDS in Swaziland is “to work on starvation and hunger.” Many agreed that if the government would provide food at the testing and treatment centers, many more people would come in for testing and for ARVs.

In addition to interfering with adherence, participants believed that lack of food is negatively impacting upon the health of persons living with HIV/AIDS by contributing to malnutrition and more rapid disease progression.  For example, one 30-year old woman explained: “There are lots of food shortages. That is why people are dying. They don’t have good nutrition to support their statuses. If you are HIV-positive and can’t eat, you can’t stay healthy and will get sick more quickly.”  According to a 49 year old widow from Ho Ho, lack of food in the rural areas is responsible for the rapid spread of HIV: “Not having enough food is a big problem in Swaziland…. That is why AIDS is pouring over us like water because people don’t have enough food to eat.” As a result of the mutually reinforcing problems of food insecurity and HIV, many expressed lack of hope for their future.  According to one respondent, “I think the whole African nation will be cut in half by this. Of course I’m worried about the Swazi nation – The nation will die. Foreigners will come and take over everything we’ve struggled to have.” 


This study highlights the multiple negative impacts of food insecurity among individuals living with HIV/AIDS in Africa and describes some of the ways in which food security can impact upon clinical outcomes and impede adherence. This study also provides preliminary evidence of the utility of the Behavioral Model for Vulnerable Populations in sub-Saharan. Our findings elucidate how food insecurity is an important predisposing factor for poor clinical follow-up and adherence, especially in the absence of important enabling factors, such as other family resources, social support, food aid, and affordable transport. The problem of people stopping ARVs as a result of hunger has also been noted by our key collaborators in Uganda.   Based on these findings, we will create a Likert scale of “hunger related to ARVs” to determine whether this in fact mediates the impact of food insecurity on treatment interruptions or non-adherence.  We will also conduct a small qualitative study in Uganda among 40 study participants to explore the interlinkages between food insecurity and non-adherence to help inform the development of the quantitative instruments. 

4.C.2
Preliminary studies for Aims 1 and 2 (Food insecurity and adherence/ HIV outcomes) 
Pilot data on food insecurity and treatment interruptions in Uganda:  Among a cohort of 91 Ugandan patients, 43% claimed that they sometimes had problems satisfying the food needs of the household over the previous year, and 19% said that they often or always had problems with food. Individuals who sometimes, often, or always had trouble satisfying their food needs had nearly 3 times the odds of having experienced a treatment interruption of >=48 hours (OR=2.86, 95% CI=1.15-7.08). Treatment interruptions were common, with 65% of the sample reporting treatment interruptions of >=48 hours. Treatment interruptions accounted for 90% of missed doses and were the strongest predictor of ART resistance. These data confirm that food insecurity is highly prevalent in HIV-infected individuals receiving ART in Uganda and provides preliminary evidence in support of Aims 1 and 2.
Previous collaborative research in UARTO:  Dr. Bangsberg, Dr. Andia, Dr. Mukiibi and others have established a successful research base and viable collaborations in Mbarara, Uganda. As of December 1, 2005, we are currently following a total of 183 individuals in the UARTO cohort, for a total of 121 person years of observation. There have been 1.5 persons lost per 100 person years of follow-up. Our crude rate for loss to follow-up is 7% at 12 months.  Currently, 20% of the sample is estimated to have <90% adherence at 3 months, 70% of our sample has a VL <400 copies/ml at 12 months, and mortality is estimated at 15% at 12 months (9% at 3 months). In preliminary data using the FANTA Food Insecurity Access Scale, the prevalence of food insecurity was very high, with 58% of participants being categorized as severely food insecure.
4.C.3
Preliminary studies relevant for Aim 3 (Food insecurity and risky-sexual behaviors)

Food insecurity predicts high risk-sexual behavior among men but not women in Southern Africa: To determine whether lack of food was associated with high-risk sexual behaviors in Botswana and Swaziland, we studied the association between food insufficiency and inconsistent condom use, sex exchange, and other measures of risky sex in a population-based study among 1,268 individuals in Botswana and 812 individuals in Swaziland. We used a two-stage probability design to select participants from the 5 districts in Botswana with the highest number of HIV-infected individuals, and from all districts in Swaziland.  

In Botswana, 18% of men and 28% of women reported not having enough food to eat over the previous 12 months, whereas in Swaziland, 29% of men and 38% of women did not have enough to eat over the previously 12 months. Of these, over 68% of men and 64% of women reported that food or water shortages affected their health care decisions, 83% of both men and women reported food and water shortages affected their ability to support dependents, and 89% of men and 81% of women reported that shortages made them economically dependent on someone else. 

As sampling methods, study design, and survey instruments were identical in the two countries, we combined data from the two countries in a multivariable regression analysis. In adjusted analyses stratified by gender, food insecurity was not associated with sexual risk-taking for men in the combined database, or in either country analyzed separately.  Among 1,062 women in both counties, after controlling for socio-demographic variables, HIV knowledge, and alcohol use, food insecurity was associated with inconsistent condom use (AOR=1.4, 95% CI=1.0-1.9), lack of control in sexual relationships (AOR=1.7, 95% CI=1.2-2.3), intergenerational relationships (AOR=1.5, 95% CI=1.1-2.2), and having experienced forced sex (AOR=2.0, 95% CI=1.04-3.9). Women who reported lack of food had over two times the odds of sex exchange in unadjusted analyses (OR=2.2, 95% CI=1.3-3.9) and nearly 2 times the odds of sex exchange in adjusted analyses, although the latter association did not reach statistical significance (AOR=1.9, 95% CI=0.95-3.9). To determine whether the effects of food insecurity on HIV transmission risk were mediated by income, we also included income in separate multivariate analyses.  When controlling for income as well as other confounders, significant associations between food insecurity and increased sexual risk remained for intergenerational sex, forced sex, and lack of control in sexual relationships.

This research demonstrates an important association between lack of food and high-risk sexual practices in an African setting.  Given that we used an insensitive screen for food insecurity and still found a strong correlation between food insecurity and risky sex, these associations will likely be easier to detect in the proposed research when using a sensitive and validated food security scale.  No study to our knowledge has looked at the associations between food insecurity and sexual risk-taking longitudinally or in ART-treated populations.  The proposed study will help us better understand the ways that food insecurity and risky sexual behaviors interact longitudinally, and how these issues play out in ART treated populations.

Qualitative study on the association between food insecurity and risky sex in Botswana and Swaziland: In a qualitative study using semi-structured interviews among 82 individuals recruited from support groups in Botswana and Swaziland (58 from Swaziland and 24 from Botswana), participants reported that lack of food was one of the most significant causes of increased sexual risk taking among women. According to the data, women’s sexual control was severely constrained as a result of their dependence on men for food and other resources, and they often had to sacrifice sexual safety in their attempts to negotiate their subsistence needs. For example, a woman from Botswana explained how these dynamics contributed to her risky sexual behavior and ultimate acquisition of HIV: “I worked as a domestic worker. The wife of the house left, and was staying in other places. The husband asked me to have sex, and I felt that I had to for money and food.  It was very difficult because I knew he was married, and I did not want to do this, but …he had money, and I had to eat.” 

In addition to contributing to inconsistent condom use, food insecurity also contributed to sex exchange in situations where women felt they had no other options for feeding themselves and their children.  As stated by one respondent from Swaziland, “Lack of income puts women at risk, because they will sleep with someone to get money in order to bring food home for the kids to eat.”  Another respondent explained: “Women are having sex because they are hungry.  If you give them food, they would not need to have sex to eat.” Most women interviewed were well aware of the fact that they are at risk for HIV when engaging in sex exchange.  Nevertheless, securing food was often a more immediate and pressing concern.  One respondent from Swaziland explained, “You are vulnerable. You decide you can have sex once or twice. You know there is risk, but you say to yourself – I won’t die from HIV today.”  Gender power imbalances were often exacerbated when women entered into relationships with older men who offered to provide for their needs. Intergenerational sex was a common theme and was often attributed to lack of food or other basic necessities. One woman from Botswana recounted: “I was in a relationship with an older man, he was more than 10 years older than me. I was given things in exchange for sex.  I had trouble saying no to sex because he was feeding me and supporting me.  This was difficult.  After he gave me money, I felt that I had to have sex.” 
These data demonstrate the powerful impact of lack of food on sexual risk-taking and explain some of the mechanisms through which food insecurity can increase transmission of HIV.  In the absence of enabling factors, such as food aid and social support, food insecurity is a strong predisposing factor for sexual risk-taking mediated in part through competing demands.  These results also attest to the complex interactions between gender, food insecurity, sexual control, and risky sexual behaviors that will be further explored in the current study through both qualitative and quantitative methodologies.
Example 3

(4C) Preliminary Data
This research proposal is designed to take advantage of the substantial resources of the IPFNet, an NHLBI-funded clinical research network charged with conducting multicenter clinical trials in IPF. This section will cover 5 topics: (1) the rationale for building this research proposal around the IPFNet, (2) the structure of the IPFNet and timeline for IPFNet subject enrollment, (3) the design of the IPFNet parent protocol upon which this acute exacerbation research proposal is built, (4) the justification for the diagnostic criteria developed, and (5) an explanation of assumptions made regarding expected number of acute exacerbations in this research plan.
(4C1) Rationale for building this proposal around the IPFNet

This research proposal would not be feasible as a single-center study. By structuring this research proposal around the IPFNet, enough subjects will be enrolled to adequately address the Aims of this proposal. Further, clinical research networks like the IPFNet are designed to provide an infrastructure for substudies such as this one that fully leverage the resources invested in the network by the NHLBI and maximize the data that can be obtained from every subject enrolled. 

(4C2) Structure of the IPFNet and Timeline

The IPFNet consists of 11 clinical centers (Cornell University, Emory University, Mayo Clinic, Tulane University/University of Alabama, University of Michigan, University of Colorado, University of California San Francisco, University of California Los Angeles, University of Chicago, University of Washington, Vanderbilt University) and one data coordinating center (DCC) at Duke University. These 11 sites are all established referral centers for patients with interstitial lung disease. The network is run by a Steering Committee made up of the 11 principal investigators from each clinical site and the Steering Committee Chair, Dr. Gary Hunninghake. The principal investigator of the DCC is Dr. Kevin Anstrom. Each site has a team of clinical investigators and study coordinators to direct recruitment, enrollment, and monitoring of patients. The DCC provides centralized administration of the protocol and data management. 

There is great interest and support within the IPFNet for investigator-initiated substudies that fully leverage network resources. An IPFNet Substudy Committee has been developed to promote such projects. The “Acute Exacerbation Substudy”, which this grant describes and of which I am the principal investigator, has the full backing of the IPFNet (see letter of agreement from Dr. Gary Hunninghake, Chair of the IPFNet Steering Committee, Section 2D). I am responsible for all aspects of the Acute Exacerbation Substudy, including defining acute exacerbations, developing questionnaire forms for use by the IPFNet study coordinators at the time of acute exacerbation, designing the blood collection protocol, overseeing data analysis, and preparing the results for publication.
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The first meeting of the IPFNet Steering Committee took place from June 8th through 10th, 2005, and two protocols are now in the process of finalization as of January, 2006. The primary protocol is designed to test several potential treatment approaches in patients with early IPF. The second protocol is designed to test potential treatment approaches in patients with advanced IPF. The target date for finalization and submission of these two protocols to the 11 centers for IRB approval is March, 2006. The target date to begin enrollment is July, 2006. The research proposal described in this application will include all subjects in the primary protocol.

(4C3) IPFNet primary (“parent”) protocol design

My research proposal is a sub-study of the IPFNet primary protocol (termed “parent protocol” below). This parent protocol will test two distinct hypotheses in subjects with IPF utilizing a 2X2 factorial design (randomizing subjects to one of two levels, drug or placebo, for each hypothesis, see Figure 4C3.1):

(1) Warfarin improves clinical outcomes in IPF.

(2) Standard of care (prednisone/azathioprine/N-acetylcysteine) improves clinical outcomes in IPF.

As part of the parent protocol, subjects with preserved pulmonary function (FVC ≥ 55% predicted, DLCO ≥ 35% predicted) and gas exchange (PaO2 ≥ 55 mmHg) will be considered for enrollment. Subjects will be followed for a period of two years, with visits and testing as detailed below (see Figure 4C3.2). To detect a difference of 20% or greater with 80% power, 500 subjects will be enrolled in this parent protocol. Each center has committed to enrolling 2-3 patients per month into the parent protocol, making the estimated time to completion of enrollment 18 months.

Figure 4C3.2: Schedule of Selected Events in IPFNet Parent Protocol
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(4C4) Justification for acute exacerbation definition

As detailed in section 4B Aim 1, the diagnostic criteria for acute exacerbations of IPF are not uniform, complicating the literature in this field. In an attempt to establish definitive criteria for use in this protocol, the IPFNet under my leadership established specific diagnostic criteria (see section 4D3). The IPFNet criteria build on the general concept developed in the literature to date requiring subjective and objective evidence of acute deterioration and exclusion of alternative etiologies. These criteria are more comprehensive in their scope, allowing several objective measures of clinical worsening to be used. They also allow for more clinically meaningful and sophisticated analysis by adding a graded scale of diagnostic certainty (e.g., definite, probable). It may be that a probable diagnosis is just as clinically meaningful (e.g., has the same prognosis) as a definite diagnosis. This information will inform the definition of acute exacerbations in future studies.

(4C5) Expected number of acute exacerbations

As detailed in section 4B Aim 1, the data regarding the incidence of acute exacerbations are poor. In an evidence-based effort to sort through the published literature on acute exacerbation and to identify the strongest data on which to base our estimates, a 3-point grading scale was used to rate the quality of articles on acute exacerbation that reported more than one case (see Table 4C5). Articles were identified by three methods: (1) keyword search of MEDLINE using the search terms “acute”, “exacerbation”, “pulmonary fibrosis”, and “idiopathic,” (2) search of references in relevant articles, and (3) consultation with experts in the field. Grade A studies had clearly defined criteria for acute exacerbation, a study population representative of patients with IPF, and were prospective trials. Grade B studies had clearly defined criteria for acute exacerbations, a study population representative of patients with IPF, but were not prospective trials. Grade C studies had poorly defined criteria for acute exacerbation, a study population poorly representative of patients with IPF, or were retrospective case series or surveys.

Based on the above review, only two studies were felt to provide meaningful data on which to base our estimates. Kim et al. recently published a review of 147 patients with IPF and reported a 2-year incidence of 9.6%. There are important limitations to this study that we believe lead to an underestimation of the incidence: inadequate data collection (leading to 14 likely cases being excluded), a retrospective study design, and the failure to identify outpatient acute exacerbations. The more informative study was performed by Azuma et al, where acute exacerbations were prospectively identified as part of a randomized, placebo controlled trial of pirfenidone for the treatment of IPF. In this study, 7% of subjects experienced acute

Table 4C5: Evidence-Based Review of Published Literature

	Author
	N
	Definition
	Population
	Design
	Frequency of AE
	Grade

	Kim, 2006
	147
	Y
	Y
	Retrospective cohort
	9.6% 2 year incidence
	B

	Parambil, 2005
	7
	Y
	Y
	Case series
	N/A
	C

	Azuma, 2005
	107
	Y
	Y
	Prospective RCT
	7% 6 mo incidence
	A

	Kubo, 2005
	56
	Y
	N
	Prospective RCT
	57% 3 year incidence
	C

	Ambrosini, 2003
	5
	Y
	Y
	Case series
	N/A
	C

	Akira, 1997
	17
	Y
	Y
	Case series
	N/A
	C

	Kondoh, 1993
	3
	Y
	Y
	Case series
	N/A
	C

	Kondo, 1989
	155
	N
	Y
	Survey
	57.6% (no time period)
	C

	Kondo, 1989
	22
	N
	Y
	Retrospective cohort
	18% (no time period)
	C


exacerbation over 6 months. Importantly, these events all occurred in the placebo group (14% incidence at 6 months), leading the authors to conclude that pirfenidone reduced the occurrence of acute exacerbations and leading the DSMB to stop the study early.

In estimating the incidence of acute exacerbations for this protocol, we focused on the Azuma study. We assumed that the true incidence of acute exacerbation in the IPF population was somewhere in-between 5% and 14% at 6 months. We conservatively estimated that the incidence of acute exacerbations was 50% of that seen in the placebo group, of 14% annually. This would suggest approximately 150 subjects in the IPFNet parent protocol will experience acute exacerbations during the two years of follow-up in this protocol. Based on the binomial distribution, our prior belief supports greater than 95% confidence that the number of acute exacerbation episodes will be at least 110.
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Outline for RESEARCH DESIGN AND METHODS section for clinical research projects
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Outline for RESEARCH DESIGN AND METHODS section for basic science research projects
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Example 5

D.2.1
Inclusion criteria: Inclusion criteria (and their rationales) are defined as:

	Inclusion Criterion
	Rationale

	1) Age > 20 years and < 50
	Primary insomnia typically begins in young adulthood or middle age, and is rare in childhood or adolescence. The prevalence of insomnia due to other causes (e.g., general medical condition, breathing-related sleep disorder, circadian rhythm sleep disorder) increases substantially after age 50. 

	2) Self-report of difficulty initiating or maintaining sleep, or non-restorative sleep, for at least one month.
	Meets DSM-IV criteria for primary insomnia. This inclusion criterion will be assessed during the telephone screening process with question 1 of the ISI (see appendix).

	3) The insomnia causes significant distress or impairment in social, occupational, or other important areas of functioning.
	Meets DSM-IV criteria for primary insomnia. This inclusion criterion is addressed by questions 2-5 of the ISI (see appendix).

	4) Baseline Insomnia Severity Index > 15.
	The Insomnia Severity Index (which has a range of 0-28) is the primary outcome measure of the study, and scores > 15 define the cutoff for moderately severe insomnia. Patients with lower scores and milder insomnia have less opportunity to improve and limit the power of the study to find efficacy.


D.2.2
Exclusion criteria: Exclusion criteria (and rationales) are defined as:

	Exclusion Criterion
	Rationale

	1) Patient has a diagnosis of or a positive screening test for narcolepsy, breathing-related sleep disorder, circadian rhythm sleep disorder, or a parasomnia.
	These patients do not have primary insomnia as defined by DSM-IV. The presence of these diagnoses will be assessed with the Duke Structured Interview for Sleep Disorders (DSISD).

	2) Patient has another mental disorder (e.g., major depressive disorder, generalized anxiety disorder, schizophrenia).
	These patients do not have primary insomnia as defined by DSM-IV. The presence of these diagnoses will be assessed with the Duke Structured Interview for Sleep Disorders (DSISD).

	3) Patient has a self-reported history of substance abuse.
	These patients do not have primary insomnia as defined by DSM-IV-TR. For the purposes of this study, substance abuse is defined as consumption > 2 alcoholic beverages per day or more than 14 per week and any illicit drug use in past year.

	4) Patient has a general medical condition believed to be responsible for insomnia.
	These patients do not have primary insomnia as defined by DSM-IV. Conditions that commonly lead to insomnia and will result in exclusion are chronic obstructive pulmonary disease, congestive heart failure, and hyperthyroidism. A complete list of exclusionary medical conditions is shown below this table.

	5) Chronic use of any hypnotic medication or supplement, or any medication believed to impair sleep. (see complete list of exclusionary medicines, below).
	The goal of this study is to determine the efficacy of valerian, and concomitant use of other sleeping medicines might alter the efficacy of valerian. Patients using a medicine or supplement for sleep will be eligible to participate if they agree to a one-month wash-out period and to refrain from other sleeping medicines during the study. 

	6) Severe concomitant illness (see definition, below)
	Patients with severe illnesses may be more likely to withdraw from the study and may be at higher risk of potential adverse effects from valerian. These patients are also more likely to have insomnia due to a medical condition (see exclusion #4 above).

	7) Plans to move out of the study region within one year
	These individuals will likely be lost to follow-up during the trial

	8) Inability to understand, read, and write English
	All outcome assessment tools are in English.


Example 6

Addressing Feasibility

Example 1 (inserted at the beginning of the Timeline, at the end of the Methods section):

D.5
Timeline and feasibility for all specific aims: Given the limited resources available via a K award, feasibility is always a concern. Therefore, we have carefully considered the appropriate scope of work for this proposal, and we have designed the studies in a manner that we believe to be both meaningful and eminently feasible within the context of a K award. 

Because Aim 1 takes advantage of a parent study and the data will be available at the beginning of the award period, this Aim can be completed in the first year. Although Aim 2 requires recruitment of a fairly large sample, the participants are all physicians and the questionnaire will be self-administered, making this study considerably more manageable than one that requires recruitment of a large patient sample. The third study (Aim 3) does require recruitment of patients; however, because this is qualitative work, the samples are small. Aim 3A and 3B will use the same focus groups to gather information on two different aspects of a potential intervention; this will allow for economy of scale in recruitment, reimbursement, research assistant time, transcription, and translation. Importantly, this approach frees up time and resources to complete Aim 3C, which requires another small sample of patients for one-on-one interviews. We believe that the studies we have proposed are both feasible and appropriate for collecting the information necessary to design a pilot intervention to improve the quality of care for LEP Latinas with early invasive breast cancer.

Example 2 (inserted at the end of the Specific Aims section)

Feasibility of proposed research plan: Given the limited time and resources available in this 5-year award, my mentors and I have carefully considered the feasibility of the research plan.  With the strong support of the Pediatric IBD Consortium and the UCSF Pediatric Clinical Research Center, we are confident that the studies proposed herein are feasible. 


In Aim 1, we will take advantage of the ongoing Pediatric IBD Consortium registry by adding a few additional measurements (serial weight and height data, Tanner Staging, bone age, and start/stop data for medication treatment).  We believe our goal of enrolling 200 newly diagnosed patients with Crohn’s disease in this multicenter network is achievable, as current studies within the network of the Consortium have not had difficulty enrolling patients.  For example, the Consortium recently completed a trial assessing quality of life  and were able to enroll 225 IBD patients over a 2-year enrollment period.   Furthermore, a single Consortium site (Texas Children’s Medical Center) diagnosed 85 new patients with Crohn’s disease between January 1, 2005 and December 31, 2005.  Each PI has provided his or her written commitment to enrolling patients to participate in this study to reach our combined total of 200 patients (see Letters of Support).


In Aim 2, we will enroll 90 patients (45 males and 45 females) at the UCSF Pediatric IBD clinic. We currently follow 150 children with Crohn’s disease in our clinic, and it has been our experience that patients and parents are very willing to participate in studies to improve the care of patients with IBD, with increasing numbers participating over the past 2 years, since the arrival of our IBD nurse practitioner.  The focus on growth will be of special interest to our families, given that growth is a central issue of major importance not only to clinicians but also to children and their parents.

Example 7

	Principal Investigator/Program Director (Last, First, Middle):
	Gupta, Neera

	

	DESCRIPTION:  See instructions. State the application’s broad, long-term objectives and specific aims, making reference to the health relatedness of the project (i.e., relevance to the mission of the agency).  Describe concisely the research design and methods for achieving these goals. Describe the rationale and techniques you will use to pursue these goals. 

In addition, in two or three sentences, describe in plain, lay language the relevance of this research to public health. If the application is funded, this description, as is, will become public information. Therefore, do not include proprietary/confidential information.  DO NOT EXCEED THE SPACE PROVIDED.

	       This is an application for a K23 award for Dr. Neera Gupta, a pediatric gastroenterologist at the University of California, San Francisco.  Dr. Gupta is establishing herself as a young investigator in patient-oriented clinical research of pediatric inflammatory bowel disease. This K23 award will provide Dr. Gupta with the support necessary to accomplish the following goals: (1) to become expert at patient-oriented clinical research in pediatric Crohn’s disease; (2) to conduct clinical investigations of endocrinologic aspects of growth in pediatric patients with IBD; (3) to implement advanced biostatistical methods in clinical studies; (4) to develop and maintain a relational database containing data from multiple sites; and (5) to develop an independent clinical research career. To achieve these goals, Dr. Gupta has assembled a mentoring team comprised of a primary mentor, Dr. Melvin Heyman, Director of the Training Program in Pediatric Gastroenterology at UCSF, who conducts clinical investigations in pediatric IBD, and three co-mentors: Dr. Robert Lustig, an endocrinologist who focuses on hypothalamic function and its regulation of growth and energy balance; Dr. Eric Vittinghoff, and expert in study design and current state-of-the-art biostatistical analysis; and Dr. Michael Kohn, who has expertise in database development and management.  

       Growth impairment is a well-recognized complication of Crohn’s disease.  Dr. Gupta's research will focus on the relative influence of gender and age at disease presentation and diagnosis on height and growth velocity z scores in newly diagnosed pediatric patients with Crohn’s disease (Aim 1) and the relative effects of gender, pubertal development (Tanner stage) and disease activity on growth hormone/insulin-like growth factor I levels and height z scores in pediatric patients with Crohn’s disease (Aim 2). In Aim 1, Dr. Gupta will use the existing infrastructure of the Pediatric IBD Consortium (composed of centers in 6 geographically distinct US regions) to enroll and follow 200 newly-diagnosed pediatric patients with Crohn’s disease to determine the independent effects of gender and age at disease presentation and diagnosis on growth. In Aim 2, Dr. Gupta will conduct a single-center cross-sectional pilot study to generate preliminary data on the effects of gender, pubertal status, and disease severity on growth in children with Crohn’s disease. Both studies will utilize advanced multivariate statistical analyses. This research will form the basis for a multicenter longitudinal study in newly diagnosed childhood Crohn’s disease, to be proposed in an R01 grant application before the end of the K award. Public health relevance: Improved understanding of the etiology and gender-associated differences in growth impairment in pediatric patients with Crohn’s disease is critical to effective medical management and may clarify the underlying mechanisms for gender differences in this chronic disorder.

	PERFORMANCE SITE(S)  (organization, city, state)

	
University of California San Francisco, San Francisco, CA
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	Principal Investigator/Program Director (Last, First, Middle):
	Gupta, Neera

	

	KEY PERSONNEL.  See instructions.  Use continuation pages as needed to provide the required information in the format shown below.

Start with Principal Investigator(s). List all other key personnel in alphabetical order, last name first.

	Name
	eRA Commons User Name
	Organization
	Role on Project

	Gupta, Neera
	     
	UCSF
	Candidate

	
	     
	
	

	
	     
	
	

	
	     
	
	

	
	     
	
	

	     
	     
	     
	     

	     
	     
	     
	     

	     
	     
	     
	     

	     
	     
	     
	     

	     
	     
	     
	     

	     
	     
	     
	     

	OTHER SIGNIFICANT CONTRIBUTORS

	Name
	Organization
	Role on Project

	Heyman, Melvin B.
	UCSF
	Sponsor and Primary Mentor

	Kohn, Michael
	UCSF
	Co-Mentor

	Lustig, Robert
	UCSF
	Co-Mentor

	Vittinghoff, Eric
	UCSF
	Co-Mentor

	     
	     
	     

	     
	     
	     

	     
	     
	     

	     
	     
	     

	     
	     
	     

	     
	     
	     

	Human Embryonic Stem Cells
	 FORMCHECKBOX 
 No
	 FORMCHECKBOX 
 Yes

	If the proposed project involves human embryonic stem cells, list below  the registration number of the specific cell line(s) from the following list: http://stemcells.nih.gov/registry/index.asp. Use continuation pages as needed.
If a specific line cannot be referenced at this time, include a statement that one from the Registry will be used.

	Cell Line
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Number the following pages consecutively throughou

the application. Do 

Example 8

INSTRUCTIONS PERTAINING TO NON-EXEMPT HUMAN SUBJECTS RESEARCH

In your application narrative, create a section entitled “E. Human Subjects Research” immediately following the last entry in the Research Design and Methods section. Although no specific page limitation applies to this section of the application, be succinct. Scientific Review Groups will assess each application as being “acceptable” or “unacceptable” with regard to the protection of human subjects.

As the first entry, create a heading entitled “Protection of Human Subjects.” Use subheadings to address the issues listed under items 1-4 below.

If your research includes a clinical trial, address item 5, "Data and Safety Monitoring Plan." 

Protection of Human Subjects

1.  RISKS TO THE SUBJECTS 

a.
Human Subjects Involvement and Characteristics 

· Describe the proposed involvement of human subjects in the work outlined in the Research Design and Methods section. 

· Describe the characteristics of the subject population, including their anticipated number, age range, and health status. 

· Identify the criteria for inclusion or exclusion of any subpopulation. 

· Explain the rationale for the involvement of special classes of subjects, such as fetuses, neonates, pregnant women, children, prisoners, institutionalized individuals, or others who may be considered vulnerable populations. Note that 'prisoners' includes all subjects involuntarily incarcerated (for example, in detention centers) as well as subjects who become incarcerated after the study begins.

· List any collaborating sites where human subjects research will be performed, and describe the role of those sites in performing the proposed research.

b.
Sources of Materials 

· Describe the research material obtained from living human subjects in the form of specimens, records, or data.  

· Describe any data that will be recorded on the human subjects involved in the project. 

· Describe the linkages to subjects, and indicate who will have access to subject identities.  

· Provide information about how the specimens, records, or data are collected and whether material or data will be collected specifically for your proposed research project.

c.
Potential Risks 

· Describe the potential risks to subjects (physical, psychological, social, legal, or other), and assess their likelihood and seriousness to the subjects. 

· Where appropriate, describe alternative treatments and procedures, including the risks and benefits of the alternative treatments and procedures to participants in the proposed research.

2.  ADEQUACY OF PROTECTION AGAINST RISKS 

a.
Recruitment and Informed Consent
· Describe plans for the recruitment of subjects (where appropriate) and the process for obtaining informed consent. If the proposed studies will include children, describe the process for meeting requirements for parental permission and child assent.

· Include a description of the circumstances under which consent will be sought and obtained, who will seek it, the nature of the information to be provided to prospective subjects, and the method of documenting consent. Informed consent document(s) need not be submitted to the PHS agencies unless requested.

b.
Protection Against Risk
· Describe planned procedures for protecting against or minimizing potential risks, including risks to confidentiality, and assess their likely effectiveness.

· Where appropriate, discuss plans for ensuring necessary medical or professional intervention in the event of adverse effects to the subjects. Studies that involve clinical trials (biomedical and behavioral intervention studies) must include a description of the plan for data and safety monitoring of the research and adverse event reporting to ensure the safety of subjects.

3.  POTENTIAL BENEFITS OF THE PROPOSED RESEARCH TO THE SUBJECTS AND OTHERS 

· Discuss the potential benefits of the research to the subjects and others. 

· Discuss why the risks to subjects are reasonable in relation to the anticipated benefits to subjects and others.

4.  IMPORTANCE OF THE KNOWLEDGE TO BE GAINED 

· Discuss the importance of the knowledge gained or to be gained as a result of the proposed research. 

· Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge that reasonably may be expected to result.

NOTE: Test articles (investigational new drugs, devices, or biologicals) including test articles that will be used for purposes or administered by routes that have not been approved for general use by the Food and Drug Administration (FDA) must be named. State whether the 30-day interval between submission of applicant certification to the FDA and its response has elapsed or has been waived and/or whether use of the test article has been withheld or restricted by the Food and Drug Administration, and/or the status of requests for an IND or IDE covering the proposed use of the test article in the research plan.

5.  DATA AND SAFETY MONITORING PLAN

· If your research includes a clinical trial, create a heading entitled "Data and Safety Monitoring Plan."

· Provide a general description of a monitoring plan that you plan to establish as the overall framework for data and safety monitoring. Describe the entity that will be responsible for monitoring and the process by which Adverse Events (AEs) will be reported to the Institutional Review Board (IRB), the funding I/C, the NIH Office of Biotechnology Activities (OBA), and the Food and Drug Administration (FDA) in accordance with Investigational New Drug (IND) or Investigational Device Exemption (IDE) regulations. Be succinct. Contact the FDA (http://www.fda.gov/) and also see the following websites for more information related to IND and IDE requirements:
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr312_01.html (IND)
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr812_01.html (IDE)

· The frequency of monitoring will depend on potential risks, complexity, and the nature of the trial; therefore, a number of options for monitoring trials are available. These can include, but are not limited to, monitoring by a:

Principal Investigator (required)

Independent individual/Safety Officer 

Designated medical monitor 

Internal Committee or Board with explicit guidelines

Data and Safety Monitoring Board (DSMB). NIH specifically requires the establishment of Data and Safety Monitoring Boards (DSMBs) for multi-site clinical trials involving interventions that entail potential risk to the participants, and generally for Phase III clinical trails. Although Phase I and Phase II clinical trials may also use DSMBs, smaller clinical trials may not require this oversight format, and alternative monitoring plans may be appropriate. 
Institutional Review Board (IRB - required) 

· A detailed Data and Safety Monitoring Plan must be submitted to the applicant's IRB and subsequently to the funding IC for approval prior to the accrual of human subjects (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html). For additional guidance on creating this Plan, see the above reference.

Example 9

	
	Principal Investigator/Program Director (Last, first, middle):
	Srikantiah,  Padmini


	BUDGET FOR ENTIRE PROPOSED PROJECT PERIOD

DIRECT COSTS ONLY


	BUDGET CATEGORY
	INITIAL BUDGET

PERIOD
	ADDITIONAL YEARS OF SUPPORT REQUESTED



	TOTALS
	(from Form Page 4)
	2nd
	3rd
	4th
	5th

	PERSONNEL:  Salary and fringe benefits. Applicant organization only.


	
	
	
	
	

	CONSULTANT COSTS
	
	
	
	
	

	EQUIPMENT
	
	
	
	
	

	SUPPLIES
	
	
	
	
	

	TRAVEL
	
	
	
	
	

	[image: image2.wmf]IPF

2 years
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: 

IPFNet
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P/A/N

P/A/N

Warfarin
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Warfarin
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P/A/N

Placebo


	INPATIENT
	
	
	
	
	

	
	OUTPATIENT
	
	
	
	
	

	ALTERATIONS AND

RENOVATIONS
	
	
	
	
	

	OTHER EXPENSES
	
	
	
	
	

	SUBTOTAL DIRECT COSTS
	
	
	
	
	

	
	DIRECT
	
	
	
	
	

	
	F&A
	
	
	
	
	

	TOTAL DIRECT COSTS
	$112,750
	$112,750
	$112,750
	$112,750
	$112,750

	TOTAL DIRECT COSTS FOR ENTIRE PROPOSED PROJECT PERIOD (Item 8a, Face Page)
	$ 563,750
     

	SBIR/STTR Only

Fixed Fee Requested
	     
	     
	     
	     
	     

	SBIR/STTR Only: Total Fixed Fee Requested for Entire Proposed Phase II Period   

 (Add Total Fixed Fee amount to “Total direct costs for entire proposed project period” above and Total F&A/indirect costs from Checklist Form Page, and enter these as “Costs Requested for Proposed Period of Support on Face Page, Item 8b.) 
	$       



JUSTIFICATION.  Follow the budget justification instructions exactly.  Use continuation pages as needed.
Pursuant to University of California policy, salaries in the initial budget are based on current published UC salary scales and include University mandated range adjustments and merit increases scheduled to occur before the proposed project start date.  Merit increases for faculty, other academic appointments and staff on step-based pay plans are included at the time they are due according to UC guidelines for normal length of time at each step.

Fringe Benefit rates effective July 1, 2007 through June 30, 2009:

Academic Personnel increase from 17.0% to 20.0%.  Staff personnel-career increase from 22.0% to 25.0%

Effective July 1, 2009 and thereafter:

Academic Personnel increase from 20.0% to 22.0%.  Staff personnel-career increase from 25.0% to 27.0%

A Mentored Patient-Oriented Research Career Development Award (K23) can include up to $75,000/year in salary support +fringe benefits for the candidate, plus $25,000/year for other expenses.  Per PHS 398 instructions for K awards, we include only a narrative justification for major budget items (other than personnel) that are requested for the conduct of the proposed research, and no specific costs for items or categories are shown.
A. Personnel:

1. Padmini Srikantiah, MD, MPH (Candidate, 85% effort):  Funds are requested in the amount of $75,000/year in salary support + fringe benefits for Dr. Srikantiah.

2. Diane V. Havlir, MD (Sponsor and Primary Mentor, effort as needed, no salary support):  Dr. Havlir is a Professor of Medicine and Chief of the Division of HIV/AIDS at San Francisco General Hospital.  Dr. Havlir will oversee all areas of Dr. Srikantiah’s training, focusing particularly on developing Dr. Srikantiah’s expertise in the clinical implications of HIV drug resistance. In addition, Dr. Havlir will serve as a scientific mentor, guiding Dr. Srikantiah in the application of clinical research methods to study design and analysis, the interpretation of the clinical and public heath implications of results, and the process of writing and assembling manuscripts for peer-review.   

3. Victor DeGruttola, PhD (Scientific Advisor, effort as needed, no salary support):  Dr. DeGruttola is a Professor of Biostatistics at the Harvard School of Public Health.  Dr. DeGruttola is a nationally recognized expert in the analysis of HIV drug resistance data and has developed a validated, published method to assess drug resistance costs via measures of future drug options.  Dr. DeGruttola’s mentoring role will focus on the analysis of HIV drug resistance data, and specifically the use of his published methods of drug resistance analyses on data that Dr. Srikantiah collects during her proposed studies. 
4. Maria L. Ekstrand, PhD (Co-Mentor, effort as needed, no salary support):  Dr. Ekstrand is an Assistant Professor of Medicine at the University of California, San Francisco Center for AIDS Prevention Studies.  Dr. Ekstrand’s mentoring role will focus on the recruitment and retention of a longitudinal pilot cohort of HIV-infected patients in Bangalore, India.  Dr. Ekstrand, who has an ongoing longitudinal study of HIV medication adherence in India, will provide Dr. Srikantiah with the necessary resources and infrastructure to recruit and manage her proposed pilot cohort in Bangalore.  As Dr. Ekstrand has over a decade of research experience in India, she will also provide Dr. Srikantiah guidance regarding potential collaborations and career development opportunities in India. 

5. Teri Liegler, PhD (Scientific Advisor, effort as needed, no salary support):  Dr. Liegler is the Co-Director of the UCSF/Gladstone Institute Laboratory of Clinical Virology.  Dr. Liegler’s laboratory will conduct HIV resistance testing for Dr. Srikantiah’s proposed studies in Uganda, and she will advise her on details of laboratory methodology for this grant.  Together with Dr. Wong, Dr. Liegler will provide mentorship to Dr. Srikantiah on HIV sequence methodology and sequence analyses using in resistance testing and HIV sub-typing.  

6. Torsten B. Neilands, PhD (Co-Mentor, effort as needed, no salary support):  Dr. Neilands is an Assistant Professor of Medicine at UCSF and the Director of the Methods Core of the Center for AIDS Prevention Studies (CAPS).  Dr. Neilands will serve as the primary statistical mentor for Dr. Srikantiah.  Specifically, Dr. Neilands’ mentoring role will focus on the analysis of longitudinal data using Poisson family regression models and repeated Cox models in order to conduct time-to-event and cumulative rate analyses on drug resistance evolution. Dr. Neilands will also ensure that the resources of the UCSF CAPS Methods Core are fully available to Dr. Srikantiah during her K award period.

7. Joseph K. Wong, MD (Co-Mentor, effort as needed, no salary support):  Dr. Wong is an Associate Professor of Medicine at the University of California San Francisco and the San Francisco Veterans Affairs Medical Center, and is co-director of the UCSF Center for AIDS Research Virology Core. Dr. Wong’s mentoring role will focus on guiding Dr. Srikantiah in the UCSF CFAR Virology Core Laboratory as she gains practical experience with HIV sequencing methods used in drug resistance testing.  Dr. Wong will additionally provide Dr. Srikantiah with training on HIV sequence and phylogenetic analysis, and will help her with interpretation of sequence data from her proposed study.  

B. Other Expenses:  A total of $125,000 ($25,000/year) is requested to cover the following costs:  A laser printer for visualization and review of graphical results from statistical analyses; fee remission for biostatistics courses at UCSF;  courses at the SAS Institute; travel to India and Uganda for research activities and to two scientific conferences per year; conference registration fees for scientific conferences; and HIV drug resistance testing and subtyping for Aims 1-3 and Aim 4.

Example 10
	Principal Investigator/Program Director (Last, First, Middle):
	Srikantiah, Padmini

	

	RESOURCES: AIDS Division, San Francisco General Hospital

	FACILITIES:  Specify the facilities to be used for the conduct of the proposed research. Indicate the performance sites and describe capacities, pertinent capabilities, relative proximity, and extent of availability to the project.  If research involving Select Agent(s) will occur at any performance site(s), the biocontainment resources available at each site should be described.  Under “Other,” identify support services such as machine shop, electronics shop, and specify the extent to which they will be available to the project.  Use continuation pages if necessary.

	Laboratory: Core Immunology and Virology Laboratories are located at San Francisco General Hospital (SFGH) and occupy approximately 1200 and 1500 sq. ft., respectively. Currently available assay services in the Immunology Core laboratory include immunophenotyping, cytokine expression, and lymphoproliferation. Currently available assays in the Virology Core laboratory include HIV-1 viral load, HIV culture, and viral phenotyping and genotyping and viral subtyping. Pharmacokinetic analyses are conducted in the Drug Research Unit at SFGH, which occupies 2400 sq. ft and includes a separate biosafety level 2 laboratory and an LC-Tandem Mass Spectrometer temperature controlled room.      

	Clinical: The AIDS Division consists of a multidisciplinary HIV/AIDS clinic, an AIDS Inpatient Unit, and a strong clinical research program that all function at SFGH.  The HIV/AIDS Clinic occupies the entire 6th floor (Ward 86) of Building 80 of SFGH and contains 15 patient examination rooms, a pharmacy, a clinical laboratory, a modern 7-bed treatment room for transfusions and drug administration, and conference and office space for both the non-physician staff and physician staff. The HIV/AIDS Clinic currently follows approximately 3,000 HIV-infected individuals from the City of San Francisco.  Over 2000 visits are recorded per month. The AIDS Inpatient Unit is a facility of 20 beds on the 5th floor of the main SFGH hospital building. The AIDS Division Research Group has 7 exam rooms and 5 consult rooms, in addition to a reception and patient waiting area, occupying approximately 2000 sq. ft. This facility has a phlebotomy room with a centrifuge and -70 freezer that is equipped to process, store and ship specimens.

	Animal: Not applicable

	Computer: The AIDS Division has extensive computer-related hardware and software available to support this project.  A PC-based computer network within the program links all investigators, clinic providers, laboratory investigators, and administrative staff.  This network also provides T-1 access to the Internet for communication with investigators at other sites.  The AIDS Division Research Group (also located in Building 80) has 30 Pentium/Pentium II-class workstations, 35 Pentium III-class workstations, 7 network monochrome printers, 1 network color printer, and 12 stand-alone monochrome printers. Fifteen computers are connected to a file server onsite; all other computers are connected to the file server at SFGH. One server functions as a file/application/DHCP server. All computers are connected to an Ethernet LAN with T1 Internet access.

	Office: AIDS Division administrative offices are located on the 4th and 7th floors of Building 80.  This space includes offices for faculty and administrative, research, and data management staff. Dr. Srikantiah has an office on the 4th floor, located adjacent to the UCSF/Gladstone Institute Laboratory of Clinical Virology.  The AIDS Division Research Group includes 6 private offices and 63 workstations for investigators, administrators, finance and regulatory affairs staff, clinical research nurses, nurse practitioners, statisticians, data managers, research assistants, phlebotomists, pharmacy technicians and computer support staff. This facility also contains two conference rooms, a reception and patient waiting area, 7 exam rooms and 5 consult rooms, phlebotomy facilities, a room for processing laboratory specimens, and secured rooms for storing study medications and locked files for patient medical records.

	Other: AIDS Division investigators also have access to the General Clinical Research Center at SFGH. This is a self-contained research unit fully staffed by nursing, dietary and core laboratory personnel that is designed to conduct complex inpatient and outpatient clinical research studies, including complex immunologic studies as well as clinical trials of novel agents for HIV disease. It is the ideal setting for conducting Phase I pharmacokinetic studies and the nurses on this unit are experienced in collecting pharmacokinetic specimens.  The unit occupies a 10-bed unit on Ward 5B of the main hospital building.

	MAJOR EQUIPMENT: List the most important equipment items already available for this project, noting the location and pertinent capabilities of each.

Not applicable.


Example 11
	Principal Investigator/Program Director (Last, First, Middle):
	Srikantiah, Padmini

	

	RESOURCES: St. John’s Medical College

	FACILITIES:  Specify the facilities to be used for the conduct of the proposed research. Indicate the performance sites and describe capacities, pertinent capabilities, relative proximity, and extent of availability to the project.  If research involving Select Agent(s) will occur at any performance site(s), the biocontainment resources available at each site should be described.  Under “Other,” identify support services such as machine shop, electronics shop, and specify the extent to which they will be available to the project.  Use continuation pages if necessary.

	Laboratory: St. John’s Medical College Hospital (SJMCH) has technically advanced laboratory facilities, but they do not perform CD4 counts, HIV viral load testing, or HIV genotypic resistance tests. However, they send out all samples to subcontracted laboratories, where samples are processed.  The UCSF ART Adherence Study has established a protocol with Reliance Life Sciences Laboratories in Mumbai, India for processing the viral load and CD4 count tests for study participants.  

The infectious disease laboratory of YRG CARE in Chennai, Tamil Nadu has agreed to perform the HIV genotypic resistance tests for this study at their NIH-funded laboratory. YRG CARE is one of two AIDS Clinical Trials Group (ACTG) sites in India and is also part of the HIV Prevention Trials Network (HPTN).  This is one of the few laboratories in India capable of performing these tests; is certified by the College of American Pathologists as well as NIH; and is staffed by three molecular virologists, PhD students, & laboratory technicians.  The facility is equipped to run HIV genotypic resistance testing, HIV testing, CD4 counts, and HIV viral load.

	Clinical: 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 a leading private provider of affordable medical care in Bangalore. 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 for regular follow-up. 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.

	Animal: Not applicable

	Computer: The ART Adherence Study project office at St. John’s Medical College has a computing system capable of performing all project-related functions, including word processing of study instruments and protocols, budget reporting, uploading and transfer of study data, and correspondence. This computing system includes three desktop computers, a secured, fast, and reliable internet connection, software applications, and a data-recovery system.  In addition, the project office has a fax machine, printer, and scanner for document preparation and transfer for project-related materials.

	Office: The project office at St. John’s Hospital is already established and functional.  The 300 sq ft office space is staffed by the project manager, the assistant project manager, the three interviewers, the screener, and the tracer.  The office houses three computers, locking filing cabinets, office desks & chairs, and a print, fax, scan combination machine.

	Other: 

	MAJOR EQUIPMENT: List the most important equipment items already available for this project, noting the location and pertinent capabilities of each.

Not applicable.
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Figure 4C3.1: IPFNet Parent Protocol Design
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