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Abstract Summary for ICDDR,B Ethical Review Committee
Protocol title: Familial aggregation of Vibrio cholerae #2005-008

Purpose of the study: 

Vibrio cholerae is an important cause of dehydrating diarrheal illness in endemic regions such as Bangladesh. Substantial observational evidence suggests that there are human genetic factors that affect the severity of V. cholerae infection. The goal of this work is to characterize the heritable component of susceptibility to V. cholerae infection using the Matlab Health and Demographic Surveillance System (HDSS) database, and to provide support for subsequent research on the association between specific candidate genes and susceptibility to cholera. The identification of human genetic polymorphisms affecting susceptibility to cholera can shed light on the role of host factors in the pathogenesis of cholera and may lead to the development of improved drug treatments and vaccines or specific tests for disease susceptibility.

Methods and procedures to be used:


The Matlab HDSS represents a uniquely suitable database for studying the heritability of susceptibility to cholera. Patients from the HDSS population who present to the Matlab/ICDDR,B hospital for the treatment of severe cholera between 1983-2003 will be included as index cases in this study. Family members of index cases will be identified through the HDSS database. Matched controls and their family members will also be selected from the database. To evaluate for the presence of a heritable component to susceptibility to V. cholerae, we will assess the odds of severe cholera among relatives of cases compared to relatives of controls. Within an affected family, we will also compare the risk of infection in first degree relatives (i.e. sibling pairs and in parent-child pairs) to that among unrelated pairs within a household (i.e. spouses) and between individuals with more distant relations (i.e. cousins).  The analyses will be performed using statistical techniques that allow for adjustment for known risk factors for cholera infection that are available within the HDSS database, such as age, water source, socioeconomic status and hygiene habits.

Requirements for subject population:


This study proposes a secondary analysis using existing data acquired as part of the clinical activities of the Matlab/ICDDR,B hospital and the Matlab HDSS.

Potential risks:


This study proposes an analysis of pre-existing data and consequently poses no potential risks to the study population. No personal identifiers will be included in the database that is analyzed in this study.

Procedures for protecting against potential risks:


As mentioned above, there are no significant risks to the study population, and no personal identifiers will be included in this study.

Description of the methods for safeguarding confidentiality:


Patient records will be completely de-identified of protected patient information (PPI). PPI will be considered de-identified if it has all identifying data elements related to the individual or relatives, employers, or household members of the individual removed. Extreme vigilance will also be exercised to ensure that these records remain completely anonymized. 

Informed consent:


Study subjects were enrolled in accordance with the Matlab HDSS protocols. No additional informed consent was necessary or was obtained for the purposes of this study.

Interviews:


Not applicable.

Potential benefits to be gained by the individual subjects and by society in general:


Understanding human genetic factors that affect susceptibility to cholera can shed light on the role of host factors in the pathogenesis of cholera and may lead to the development of improved drug treatments and vaccines or specific tests for disease susceptibility. Such results may ultimately be of benefit to the participants in the Matlab HDSS and to larger elements of society.

Use of records:


The proposed study requires the use of demographic surveillance and hospital records obtained as part of the Matlab HDSS.
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PROJECT SUMMARY: Describe in concise terms, the hypothesis, objectives, and  the relevant background of the project. Describe concisely the experimental design and research methods for achieving the objectives. This description  will serve as a succinct and precise and accurate description of the proposed research is required. This summary must be understandable and interpretable when removed from the main application. ( TYPE TEXT WITHIN THE SPACE PROVIDED).

Principal Investigator: Dr. Firdausi Qadri, Dr. Md Yunus

Project Name: Familial Aggregation of Vibrio cholerae Infection
Total Budget: $2550                                                                                                                                        Beginning Date: ASAP           

Ending Date:  6 months from start date


Vibrio cholerae is an important cause of dehydrating diarrheal illness in endemic regions such as Bangladesh. Substantial observational evidence suggests that there are human genetic factors that affect the severity of V. cholerae infection. The goal of this work is to characterize the heritable component of susceptibility to V. cholerae infection using the Matlab Health and Demographic Surveillance System (HDSS) database, and to provide support for subsequent research on the association between specific candidate genes and susceptibility to cholera. The identification of human genetic polymorphisms affecting susceptibility to cholera can shed light on the role of host factors in the pathogenesis of cholera and may lead to the development of improved drug treatments and vaccines or specific tests for disease susceptibility.


The Matlab HDSS represents a uniquely suitable database for studying the heritability of susceptibility to cholera. Patients from the HDSS population who presented to the Matlab/ICDDR,B hospital for the treatment of severe cholera between 1983-2003 will be included as index cases in this study. Family members of index cases will be identified through the HDSS database. Matched controls and their family members will also be selected from the database. To evaluate for the presence of a heritable component to susceptibility to V. cholerae, we will assess the odds of severe cholera among relatives of cases compared to relatives of controls. Within an affected family, we will also compare the risk of infection in first degree relatives (i.e. sibling pairs and in parent-child pairs) to that among unrelated pairs within a household (i.e. spouses) and between individuals with more distant relations (i.e. cousins).  The analyses will be performed using statistical techniques that allow for adjustment for known risk factors for cholera infection that are available within the HDSS database, such as age, water source, socioeconomic status and hygiene habits.
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DESCRIPTION OF THE RESEARCH PROJECT

Hypothesis to be tested:


Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed study. Provide the scientific basis of the hypothesis, critically examining the observations leading to the formulation of the hypothesis.


Hypothesis: Susceptibility to severe cholera is influenced by human genetic factors.

Specific Aims:


Describe the specific aims of the proposed study. State the specific parameters, biological functions/ rates/ processes that will be assessed by specific methods (TYPE WITHIN LIMITS).


Specific Aim: To find evidence for familial aggregation (or clustering of risk) of severe cholera among households participating in the Matlab Health and Demographic Surveillance System between 1983–2003. 

Background of the Project including Preliminary Observations 


Describe the relevant background of the proposed study. Discuss the previous related works on the subject by citing specific references. Describe logically how the present hypothesis is supported by the relevant background observations including any preliminary results that may be available. Critically analyze available knowledge in the field of the proposed study and discuss the questions and gaps in the knowledge that need to be fulfilled to achieve the proposed goals. Provide scientific validity of the hypothesis on the basis of background information. If there is no sufficient information on the subject, indicate the need to develop new knowledge. Also include the significance and rationale of the proposed work by specifically discussing how these accomplishments will bring benefit to human health in relation to biomedical, social, and environmental perspectives. (DO NOT EXCEED 5 PAGES, USE CONTINUATION SHEETS).

                                                                                                                                                                                          

Twin studies performed since the 1930s have supported a role for host genetics in variable susceptibility to a number of infections such as tuberculosis, leprosy, and Helicobacter pylori. Identifying a genetic basis for human infectious diseases has been complicated by the same difficulties that plague studies of other polygenic diseases, as well as by the unique presence of a host immune response and an environmental factor with its own genome (the organism). However, the recent sequencing of the human genome and the introduction of methodologies for high-throughput genotyping are providing new opportunities for understanding the molecular basis of human susceptibility and resistance to infectious diseases. The identification of important human genetic polymorphisms can shed light on the role of host factors in the pathogenesis of infectious diseases and may lead to the development of tests for disease susceptibility, improved drug treatments or vaccines.

Observational and experimental evidence suggests that there are human genetic factors that affect the severity of V. cholerae infection. In a study of 410 patients from Matlab, Glass and colleagues identified a significant association between blood group O and severe cholera infection (1). This finding was reproduced in an experimental study of V. cholerae infection performed in North American volunteers, where blood group O was found in 64% of volunteers with severe cholera versus 36% of volunteers with mild or absent illness (2). Interestingly, the lowest prevalence of blood group O in the world is found among persons living near the Ganges River delta, where cholera is endemic (3).

The mechanism of the observed association between the O blood group and susceptibility to severe cholera infection remains unclear. One possibility is that polysaccharide blood group antigens that are secreted into body fluids may act as inhibitors or receptor analogs of cholera toxin. In particular, blood group A glycopeptides have been shown to inhibit cholera toxin binding in vitro more effectively than do similar glycopeptides without the A antigen (4). This hypothesis may also account for the higher rates of cholera observed in ABO blood group “nonsecretors” (5), since those who lack blood group antigens (i.e. blood group O) and those who are unable to secrete blood groups would be anticipated to have similar susceptibility. 

Alternatively, the O blood group may not itself be causally associated with susceptibility to severe cholera, but may instead be a marker for another genetic locus of susceptibility. Unfortunately, little experimental data exist to implicate specific candidate genes influencing susceptibility to cholera, but knowledge of the pathogenesis of the disease suggests a number of possibilities. A priori, candidate genes that may be related to human susceptibility to V. cholerae include elements of innate immunity (e.g. the Toll-like receptors, mannose binding protein, the beta-defensins), the cholera toxin receptor GM1 ganglioside, modifiers of intestinal electrolyte secretion (e.g. the cystic fibrosis transmembrane conductance regulator), or immune response genes (e.g. HLA genes, cytokines). 

Further studies are needed to understand the nature of the association between human genetics and susceptibility to V. cholerae infection. As part of an ongoing prospective study of cholera patients and their household contacts at the ICDDR,B (Principal Investigators: Dr. Firdausi Qadri and Dr. Stephen Calderwood), we are currently obtaining specimens of human genetic material for future studies of the association between specific candidate genes and susceptibility to cholera. In support of this work, we propose here to look for evidence of a heritable component of susceptibility to severe cholera infection among households participating in the Matlab HDSS. Epidemiologic evidence of familial aggregation of V. cholerae infection will provide theoretical support for further studies of specific genetic loci of susceptibility with relation to cholera. The identification of important human genetic polymorphisms can shed light on the role of host factors in the pathogenesis of infectious diseases and may lead to the development of tests for disease susceptibility and improved drug treatments or vaccines.

Research Design and Methods


Describe in detail the methods and procedures that will be used to accomplish the objectives and specific aims of the project. Discuss the alternative methods that are available and justify the use of the method proposed in the study. Justify the scientific validity of the methodological approach (biomedical, social, or environmental) as an investigation tool to achieve the specific aims. Discuss the limitations and difficulties of the proposed procedures and sufficiently justify the use of them. Discuss the ethical issues related to biomedical and social research for employing special procedures, such as invasive procedures in sick children, use of isotopes or any other hazardous materials, or social questionnaires relating to individual privacy. Point out safety procedures to be observed for protection of individuals during any situations or materials that may be injurious to human health. The methodology section should be sufficiently descriptive to allow the reviewers to make valid and unambiguous assessment of the project. (DO NOT EXCEED TEN PAGES, USE CONTINUATION SHEETS). 


Description of Matlab database:
Since 1966, the ICDDR,B has maintained a health and demographic surveillance system (HDSS) in Matlab, located 60 km southeast of Dhaka. All births, deaths, migrations, marriages and socioeconomic status are recorded in the HDSS. Among the 142 villages within the surveillance area, about half are within the Maternal Child Health and Family Planning program, which enhances government health services and collects additional data on a range of health indicators – including immunization status, verbal autopsies and diarrheal episodes (only among children less than 5 years of age)– within a population of about 220,000 people. Health and demographic data have been collected systematically through regular household visits (every 2 weeks until January 1998 and once monthly since then).


The Matlab HDSS surveillance of approximately 220,000 individuals represents a uniquely suitable population for studying the familial aggregation of cholera. There are approximately 5.5 family members per household, a number of which include extended families. The incidence of severe cholera is approximately 3 cases/1000 subject-years, with seasonal variation. Essentially all subjects participating in the Maternal Child Health and Family Planning program of the Matlab HDSS receive clinical care for severe diarrhea at the Matlab/ICDDR,B hospital; patients with severe cholera within the HDSS population are thus readily identifiable. For the purposes of this study, data on patients presenting to the Matlab/ICDDR,B hospital with cholera are available for the years 1983 – 2003. Socioeconomic surveys including data on household income, water use and hygiene habits were collected from the surveillance population in 1982 and 1996. Census data on households were collected in 1982 and 1993, and are followed with monthly updates on household members. Geographic data on the location of each household are also available within the HDSS. All data are linked to the unique identifier (the HDSS registration number) for each individual.

Study Design: 
A family case-control study and a familial correlation study will be used to assess the familial aggregation of cholera in subjects in the Matlab HDSS. Both study designs will use the same database of case and control families described below.
Definition of cases and controls:
Index cases will be defined as any patient from the surveillance population who presents to the Matlab/ICDDR,B hospital for the treatment of severe cholera during a peak cholera season (September 1 – December 31) for each year between 1983 and 1994. This period will include times in which V. cholerae O1 El Tor and V. cholerae O139 were the predominant circulating serogroups. Cases will be identified using the existing computerized records of the Matlab/ICDDR,B hospital. For each cholera patient admitted to the Matlab/ICDDR,B hospital, the Matlab HDSS registration number is recorded, along with data on the biotype, serogroup and serotype of the infecting strain of V. cholerae.  For each case selected for the study, two healthy controls who are matched for age (+ 2 years) and village of residence will be selected from the Matlab HDSS database. Controls will not have been hospitalized for cholera during the same epidemic peak season as the case patient.  Controls will only be enrolled once in the study. Family members of index cases and controls will be identified through the HDSS database.

Outcomes:  We will compare the frequency of severe cholera among family members of cases to that among family members of controls. Symptomatic cholera among family members will be ascertained by admission to the Matlab/ICDDR,B hospital during the period 1983 – 2003. Deaths due to acute watery diarrhea recorded by the Matlab HDSS will also be used to identify presumed cases of severe cholera among family members. Episodes of diarrhea in children under 5 not requiring hospitalization will also be considered in the analysis, although microbiologic data on  the causative organism is not available for these episodes. Multiple episodes of cholera among family members will be included, but hospitalizations occurring within 3 months of each other will be considered as a single episode of cholera. It is anticipated that some enrolled family members will migrate out of the HDSS surveillance system during the period of follow up, but this phenomenon should be equally distributed among case and control families and is unlikely to systematically affect the analysis.
Data Analysis:
To evaluate for the presence of a heritable component to susceptibility to V. cholerae, we will assess the odds of severe cholera among relatives of cases compared to relatives of controls (see reference 7 as an example). Within an affected family, we will also compare the risk of infection in first degree relatives (i.e. sibling pairs and in parent-child pairs) to that among unrelated pairs within a household (i.e. spouses) and between individuals with more distant relations (i.e. cousins).  The analyses will be performed using statistical techniques that allow for adjustment for known risk factors for cholera infection that are available within the HDSS database, such as age, water source, socioeconomic status, immunization status, season of presentation and hygiene habits. The infecting strain of V. cholerae will also be included as a covariate. Please refer to the “Data Analysis” section of the proposal below for further details of the statistical approach.

Sample size: 
Given the large size of the Matlab database, we anticipate that we will be able to include at least 300 case families and 600 control families in this study. Using the program Quanto 0.5.4 (8), we calculated the sample size necessary to achieve 80% and 90% power, assuming a population risk of severe cholera of 0.03% (9) and a prevalence of exposure in the population to V. cholerae ranging from 5-10%. Table 1 outlines a range of detectable odds ratios and the associated required sample sizes for a matched case-control design. The table indicates that we would have enough power to detect an odds ratio as low as 2.0-2.5 with our anticipated sample size. 

	Odds Ratio
	Power

Prev. of Cholera=10%
	Power

Prev. of Cholera =5%

	
	80%
	90%
	80%
	90%

	2.0
	283
	379
	512
	685

	2.5
	151
	203
	268
	359

	3.0
	100
	134
	174
	234

	3.5
	74
	100
	127
	170

	4.0
	59
	79
	99
	133

	5.0
	42
	56
	69
	92


Table 1: Sample sizes necessary for a matched case-control study with 80% or 90% power and baseline risk of severe cholera disease = 0.03%.

Limitations:
There are some important limitations to the research approach proposed here. First, adjustments for certain known risk factors for severe cholera infection such as the vibriocidal titer or blood group would be desirable in this analysis, but these data are not available within the Matlab HDSS system. A second limitation is that only cases of severe cholera can be reliably identified by presentation to the Matlab/ICDDR,B Hospital, where stool culture confirmation takes place. Death due to watery diarrhea on verbal autopsy will be considered as likely due to cholera.  Episodes of diarrhea among children under 5 will be included as a marker of less severe disease in this population (a quantitative trait), but the utility of this outcome will be complicated by causes of diarrhea other than V. cholerae. Asymptomatic and mild cases of cholera in older children and adults will be missed. Third, this is a familial aggregation study, and any association we identify may be due to either genetic or environmental clustering.  To account for some of the environmental factors, we will match case and control families by village and will control for the water source. We will also exam season of presentation as a covariate, assuming that degree of exposure to the organism within a given village is relatively homogeneous within an epidemic peak season (September 1 – December 31), but more variable during the non-peak seasons.  


Despite these limitations, the Matlab HDSS population represents the largest and best database available for studying the heritability of severe cholera. Extensive data on family structure is available, and individuals have been followed prospectively for the development of  microbiologically proven cholera for > 20 years. This enables us to perform a valid assessment of the rates of severe cholera within families and determine if there is evidence of familial aggregation of the disease. Separating the effects of environmental from genetic factors in this type of analysis is inherently difficult, but a demonstration of familial aggregation of cholera using the Matlab HDSS database will provide a valuable observational underpinning for further research in the area of human genetic factors influencing susceptibility to cholera.

Facilities Available

Describe the availability of physical facilities at the place where the study will be carried out. For clinical and laboratory-based studies, indicate the provision of hospital and other types of patient’s care facilities and adequate laboratory support. Point out the laboratory facilities and major equipment that will be required for the study. For field studies, describe the field area including its size, population,  and means of communications. (TYPE WITHIN THE PROVIDED SPACE).  


This study proposes a secondary analysis using existing data acquired as part of the clinical activities of the Matlab/ICDDR,B hospital and the Matlab HDSS. Consequently, no laboratory facilities or major equipment are required for this research. Limited funds are allotted to support the bioinformatics core of the HDSS in performing the data extraction ($950) and for travel to Matlab ($100). Salary support for the investigators is not requested. A consulting fee of $1500 is allotted for analytic support from Dr. Priya Duggal, a statistical geneticist with the Inherited Disease Research Branch, National Human Genome Research Institute, NIH.

Data Analysis


Describe plans for data analysis. Indicate whether data will be analyzed by the investigators themselves or by other professionals. Specify what statistical software packages will be used and if the study is blinded,  when the code will be opened. For clinical trials, indicate if interim data analysis will be required to monitor further progress of the study. (TYPE WITHIN THE PROVIDED SPACE).


Family case-control study:  
Statistical methods that have been developed for the conventional case-control design, including conditional logistic regression analysis for matched designs, are not adequate in family case-control studies. This is because the unit is a family and response variables (i.e. affected status of relatives) are unlikely to be statistically independent of each other, since relatives share both genetic and environmental factors, and the structure and size may differ between family units. Thus, within-family correlation in risk must be dealt with using special statistical techniques—in particular the generalized estimating equations (GEE). The GEE approach measures residual within-family aggregation and addresses dependence among family members in the standard error when assessing risk among relatives of cases and controls. Multivariate regression will be used to adjust for covariates including age, gender, household, socioeconomic status, water source, immunization history, infecting strain of V. cholerae, family size and season. If there is familial aggregation, we would expect that relatives of the cases would have increased odds of cholera compared to relatives of the matched controls. This analysis will be done using STATA version 8.0.

Familial correlations: 
In support of the findings of the family case-control study, we will also assess the heritability of susceptibility to cholera using familial correlations. In particular, we will determine the odds of cholera in an individual, given the presence of a family member with severe cholera, as related to the degree of genetic relatedness (e.g. husband – wife, parent – child, sibling – sibling, second degree relatives). We would expect spouses to have no correlation in risk because they are unrelated---if they do have a correlation then it is suggestive that there is an environmental component. Similarly, we would expect siblings to have a high correlation of risk because they share 50% of their genetic material. These patterns of familial correlation will enable us to assess the heritability of susceptibility to cholera in case families in the Matlab HDSS. This analysis will be done using Statistical Analysis for Genetic Epidemiology (S.A.G.E. version 5.0), a software package designed for use in the genetic analysis of family and pedigree data. 


Data analysis will be carried out by Dr. Regina LaRocque and Dr. Kazi Mizanur Rahman. Dr. Priya Duggal, a statistical geneticist with the National Human Genome Research Institute, will provide assistance with the design and analysis of the study. Dr. Marco Ramoni, a biostatistician at Harvard Medical School, will provide statistical support in performing the analysis.

Ethical Assurance for Protection of Human Rights

Describe in the space provided the justifications for conducting this research in human subjects. If the study needs observations on sick individuals, provide sufficient reasons for using them. Indicate how subject’s rights are protected and if there is any benefit or risk to each subject of the study.

The goal of this research is to identify familial aggregation of cholera and by necessity must be performed with human data.

Patient records will be completely de-identified of protected patient information (PPI) in accordance with Health Insurance Portability and Accountability Act regulations. PPI will be considered de-identified if it has all identifying data elements related to the individual or relatives, employers, or household members of the individual removed. Extreme vigilance will also be exercised to ensure that these records remain completely anonymized. 

Use of Animals

Describe in the space provided the type and species of animal that will be used in the study. Justify with reasons the use of particular animal species in the experiment and the compliance of the animal ethical guidelines for conducting the proposed procedures.


No animal research is proposed here.
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Dissemination and Use of Findings


Describe explicitly the plans for disseminating the accomplished results. Describe what type of publication is anticipated: working papers, internal (institutional) publication, international publications, international conferences and agencies, workshops etc. Mention if the project is linked to the Government of Bangladesh through a training programme.


Results of this research will be published in a peer-reviewed journal.

Collaborative Arrangements


Describe briefly if this study involves any scientific, administrative, fiscal, or programmatic arrangements with other national or international organizations or individuals. Indicate the nature and extent of collaboration and include a letter of agreement between the applicant or his/her organization and the collaborating organization. (DO NOT EXCEED ONE PAGE)


This research will take place as part of an existing collaboration between Dr. Firdausi Qadri of the ICDDR,B and Dr. Stephen Calderwood of Massachusetts General Hospital that is funded by the International Collaborations in Infectious Disease Research of the NIH.
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between different strains of human, pathogenic Escherichia coli O157:H7.

Research Grant Ausubel (PI)







1/1/00-12/31/02


Aventis SA










Use of a Pseudomonas aeruginosa Multi-Host Pathogen System to Identify Novel Anti-Infective Targets

The major goal of this project was to use a multi-host screening system (plants, mice and C. elegans) to identify genes involved in the interaction of P. aeruginosa with eukaryotic hosts that may be novel targets for antimicrobial therapy.

Role:  Co-PI

Center for Integration of Medicine and Innovative Technology (Calderwood)

10/01/02-9/30/03

Real-Time Assay for the Detection and Pathotyping of Escherichia coli O157-H7 in Processed Bovine Meat

This project focused on the development of an automated, high throughput biodetection and strain typing system for Escherichia coli O157:H7 in complex biological samples such as meat, utilizing a microfabricated, electronic solid-state chemical analysis array ((CANARY) device.

RO1 AI44487 (Calderwood)







12/01/98-11/30/03

National Institute of Allergy and Infectious Diseases

Roles of TcpP and TcpH in Gene Expression in V. cholerae
The major goals of this project are to understand the roles of TcpP and TcpH in virulence gene expression in Vibrio cholerae, including the differences in expression of these genes between the two biotypes of V. cholerae, the occurrence of phase variation in tcpH during in vivo infection and the role of other genes in expression of the ToxR regulon.

ONGOING

RO1 AI40725 (Ryan)








12/1/96-06/30/07

National Institute of Allergy and Infectious Diseases

Mucosal Immunity to Antigens Expressed by V. cholerae
This project explores the use of Vibrio cholerae as a live, oral, attenuated vaccine vector strain for delivery of heterologous antigens to the mucosal immune system.

UO1 AI58935 (Calderwood)







09/01/00-08/31/05

National Institute of Child Health and Human Development

Immune Responses to V. cholerae Infection in Bangladesh

This project establishes an International Collaboration in Infectious Disease Research (ICIDR) with scientists at the International Centre for Diarrhoeal Disease Research in Bangladesh to elucidate immune responses, particularly mucosal immune responses, and protection from subsequent cholera infection, in a population in an area endemic for cholera.

Role:  PI

T32 AI07061-22 (Kasper)







07/01/76-06/30/08

National Institute of Allergy and Infectious Diseases

Infectious Disease and Basic Microbiological Mechanisms

Training grant – I am one of training faculty

Role:  Co-PI

D43 TW05572-01 (Calderwood)






09/29/00-09/28/05

Fogarty International Center

Training Grant in Mucosal Immunology and Epidemiology

This project funds a training grant for post-doctoral health professionals from Bangladesh to train in the US and at the International Centre for Diarrheal Disease Research in Bangladesh, in mucosal immunology and epidemiology relevant to Vibrio cholerae.

Role:  PI

UO1 AI58935  (Calderwood)







09/01/03-08/31/05

National Institute of Child Health and Human Development

Development of V. cholerae FLEX Protein Chip

This project would develop a Vibrio cholerae FLEX protein microarray of key genes from this pathogen, and utilize this array to identify immune responses to V. cholerae following human infection.

R21 AI55968-01 (John)








09/01/03-06/30/05          NIH/NIAID

Anthrax Spore-surface Antigens for Biosensor Development

This project involves the identification of B. anthracis spore antigens for future development of an antibody-based biosensor.

U54 AI057159 (Kasper)








09/04/03-02/29/08

NIH/NIAID

New England Regional Center of Excellence for Biodefense and Emerging Infectious Disease Research

This project would establish a Regional Center of Excellence for biodefense and emerging infectious diseases research in the New England area, to bring together investigators from six states to focus on biodefense-related research.  

	Peter Kim Streatfield, MSc, MSc, PhD

	Current Position: Head, Health & Demographic Surveillance Unit, ICDDR,B

Head, Population Programme, ICDDR,B
	Organization Name:

Health & Demographic Surveillance Unit,

Public Health Sciences Division, ICDDR,B

GPO Box 128, Dhaka-1000, Bangladesh

	Tel:  880-2-881.0024   Fax: 880-2-882.6050

email: kims @ icddrb.org
	

	Technical Expertise: Health & demographic surveillance systems; evaluation of national health and population program performance indicators; fertility and family planning programs; child survival intervention programs; training in social & technical demography, and reproductive health data analysis.

	

	Research Experience

	Country-Project title:  Bangladesh: Fertility Plateau

 Goal: To determine the causes of the decade long fertility plateau in Bangladesh, and to review possible interventions and policy changes which would induce further fertility decline in order to meet national demographic goals.

Type of Study:Secondary analysis of existing demographic data, plus primary quantitative and qualitative data collection on parental intentions for children’s education, employment, etc., factors which will determine future fertility trends in Bangladesh.

       Main Responsibility: Principal investigator  (7/2002 to 12/2003)         Funder:  USAID

Country-Project title: Bangladesh: Adult Health Study
Goal: To identify and describe the major adult health morbidities in a part of rural Bangladesh, particularly in the context of those conditions leading to reduced economic productivity. This involves both physical and mental ill health, and complements work on strengthening the diagnosis of adult causes of death in Matlab, Bangladesh

Type of Study:  Primary data collection among adult population (20-59 years) and among the elderly (60 years plus).

Main Responsibility: Principal investigator   (2002-2004)              Funder:  DFID

Country-Project title: Arsenic exposure and its health and economic consequences

Goal:  To identify the prevalence of arsenicosis among a large population exposed to high concentrations of arsenic in drinking water over decades (or longer).  To determine the sequence of external and internal symptoms of arsenicosis (i.e., internal organ damage with skin lesions). To determine if such symptoms are reversible following cessation of exposure.  To introduce mitigation activities (through an NGO, BRAC), which minimize exposure, and hopefully reverse symptoms.

Type of Study:  Primary data collection, through physical screening of exposed population.  In conjunction with longitudinal data on duration of exposure, on mortality outcomes, on reproductive outcomes, etc.

Main Responsibility: Co-investigator, responsible for data on exposure and selected outcomes                        (2000-present)                    Funder:  WHO, SIDA, USAID

Country-Project title: Bangladesh – Strengthening Research Capacity in Reproductive Health and Population
Goal:  Through provision of research design and data analysis workshops to recipients of research funds, this project supported a number of research studies in reproductive health, and simultaneously strengthened the research capacity of the participants and their colleagues from a number of national and local institutions.

Type of Study:  Provision of funding and technical support and training to national researchers.

Main Responsibility: Principal investigator  (1994-1997)                    Funder:  USAID/Dhaka

Country-Project title: Bangladesh Health & Demographic Surveillance System
Goal: To monitor the demographic and selected epidemiological characteristics of a large rural population, as a basis for running large scale health and population intervention studies, and to closely monitor and describe trends in various socio-economic, health and demographic variables.

Type of Study:  Primary data collection through monthly visits to a population of 220,000.

Main Responsibility: Principal investigator (1999-present)                    Funder:  DFID



	Professional Employment 

	Head, Health & Demographic Surveillance Unit, Public Health Sci. Div., ICDDR,B (7/1999-pres)

Consultant: World Bank; AusAID; Population Concern; AVSC, PIACT (1/1998-6/1999)

Country Representative (Bangladesh), Population Council (7/1991-8/1997)

Coordinator, Child Survival Project, Demography Dept., Research School of Social Sciences, Australian National University (5/1985-6/1999)

UNFPA Country Advisor, Population Studies Centre, Gadjah Mada University, Yogyakarta, Indonesia (1/1983-1/1985)

	Education and Training

	Ph.D. (1982) Demography Australian National University

M.Sc. (1977)-Medical Demography, London School of Hygiene & Tropical Medicine

M.Sc. (1976) Physiology, University of Melbourne

B.Sc. (1971) Physiology & Biochemistry, University of Sydney


	National/Global Leadership and International Societies 

	In-Depth Network, member of Board of Trustees, 2001-present

International Union for the Scientific Study of Population, 1979-present

Population Association of America (1979-present)

Public Health Association of Australia (1980-present).

	

	Peer-reviewed Publications 

	Streatfield K., Ahmed AS, SE Arifeen, ‘Implications for Policy’, Bangladesh Demographic and Health Survey 1999-2000, Dhaka, Bangladesh and Calverton, Maryland (USA): NIPORT, Mitra and Associates, and ORC Macro, pp.165-176 (2001).

Streatfield PK, ‘Role of Abortion in Fertility Control’, Journal of Health, Population and Nutrition, 2001, Vol. 19 (4): 265-267
Ali M, Emch M, Ashley C, Streatfield PK, ‘Implementation of a medical geographic information system: concepts and causes’, Journal of Health, Population and Nutrition (2001), Vol. 19 (2): 100-110.

Jamil K, Bhuiya A, Streatfield K, Chakraborty N, ‘The achievements of the immunization program in Bangladesh: what more needs to be done?’ Health Policy and Planning (1999) Vol. 14 (1): 49-58.

Moore SE, Fulford AJC, Streatfield PK, Razzaque A, Prentice A., ‘A comparative analysis of patterns of survival by season of birth in rural Bangladeshi and Gambian populations’, Intl. Journal of Epidemiology ().



	Other Publications 

	Streatfield PK, Mercer A, Siddique AB, Khan Z, Ashraf A, Status Report of Performance Indicators 2002 for Health and Population Sector Programme 1998-2003, Bangladesh (World Bank, and Ministry of Health & Family Welfare)

Kaufman R, Sorensen B, Rahman M, Streatfield PK, Persson LA, ‘Addressing the public health crisis caused by arsenic contamination of drinking water in Bangladesh’, (2001) The World Bank, South Asia Health, Nutrition and Population Unit, pp.64.

Streatfield, PK, ‘Status of the Performance Indicators: Annual Programme Review of HPSP’, 1999, and 2000.

Streatfield, PK, Hadley M, Chakraborty N., ‘Status of the Performance Indicators: Annual Programme Review of HPSP’, 2001.

Streatfield PK, ‘Performance Indicators for Sector-Wide Program Management of HAPP-5 (HPSP)’ A report for the World Bank and Ministry of Health and Family Welfare (1998), pp.71.

Streatfield PK, ‘Mid-term evaluation of the reproductive health services and education project, Palpa district, Nepal’, a report for Population Concern and FPA Nepal, (1998) pp.48.

Streatfield PK, Jahan N, Rahman M, Ahmed S, Khanam S, ‘Assessment of capacity of clinical training programs in maternal health and RTI/STD in the NGO sector (Bangladesh)’, a report for AVSC, and NIPHP (USAID/Dhaka), (1998) pp.77
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BIOGRAPHICAL SKETCH
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	NAME

Priya Duggal, Ph.D, M.P.H.


	POSITION TITLE

Statistical Geneticist


EDUCATION (Begin with baccalaureate or other initial professional education, such as nursing, and include postdoctoral traininng

	INSTITUTION AND LOCATION
	DEGREE
	YEAR

CONFERRED
	FIELD OF STUDY

	Wesleyan University, Middletown, CT

Johns Hopkins University, Baltimore, MD

Johns Hopkins University, Baltimore, MD

Inherited Disease Research Branch, NHGRI,NIH
	BA

MPH

PhD

Post-Doctoral Fellow
	1995

1998

2003

2002-present


	 Government

 International Health

 Epidemiology

 Statistical Genetics


RESEARCH AND PROFESSIONAL EXPERIENCE:: Concluding with present position, list in chronological order, previous employment, experience, and honors. Iinclude present membership on any federal Government public advisory committee.  List, in chronological order, the titles all authors, and complete references to all publications during the past three years and to representative earlier publications pertinent to this application.  If the list of publications in the last three years exceeds two pages, select the most pertinent publications.  DO NOT EXCEED TWO PAGES. 
Employment:
Research Technician, Department of Cardiology, Children’s Hospital, 

Harvard Medical School, 1995-1997

Research Assistant, Department of Epidemiology, School of Hygiene and Public Health, 

Johns Hopkins University, 1998-1999

Research Interviewer, Research Triangle Institute & School of Hygiene and Public Health,  

Johns Hopkins University, 1999-2000

Teaching Assistant, School of Hygiene and Public Health, 

Johns Hopkins University, 1999-2002

Honors:
MPH partial scholarship, Johns Hopkins University School of Public Health, 1997

Institutional National Research Service Award: National Institute for Drug Abuse, 1998-1999

Delta Omega Scholarship, Johns Hopkins University School of Public Health, 2000

Director’s Distinguished Service Award: National Human Genome Research Institute, 2003

Fellows Award for Research Excellence (FARE): National Institutes of Health, 2004-2005
Memberships:

1999-
Society for Epidemiologic Research 

2001-
American College of Epidemiology

2003-
American Society of Human Genetics

2003-  International Genetic Epidemiology Society

Peer-Reviewed Publications:
1. Satler CA, Vesely MR, Duggal P, Ginsburg G, Beggs, AH. Multiple different missense mutations in the pore region of HERG in patients with long QT syndrome.  Human Genet 1998; 102: 265-272

2. Duggal P, Vesely MR, Wattanasirichaigoon D, Villafane J, Kaushik V, Beggs AH.  Mutation of the gene for IsK associated with both Jervell and Lange-Nielsen and Romano-Ward forms of long QT syndrome. Circulation 1998; 97:142-146

3. Wattanasirichaigoon D, Vesely MR, Duggal P, Levine J, Beggs AH.  Mutations of SCN5A are infrequent in patients with long QT syndrome. Am J Med Genet. 1999 Oct 29;86(5):470-6.

4. Haque R, Duggal P,Ali IM, Hossain MB, Mondal D, Sack RB, Farr BM, Beaty TH,  and Petri WA. Innate and Acquired Resistance to Amebiasis in Bangladeshi Children. J Infect Dis. 2002 Aug 15;186(4):547-52. 

5. Duggal P, An P, Beaty TH, Strathdee SA, Farzadegan H, Markham RB, O’Brien SJ, Vlahov D, Winkler CA. Genetic influence of CXCR6 chemokine receptor alleles on PCP mediated AIDS progression among African Americans. Genes Immun. 2003 Jun;4(4):245-50

6. Thio C, Thomas DL, Karacki P, Gao X, Marti D, Kaslow RA, Goedert JJ, Hilgartner M, Strathdee SA, Duggal P, O'Brien SJ, Astemborski J, Carrington M. Comprehensive Analysis of Class I and Class II HLA Antigens and Chronic Hepatitis B Virus Infection. J Virol. 2003 Nov;77(22):12083-7

7. Duggal P,  Haque R, Roy S, Mondal D, Sack, RB, Farr BM, Beaty TH, Petri WA. HLA Class II alleles influencing susceptibility to Entamoeba histolytica infection in Bangladeshi children. J Infect Dis. 2004 Feb 1;189(3):520-6

8. Jeronimo SMB, Duggal P, Braz RFS, Cheng C , Monteiro GRG , Nascimento ET , Bezerra FL , Karplus TM, Ximenes MFFM, Oliveira CGC , Pinheiro VG, Martins DRA, Peralta JM, Sousa JMA, Medeiros IM, Pearson RD, Burns TL, Pugh EW, Wilson ME An Emerging Peri-Urban Pattern of Infection with Leishmania chagasi, the Protozoan Causing Visceral Leishmaniasis, in Northeast Brazil. Scand J Infect Dis. 2004;36(6-7):443-9.

9. An P, Bleiber G, Duggal P, Nelson G, May M, Mangeat B, Alobwede I, Trono D, Vlahov D, Donfield S, Goedert JJ, Phair  J, Buchbinder S, O’Brien SJ, and Telenti A, Winkler CA APOBEC3G genetic variants and their influence on AIDS. Journal of Virology 2004 Oct;78(20):11070-6

10. Wattanasirichaigoon D, Jariengprasert C, Thawil C, Tocharoenthanaphol C, Charoenpipop D, Thongpradit S, Limwongse C, Yenchitsomanus P, Thongnoppakhun W, Pho-iam T, Duggal P High Prevalence of V37I Genetic Variant in the Connexin-26 (GJB2) Gene Among Nonsyndromic-hearing Impaired and Control Thai Individuals. Clinical Genetics 2004 Nov;66(5):452-60.

11. Gillanders EM, Masiello A, Gildea D, Umayam L, Duggal P, Klein A, Jones M, Freas-Lutz D, Ibay G, Trout K, Wolfsberg TG, Trent JM, Bailey-Wilson JE, Baxevanis AD. GeneLink: A Database to Facilitate Genetic Studies of Complex Traits. BMC Genomics. 2004 Oct 18;5(1):81

12.   Klein AP, Duggal P, Lee KE, Klein R, Bailey-Wilson JE, Klein BEK. Support for polygenic influences on ocular refractive error. Invest.Opth Vis.Sci. 2005 Feb;46(2):442-6.

13.    Duggal P, Klein AP, Lee KE, Iyengar SK, Klein R, Bailey-Wilson JE, Klein BEK. A Genetic Contribution to Intraocular Pressure: The Beaver Dam Eye Study. Invest.Opth Vis.Sci. 2005 Feb;46(2):555-60

14.   Duggal P, Winkler CA, An P, Farzadegan H, O’Brien SJ, Beaty TH, Vlahov D The Effect of RANTES Chemokine Genetic Variants on Initial HIV-1 Plasma RNA Among Seroincident Injection Drug Users. Journal of AIDS (In Press)

15.   Klein A, Duggal P, Lee KE, O’Neill JA, Klein R, Bailey-Wilson JE, Klein BEK Polygenic effects and cigarette smoking account for a portion of the familial aggregation of nuclear sclerosis. American Journal of Epidemiology (In Press) 
16.   Marroni F, Toni C, Benedetto P, Tsai YY, Duggal P, Bailey-Wilson JE, Presciuttini S. Haplotypic Structure of the X Chromosome in the COGA population Sample and the Quality of its Reconstruction by Extant Software Packages. BMC Genetics (In Press) 

17.   Klein AP, Tsai YY, Duggal P, Gillanders EM, Barnhart M, Mathias RA, Dusenberry IP, Turiff A, Chines PS, Goldstein J, Wojciechowski R, Hening WA, Pugh  EW, Bailey-Wilson JE  Investigation of altering SNP density on the power to detect trait loci and false positive rates in Non-parametric linkage analyses of both quantitative and qualitative traits BMC Genetics (In Press)

18.   Duggal P, Gillanders EM, Mathias RA, Ibay GP, Klein AP, Baffoe-Bonnie AB, Ou L, Dusenberry IP, Tsai YY, Chines PS, Doan BQ, Bailey-Wilson JE Identification of tag single-nucleotide polymorphisms in regions with varying linkage disequilibrium BMC Genetics (In Press)

C. Research Support. List selected ongoing or completed (during the last three years) research projects (federal and non-federal support). Begin with the projects that are most relevant to the research proposed in this application. Briefly indicate the overall goals of the projects and responsibilities of principal investigator identified above. 

Priya Duggal, PhD, MPH

Dr. Duggal is a FEDERAL (NIH) contractor with NHGRI/NIH. She may serve on NIH grants as an unpaid statistical geneticist. 
	NAME

Regina Celeste LaRocque
	POSITION TITLE

Clinical Assistant, Massachusetts General Hospital

Instructor in Medicine, Harvard Medical School



	EDUCATION/TRAINING  (Begin with baccalaureate or other initial professional education, such as nursing, and include postdoctoral training.)

	INSTITUTION AND LOCATION
	DEGREE

(if applicable)
	YEAR(s)
	FIELD OF STUDY

	Universidad Complutense de Madrid
	
	1991
	Exchange Student

	Emory University, Atlanta, GA


	B.S./B.A.
	1992
	Chemistry/Spanish



	Harvard School of Public Health, Boston, MA
	M.P.H.
	1997
	International Health

	Duke University School of Medicine, Durham, NC
	M.D.
	1998
	Medicine

	
	
	
	


Research & Professional Experience:

1991 – 1992
Undergraduate honors thesis research: Intestinal uptake and metabolism of sphingolipids, with Dr. Alfred Merrill, Department of Biochemistry, Emory University, Atlanta, GA 

1995 – 1996
Howard Hughes Medical Institute Research Scholar: HLA-associated non-response to the hepatitis B vaccine, with Dr. Mary Ann Robinson, Laboratory of Human Immunogenetics, National Institutes of Health, Bethesda, MD

Summer 1997
Association of Schools of Public Health Internship: Mathematical modeling of varicella vaccination, with Dr. John Glasser, National Immunization Program, CDC, Atlanta, GA

1998 – 2001


Internship and Residency, Internal Medicine, Brigham and Women’s Hospital, Boston, MA 

2001 – 2002
Clinical Fellow in Infectious Diseases, Massachusetts General Hospital/Brigham and Women’s Hospital, Boston, MA


2002 – 2004
Research Fellow in Infectious Diseases, Massachusetts General Hospital, Boston, MA

2005 – present
Clinical Assistant in Infectious Diseases, Massachusetts General Hospital, Boston, MA


Instructor in Medicine, Harvard Medical School

Honors and Awards:

1988
Emory University Dean’s Scholar

1991
Phi Beta Kappa

1992
Summa cum laude graduate of Emory University

1997
Alpha Omega Alpha

2002
Burroughs-Wellcome Postdoctoral Fellowship in Tropical Infectious Diseases, American Society of Tropical Medicine and Hygiene

2003
Edward Kass Award for Excellence in Infectious Disease Clinical Care, Massachusetts Infectious Disease Society

2004
Ellison Medical Foundation Award, Infectious Diseases Society of America

Teaching:

2003
Teaching assistant, “Introduction to Parasitology and Public Health,” Harvard Medical School

Certification:

2002
Diplomate in Internal Medicine, American Board of Internal Medicine

2003
Diplomate in Infectious Diseases, American Board of Internal Medicine

Publications:

Original Research:

1. Merrill A, Wang E, LaRocque R, Mullins R, Morgan E, Hargrove J, Bonkovsky H, Popova I. Differences in glycogen, lipids and enzymes in livers from rats flown on COSMOS 2044. Journal of Applied Physiology 1992; 73(2Suppl): 142-147S.

2. Schmelz E, Crall K, LaRocque R, Dillehay D, Merrill A. Uptake and metabolism of sphingolipids in isolated intestinal loops of mice. Journal of Nutrition 1994;124(5): 702-712.

3. LaRocque R, Robinson MA. Diversity in the human T-cell receptor beta chain. Human Immunology 1996; 48: 3-11.

4. Saha D, LaRocque R, Khan A, Harris JB, Begum Y, Akramuzzaman S, Faruque ASG, Ryan ET, Qadri F, Calderwood SB. Incomplete correlation of the serum vibriocidal antibody titer with protection from Vibrio cholerae infection in urban Bangladesh. Journal of Infectious Diseases. 2004;189:2318-22.

(D. Saha and R. LaRocque are joint first authors.)

5. LaRocque R, Breiman R, Ari M, Morey R, Janan F, Hayes J, Hossain A, Brooks W, 
Levett P. Leptospirosis as a cause of febrile illness during an outbreak of dengue fever in Bangladesh. Emerging Infectious Diseases. In

press.
Clinical:

1. LaRocque R, Katz J, Perruzzi P, Baden L. The utility of sputum induction for diagnosis of Pneumocystis  pneumonia in immunocompromised patients without human immunodeficiency virus infection. Clinical Infectious Diseases 2003; 37: 1380-83.

Abstracts:
1. Saha D, LaRocque R, Qadri F, Faruque ASG, Ryan ET, Calderwood SB. “Vibriocidal antibody response among cholera patients and their household contacts.” 12th Annual Meeting of the National Institute of Allergy and Infectious Diseases International Centers for Tropical Disease Research, May, 2003.

2. LaRocque R, Saha D, Khan A, Akramuzzaman S, Qadri F, Faruque ASG, Ryan ET, Calderwood SB. “The serum vibriocidal antibody is an incomplete predictor of protection from Vibrio cholerae infection in urban Bangladesh.” 52nd Annual Meeting of the American Society of Tropical Medicine and Hygiene, December, 2003.

3. LaRocque R, Dziejman M, Harris JB, Li X, Khan AI, Faruque ASG, Faruque S, Nair GB, Ryan ET, Qadri F, Mekalanos JJ, Calderwood SB. “Transcriptional profiling of Vibrio cholerae from different phases of human infection.” 13th Annual Meeting of the National Institute of Allergy and Infectious Diseases International Centers for Tropical Disease Research, May, 2004.

CURRICULUM VITAE
Name



: KAZI MIZANUR RAHMAN
Address


: Office:

CHU, PHSD

  ICDDR,B

  Mohakhali, Dhaka-1212

 




  Bangladesh
  Residence:
  House-24, Road-1






  Block-I, Banani






  Dhaka, Bangladesh  

Telephone 


: 880-2-8810115  (Office)
  880-171-317921 (Mobile)  



Email



: mizan@icddrb.org

Academic Profile
	Degree

Master of Science (M.S.)                

in Epidemiology


	Year

June 2004
	Institute

Harvard School of Public Health Harvard University

Boston, USA



	Post Graduate Diploma 

in Health Economics


	June 2000
	University of Dhaka

Dhaka, Bangladesh



	Bachelor of Medicine 

and Bachelor of Surgery (M.B.B.S)
	January 1998
	Dhaka Medical College

University of Dhaka

Dhaka, Bangladesh


Training
· One year internship training in Medicine and Surgery from May 1998 to May 1999

in Dhaka Medical College Hospital

· 3rd National IMCI Training Course held in Dhaka Shishu Hospital (Dhaka Children's Hospital) from 12-23 January 2002

· Training in Good Clinical Practice (GCP) organized by Glaxo Smith Kline (GSK) held in ICDDR,B in August 2003.

Courses and Workshops

· Introductory course on Epidemiology and Bio-statistics conducted by ICDDR, B 

in August 1999

· International Workshop on Research Methodology conducted by ICDDR, B 

in November 1999

Current Position

After completion of Masters in HSPH have resumed working with the Centre from July 2004 as Research Investigator in the following studies.

· Familial aggregation of Vibrio Cholerae infection Study: The purpose of this study is to find evidence for familial aggregation (or clustering of risk) of severe cholera among household members participating in the Matlab demographic surveillance programme.

This study is being conducted in collaboration between ICDDR,B and Massachusetts General Hospital/Harvard Medical School, Boston, USA. 

Responsibilities include development of study design and data collection plan, providing assistance in data collection, communication with the collaborators in USA and analysis of data.

· Verbal autopsy study of Bangladesh Maternal Mortality Survey 2000: Translation of the open-ended sections of the questionnaires is being done which will be analyzed.

· Bangladesh Demographic and Health Survey (BDHS) 2004 Verbal Autopsy study. The survey has already been conducted. Analysis of the data is going on.
· Going to be involved in the study entitled  "Effectiveness of the Community-IMCI and the Community IMCI with ARI Emphasis intervention models in increasing rates of correct ARI treatment and appropriate referral in NSDP program areas in rural Bangladesh": It will be a large collaborative study between Pathfinder International, National Service Delivery Program (NSDP), Bangladesh, Johns Hopkins University and ICDDR,B. The responsibilities in this study will include:
· Recruitment of field staff

· Finalization of questionnaires

· Development of curriculum for training

· Conduction of baseline survey

· Conduction of intervention

· Final household survey

· Cleaning of data, data analysis and report writing

Previous Experience 

Working with ICDDR,B since June 2000. Responsibilities have been carried out in the following fields.

( Vaccine Trials

· Title: "A randomized, placebo controlled study of the safety, reactogenicity and immunogenicity of an orally administered human rotavirus vaccine (RIX 4414) in healthy children in Bangladesh". 

Study site: Mirpur, Dhaka

Working period: From August 2002 to August 2003

Designation: Research Investigator

· To provide training to the workers

· Arrangement of proper work schedule of the workers

· To forecast requirements of the study; ensure order of delivery and receipt

· Transfer of vaccines from ICDDR,B  lab to vaccination site, maintaining optimum vaccine temperature during its transportation and recording it

· Reconstitution of vaccine and its administration

· Arrangement of stool samples to be sent to ICDDR,B laboratory from vaccination site

· To arrange shipment of the samples abroad for laboratory analysis

· To make arrangement for referral of patients to Dhaka Shishu Hospital (Dhaka Children's Hospital) 

· Coordination with Dhaka Shishu Hospital and parents for Intussusception cases to ensure that samples are collected according to protocol

· Proper maintenance of different regulatory documents including temperature log sheet for transportation of vaccine and for the refrigerator at the vaccination site, vaccine accountability log sheet, subject identification log sheet and stool sample collection log sheet

· To transcribe information from Diary Cards to Case Report Forms
· To accompany the Study Monitor during the monitoring visits and respond to different queries and requirements of the monitor during the visit
· Respond to Data Queries generated after data entry
· Title: "An effectiveness study of Haemophilus Influenzae type b vaccine"

Study site: Dhaka City Corporation

Working period: May 2001 to August 2001

Designation: Research Physician

Responsibilities:


-Screening for potential cases in Dhaka Shishu Hospital


-Enrollment of potential cases


-Sample collection, storage and transport


-Completion of data forms


-Arrangement of X-ray reporting 


-Case confirmation and notification


-Search for hospital control and their enrollment


-Regular visits to different health care providing facilities inside the study area

-Regular visit to different hospitals/clinics inside the study area

-Supervision of field activities

-Preparation of summary reports

· Title : “Safety, dose,immunogenicity and community transmission risk of a candidate Shigella Flexneri  2a (SC602) among young children in rural Bangladesh”

Study site: Matlab, Chandpur

Working period: February 2001 to April 2001

Designation: Research Physician

Responsibilities:


-Screening, enrollment and follow-up of subjects


-Collection of sample, their storage and transport


-Completion of data forms


-Providing clinical cares to the volunteers when necessary



-Supervision of field activities

-Maintaining communication with personnel of different disciplines including     laboratory, supply etc

-Communication with the investigators inside and outside the country

-Summary preparation

( Verbal autopsy studies:

Responsibilities included development of verbal autopsy questionnaires, providing training to the interviewers on the questionnaire, supervision of their work, assigning cause of death on the basis of the information obtained from the questionnaire, summary preparation and also data extraction from different published sources.
Worked in the following verbal autopsy studies:

- Bangladesh maternal mortality and maternal health services survey 2000

- Estimating the burden of cause-specific mortality in children under 5 in countries with 

  limited data 

- Verbal autopsy of the deaths in Zinc Effectiveness Trial

( Assessment of safe injection practices in Bangladesh:

Worked as a coordinator with responsibilities including development of the questionnaire, pre-testing of the questionnaire, recruitment of surveyors, training of the surveyors and supervisors, supervision of work at the field. Also worked in data analysis and report writing.

Had to communicate and coordinate with the collaborative organizations that included EPI-DGHS, WHO, UNICEF and IOCH. The survey took place in July-August 2002.

( Documentation and record keeping 
-Documentation and maintenance of regulatory files of individual studies

-Preparation and filing of necessary documents of specific projects for its monitoring visit by   Quality Assurance Monitors from outside the country. 

-Planning of overall itinerary of the visiting monitors and to provide them assistance during their visit.

Computer Literacy:

· MS Word

· MS Excel 

· MS Power Point

· Have some proficiency in statistical packages including STATA,SAS and SPSS.

Language Proficiency:

· Bangla (mother tongue)

· English (fluent in reading, writing and speaking)

· French (moderate proficiency in reading, writing and speaking)

Passed DLF (Diploma in French Language from Alliance Fran(aise de Dhaka in 1999)
Personal Information:

Father’s Name

: Late Kazi Zahedur Rahman

Date of Birth


: 30 August 1971

Marital Status


: Married

Nationality


: Bangladeshi

Detailed Budget for New Proposal


Project Title: Familial aggregation of Vibrio cholerae infection


Name of PI: Dr. Firdausi Qadri and Dr Md Yunus

Protocol Number: 2005-008                                        Name of Division: LSD and PHSD


Funding Source: NIH Fogarty International  Center (K01 TW07144-01 to RCL)                             Amount Funded (direct):            Total:     US$ 2550                         Overhead (%)


Starting Date:        ASAP                         Closing Date: 6 months from start date


	Sl. No


	            Account Description
	Salary Support
	US $ Amount Requested

	
	            Personnel
	       Position
	Effort%
	Salary
	1st Yr
	 2nd Yr
	3rd Yr

	
	Dr. Firdausi Qadri
	PI
	5 %
	
	0
	0
	0

	
	Dr. Peter Kim Streatfield
	Co-PI
	5%
	
	0
	0
	0

	
	Dr. Mohammad Yunus
	PI
	5%
	
	0
	0
	0

	
	Dr. Kazi Mizanur Rahman
	Co-investigator
	5 %
	
	0
	0
	0

	
	Sub Total


	
	
	

	
	
	0
	
	

	
	Consultants
	
	
	
	
	

	
	Local Travel
	
	100
	
	

	
	International Travel
	
	
	
	

	             Sub Total                                                                                            $100

	

	

	             Supplies and Materials (Description of Items)

	
	Computer
	950
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	Sub Totals
	$950
	
	


	
	Other Contractual Services
	
	
	

	
	Repair and Maintenance
	
	
	

	
	Rent, Communications, Utilities
	
	
	

	
	Training Workshop, Seminars
	
	
	

	
	Printing and Publication
	
	
	

	
	Staff Development
	
	
	

	Statistical geneticist
	$1500
	
	

	
	
	
	

	
	Sub Total
	$1500
	
	


	
	Interdepartmental Services


	1st Yr
	2nd Yr
	3rd Yr

	
	Computer Charges

	
	Pathological Tests
	
	
	

	
	Microbiological tests
	
	
	

	
	Biochemistry Tests
	
	
	

	
	X-Rays
	
	
	

	
	Patients Study
	
	
	

	
	Research Animals
	
	
	

	
	Biochemistry and Nutrition
	
	
	

	
	Transport
	
	
	

	
	Xerox, Mimeographs etc.
	
	
	

	
	Sub Totals
	
	
	

	
	Other Operating Costs
	0
	
	

	
	Capital Expenditure
	0
	
	


TOTAL DIRECT COST





     $
2550
Budget Justifications


Please provide one page statement justifying the budgeted amount for each major item.  Justify use of man power, major equipment, and laboratory services.


No laboratory facilities or major equipment are required for this research. Limited funds are allotted to provide a computer to the bioinformatics core of the HDSS in support of the data extraction ($950) and for travel to Matlab ($100). Funds for a statistical geneticist contractor ($1500) are also included. Funds for this project are derived from existing NIH support to Dr. Regina LaRocque. Salary support for the investigators is not requested. 
Other Support

Describe sources, amount, duration, and grant number of all other research funding currently granted to PI or under consideration. (DO NOT EXCEED ONE PAGE FOR EACH INVESTIGATOR)


Dr. Stephen Calderwood

ACTIVE

RO1 AI40725 (Ryan)





12/1/96-06/30/07



NIH/NIAID






$225,000




Mucosal Immunity to Antigens Expressed by V. cholerae
This project explores the use of Vibrio cholerae as a live, oral, attenuated vaccine vector strain for delivery of heterologous antigens to the mucosal immune system.

1 UO1 AI58935 (Calderwood)



09/01/00-08/31/05



NIH/NIAID






$265,225

Immune Responses to V. cholerae Infection in Bangladesh

    This project establishes an International Collaboration in Infectious Disease Research (ICIDR) with scientists at the International Centre for Diarrhoeal Disease Research in Bangladesh to elucidate immune responses, particularly mucosal immune responses, and protection from subsequent cholera infection, in a population in an area endemic for cholera.

T32 AI07061-22 (Kasper)




07/01/76-06/30/08


NIH/NIAID






$416,000

Infectious Disease and Basic Microbiological Mechanisms

      Training grant – I am one of training faculty

D43 TW05572-01 (Calderwood)



09/29/00-09/28/05


NIH/Fogarty






$94,064

Training Grant in Mucosal Immunology and Epidemiology

This project funds a training grant for post-doctoral health professionals from Bangladesh to train in the US and at the International Centre for Diarrheal Disease Research in Bangladesh, in mucosal immunology and epidemiology relevant to Vibrio cholerae.

UO1 AI58935   (Calderwood)



09/01/03-08/31/05




NIH/NICHD







$230,578

Development of V. cholerae FLEX Protein Chip

      This project will develop a Vibrio cholerae FLEX protein microarray of key genes from this pathogen, and will utilize this array to identify immune responses to V. cholerae following human infection.

R21 AI55968 (John)





09/01/03-06/30/05


NIH/NIAID






$200,000

Anthrax Spore-surface Antigens for Biosensor Development

    This project involves the identification of B. anthracis spore antigens for future development of an antibody-based biosensor.

U54 AI057159 (Kasper)




09/04/03-02/29/08

 

NIH/NIAID






$2,869,939

New England Regional Center of Excellence for Biodefense and Emerging Infectious Disease

    Research

    This project establishes a Regional Center of Excellence for biodefense and emerging infectious diseases research in the New England area, to bring together investigators from six states to focus on biodefense-related research.  

Dr. Regina LaRocque

ACTIVE

1 K01 TW07144-01





9/1/04 – 8/31/08

NIH/Fogarty International Center




$126,090

Host-pathogen interactions in Vibrio cholerae infection

This is a four-year career development award that focuses on identifying novel virulence factors expressed by V. cholerae during human infection, evaluating protective immune responses to V. cholerae in an endemic setting, and defining human genetic factors that influence the risk of severe cholera infection.

Postdoctoral Fellowship in International Infectious Diseases
7/1/04 – 6/30/05

Ellison Medical Foundation/IDSA



$49,000

Use of a high-throughput technique to identify proteins important in immunity to Vibrio cholerae in an endemic setting

This project involves the use of a FLEXprotein repository of selected V. cholerae proteins to screen for systemic and mucosal immune responses among cholera patients in an endemic setting.

Dr. Firdausi Qadri

U01 AI58935 Calderwood (PI)









9/01/2000-8/31/2005




NIH/NIAID 



























Immune responses to Vibrio cholerae in Bangladesh
This project involves the study of immune response in patients with cholera and their household contacts.

Role: Co.PI

U01 AI58935 (supplement) Calderwood (PI)






9/01/04-08/31/05






NIH NIAID

the development of a Vibrio cholerae protein array and its application to the study of human immune responses

The project deals with the development of a  protein microarray for V. cholerae that can be used as a high-throughput tool to assess human immune responses during cholera infection.

Role: Co. PI

Sida-SAREC GR00384  Qadri (PI)

 






          
 
1/01/2004 – 12/31/2007



Swedish Agency for Research and Economic Cooperation





Studies to enhance and improve immunogenicity of cholera and enterotoxigenic E. coli (ETEC) vaccines
This project evaluates factors that will improve and enhance immunogenicty of the oral killed whole cell ETEC and cholera vaccine in infants in Bangladesh

Role: PI










  





Sida-SAREC GR00384  Qadri (PI)

 






          
  
1/01/2004 – 12/31/2007



Swedish Agency for Research and Economic Cooperation





This project will study the development of natural immunity to enterotoxigenic E. coli (ETEC)

in a cohort of children 0-2 years of age in Bangladesh to follow the infection/ re-infection pattern of ETEC  and the natural protection that is attained by prior exposure

Role: PI




DOMI- GR00255 Qadri (PI) 














     10/1/2002 – 9/30/2005

Gates Foundation/International Vaccine Institute Qadri (PI)












              

Phase I/II safety and immunogenicity studies of Peru 15, a live attenuated oral vaccine candidate for Vibrio cholerae O1 in Bangladeshi adults and children. 

This project deals with the safety and immunogenicity studies of a live attenuated oral cholera vaccine, Peru 15 in adults and children in Bangladesh

Role: PI

RO1 DK59655-02 Qadri (PI)








1/01/2003 – 12/31/2005



National Institutes of Health













Pathogenesis of enterotoxigenic Bacteroides fragilis infection 

The study is the first one to prospectively study the immune response in  patients with diarrhea with 

enterotoxigenic Bacteroides fragilis
PA-03-062, IRID-NIAID (approved) Qadri (PI)                                3 years from 2005

NIH-NIAID














  

Mucosal immune response to Peru 15 vaccine and cholera patients

The mucosal immune responses to the vaccine will be studied and compared to the response in cholera patients.
Role: PI

Completed in the last 3 years

Sida-SAREC 2001-3970

 







  
1/01/2002 – 12/31/2004



Swedish Agency for Research and Economic Cooperation

Studies to evaluate vaccines against watery diarrhoea suitable for use in Bangladesh 
This project evaluates the oral killed whole cell ETEC and cholera vaccine in children in Bangladesh

Role: PI


National Institutes of Health Sack (PI)







7/1/1996 – 31/12/2003

NIH NIAID














 

Epidemiology and ecology of Vibrio cholerae infection in Bangladesh. 

Involved with the study of the prevalence of ETEC in the environment and in patients with diarrhea

Role:Coinvestigator. Co PI of individual component

                          Check List


      After completing the protocol, please check that the  following selected items have been included.

1.  Face Sheet Included          X               


2.  Approval of the Division Director on Face Sheet   X


3.  Certification and Signature of  PI on Face Sheet, #9 and #10   X


4.  Table on Contents      X


5. Project Summary      X


6.  Literature Cited        X


7. Biography of Investigators        X


8.  Ethical Assurance                X


9.  Consent Forms


10.  Detailed Budget                 X

To                        : 






Date: 

From                    : 

Subject                : 

Revised on: 6th January 2005
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