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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. Hasan Ashraf

Project Name:  Prevalence of Hepatitis B and Hepatitis C virus infections in a selected community of Dhaka City, Bangladesh and the identification of the risk factors for acquiring the infection.
Total Budget:
64,756                                          Beginning Date:  As soon as possible         Ending Date: 1 year after starting



Hepatitis B virus (HBV) is the smallest DNA virus pathogenic to humans. Hepatitis B is a major disease of humans and is a serious global public health problem. Of the 2 billion people infected with HBV, over 350 millions have chronic (lifelong) infection. These chronically infected persons are at high risk of death from cirrhosis of the liver and liver cancer-diseases which kill about one million people every year. In the United States, the seroprevalence of HBV were 4.9% and 5.5% during the period of 1988-94 and 1976-80, respectively. The prevalence among women living adjacent to Tejgaon Truck Stand, Dhaka was 3.6%. The prevalence of HBsAg among male drivers and helpers working out of Tejgaon Truck Stand, Dhaka was 5.9%. A cross-sectional study at a drug addiction treatment centre in Dhaka has shown the seroprevalence of HBsAg of 6.2% among injectable drug users (IDUs) and 4.4% among non-injectable drug users (non-IDUs). In a study carried out in Dhaka city among commercial sex workers, 78.7% had serologic evidence of current or past HBV infection and HBsAg was detected in 9.7%. As treatment for Hepatitis B is costly and effective in only about 45% of the patients, implementation of vaccination is especially important and has been proven to be cost-effective. In Bangladesh, inclusion of Hepatitis B in the childhood vaccination strategy, EPI initiative, is underway.

Hepatitis C virus (HCV), first isolated in 1989, is a small single-stranded RNA virus. Hepatitis C is a major health burden affecting about 170 million people worldwide. The WHO estimates that 3% of the world population are chronically infected with HCV and that 3-4 million new infections occur every year. HCV infection leads to acute hepatitis in 20% of cases, and 50% of the cases develop chronic hepatitis of which 20% develop cirrhosis. Although risk factors for acquiring HCV infection are known (transfusion of blood and blood products, prenatal or vertical infection, sexual transmission, intravenous drug use), in up to 50% of the cases no recognizable transmission factor/route could be identified. Regional differences in prevalence are evident-in the USA, antibodies to HCV are detected in 0.1-1.8% of the general population, and the overall weighted average prevalence for the central Africa region is 6.0%. The prevalence rate in Southeast Asia is 2.1%. Little is known about the prevalence of HCV infection in Bangladesh and neighbouring India. Among blood donors from South India, 0.77% were found to have anti-HCV. In an isolated community in north east India, however, the prevalence of anti-HCV was found to be very high, 7.89%. The prevalence in women living adjacent to a Truck Stand in Dhaka was 1.6%. A cross sectional study of women attending a basic healthcare clinic in Dhaka has shown the prevalence of antibodies to HCV of 0.9%. A study at a treatment centre for drug addicts at Dhaka has shown the seroprevalence of anti-HCV antibodies of 24.8% among IDUs and 5.8% among non-IDUs. More data on injecting drug users enrolled from two detoxification clinics and two needle/syringe exchange programs in Bangladesh was recently published, showing acute HBV infection in 3.0-12% and high prevalence of HCV (17.4%-66.5%). 

As there is little authentic data concerning HBV and HCV infected individuals among the general population of Dhaka, Bangladesh, and because many persons with chronic HBV and HCV infections remain asymptomatic, population-based serologic studies are needed to estimate the prevalence of the infections in Dhaka. We, therefore, propose to conduct a study, which will help in estimating the overall prevalence of HBV and HCV infections and in identifying possible risk factors for acquiring the infections that would eventually guide development and evaluation of prevention strategies. As Hepatitis B vaccination for children is scheduled to start in 2003, we will be able to provide baseline data, which can be used in future studies designed to evaluate the impact of the vaccination strategy. With respect to the high prevalence of HCV among IDUs, we would also like to enquire the bridging population, which is responsible for spreading the infection in the general population (barbers, professional blood donors, unregistered healthcare providers, settings with unsafe injection practices). A cross sectional survey will be conducted involving the administration of a self-completed risk factor questionnaire and provision for sampling of blood for HCV and HBV antibody testing. Information will be collected through interviews of all participants on demographic, occupational and behavioural characteristics by filling up a pre-designed questionnaire. 2000 subjects aged 0-60 years of both sexes living at Kamalapur Urban Site (population under demographic surveillance by the HSID of the ICDDR,B) will be selected after obtaining their voluntary written informed consent. Family members of index cases, testing positive for either Hepatitis B or C infection, as well as people living in the same household will also be asked to participate in the study. The main outcome measures will be the prevalence of HBV and HCV infections among the study participants. Self reported risk factor status would be another outcome measure.
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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.


HBV and HCV infections are highly prevalent among the general population of Dhaka, Bangladesh.
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).


1. To estimate the prevalence of HBV and HCV infections among the general population of Dhaka.

2. To identify the possible risk factors of acquiring the HBV and HCV infections, including injection-drug use, transfusion of blood/blood products and occupational exposure such as needle-stick injuries, sexual promiscuity (prostitutes, homosexuals, patients with STD), low socioeconomic status, shaving, tattooing, acupuncture and dental procedures.

3. To evaluate the existence of other routes of transmission of HBV and HCV infections besides the parenteral one, such as mucous-membrane exposure, percutaneous and vertical transmission. 

4. To have a baseline of HBV prevalence before implementing the Hepatitis B vaccination programme (EPI initiative).

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).

                                                                                                                                                                                          

HBV belongs to the family of Hepadnaviridae and is the smallest DNA virus pathogenic for humans. Hepatitis B is a major disease of humans and is a serious global public health problem. Of the 2 billion people who have been infected with HBV, more than 350 million have chronic (lifelong) infections. These chronically infected persons are at high risk of death from cirrhosis of the liver and liver cancer-diseases that kill about one million people every year. The virus replicates in hepatocytes, which secrete hepatitis B surface antigen (HBsAg), hepatitis e antigen (HBeAg), and release intact virions (containing HBV DNA) into the circulation (1). Chronic HBV infection accounts for 5-10% of cases of chronic liver disease and cirrhosis in the United States (2). It is characterized by the persistence of HBV DNA and usually HBeAg in serum. The major modes of transmission are perinatal, sexual, through blood/blood products and contaminated needles among intravenous drug addicts. In the United States, the seroprevalence of HBV were 4.9% and 5.5% during the period of 1988-94 and 1976-80, respectively (3). In entrants to Irish prisons, the overall prevalence of antibodies to hepatitis B core antigen was 6% and amongst IDUs it was 18% (4). A molecular characteristic-based epidemiological survey of various hepatitis viruses in the city of Yangon, Myanmar, has shown the infection rates of HBV of 8% among healthy subjects, 30% in patients with acute hepatitis, chronic hepatitis, liver cirrhosis or hepatocellular carcinoma; and 6% in non-viral liver disease like alcoholic liver disease, fatty liver, liver abscess and biliary disease (5). The prevalence among women living adjacent to a Truck Stand in Dhaka was 3.6% (6). The prevalence of HBsAg among male drivers and helpers working out of Tejgaon Truck Stand, Dhaka was 5.9% (7). A cross sectional study of women attending a basic healthcare clinic in Dhaka has shown the prevalence of antibodies to hepatitis B core antigen of 35% (8). Another cross-sectional study at a treatment centre for drug addicts in Dhaka has observed a seroprevalence of HBsAg of 6.2% among IDUs and 4.4% among non-IDUs (9). In a study carried out in Dhaka city among commercial sex workers, 78.7% had serologic evidence of current or past HBV infection and HBsAg was detected in 9.7% (10). Data on injecting drug users enrolled from two detoxification clinics and two needle/syringe exchange programmes in Bangladesh shows acute HBV infection in 3.0-12% (11). The fact that prevalence of HBV infection does not increase until puberty suggests sexual transmission as the most important route of transmission. As treatment for Hepatitis B is costly and effective in only about 45% of the patients, vaccination is especially important and has been proven to be efficient and cost-effective, leading to virtual absence of chronic HBsAg carriers in cohorts involved by routine vaccination programmes and decline of the involvement of Hepatitis B in chronic liver pathologies in Italy ten year after implementation of vaccination (12). In Bangladesh, inclusion of Hepatitis B in the childhood immunization strategy is underway.

HCV, first isolated in 1989, is a single-stranded RNA-virus. Hepatitis C is a major health burden that affects about 170 million people worldwide. The WHO estimates that 3% of the world population is chronically infected with HCV and that 3-4 million new infections occur every year (13). HCV infections lead to acute hepatitis in 20% of cases, and 50% develop chronic hepatitis of which 20% develop cirrhosis (14,15). Progression to chronic disease occurs in the majority of HCV-infected persons and infection with the virus has become the main indication for liver transplantation (16). Chronic HCV infection is now one of the most important leading causes of chronic liver disease, cirrhosis and end-stage liver cirrhosis (13,14). Consequent to high mutation rate of HCV it escapes immunological detection and destruction, leading to persistence, flaring up and transmission, and antibody tests are unreliable. Because of incomplete immunity, the re-infection rate is high, there is a variable clinical expression, the response to treatment is variable and unpredictable, and it is difficult to develop a reliable vaccine (17-19). Although risk factors for acquiring HCV are known (e.g. recipients of blood and blood products, prenatal or vertical infection, sexual transmission, intravenous drug users), no recognizable transmission factor/route could be identified in up to 50% of the cases (20,21).

Globally, there are wide differences in prevalence with the highest number of infections reported from Egypt (22). The use of parenteral antischistosomal therapy in Egypt is thought to have contributed to a prevalence of antibodies against HCV in various regions ranging from 6-28 % with a mean of 22% (23). In the United States, the overall prevalence of anti-HCV is 1.8% among the general population, which corresponds to an estimated 3.9 million people of whom 2.7 million people are chronically infected with HCV with active infection (24). The overall weighted average prevalence for the central Africa region is 6.0% (25). In Brazil, the medical record analysis of HIV patients has shown the prevalence of HCV infections of 17.7% (26). In Europe, the prevalence ranges from 1-1.4% (27). In entrants to Irish prisons, the overall prevalence of antibodies to HCV was 22% and amongst IDUs it was 72% (4). In central Italy, anti-HCV prevalence among general population has been estimated to be 2.4% (28). In Austria, the prevalence of HCV infections is only 0.7% (29). In Japan, more than 90% of primary liver cancers consist of hepatocellular carcinoma, 80% of which are caused by chronic HCV infection (30). The prevalence rate in Southeast Asia is 2.1% (22). A molecular characteristic-based epidemiological survey of HCV in the city of Yangon, Myanmar has shown the infection rates of 2% among healthy subjects, 27% in patients with acute hepatitis, chronic hepatitis, liver cirrhosis or hepatocellular carcinoma and 20% in non-viral liver disease with alcoholic liver disease, fatty liver, liver abscess and biliary disease (5). Little is known about the prevalence of HCV infection in Bangladesh and neighbouring India. Among blood donors from South India 0.77% had anti-HCV (31), however, in an isolated community in north-east India, the prevalence of anti-HCV was found to be very high, 7.89% (32). The overall prevalence in Pakistan is 2.4% (22). No data is available concerning the general population of Dhaka, Bangladesh. The prevalence of women living adjacent to a Truck Stand in Dhaka was 1.6% (6), and among male drivers and helpers working out of Tejgaon Truck Stand in Dhaka the prevalence was<1% (7). A cross sectional study of women attending a basic healthcare clinic at Dhaka has shown the prevalence of antibodies to HCV of 0.9% (8). Another study at a treatment centre for drug addicts in Dhaka has observed a seroprevalence of anti-HCV antibodies of 24.8% among IDUs and 5.8% among non-IDUs (9). More data on injecting drug users in Bangladesh was recently published, showing high prevalence of HCV (17.4%-66.5%) (11).

The factors most strongly associated with HCV infection are injection-drug use and receipt of a blood transfusion (24). Poverty, high-risk sexual behaviour (early age at first intercourse or having multiple sexual partners), 12 years of education, and having been divorced or separated, illegal drug use (ever having used cocaine or having smoked marijuana) are linked to an increased risk of infection, but the reasons for some of these associations remain unclear (24). Family history of hepatitis among the cohabiting people, history of past surgical operations, blood transfusions, drug abuse, dental procedures, homosexuality, acupuncture, and history of animal (mainly dogs) bites were significantly associated with HCV infection (33). Maternal-fetal transmission occurs although infrequently (34). Nosocomial transmission has been documented, such as from patient to patient through a colonoscope (35), during dialysis (36), and during surgery (37). The prevalence of anti-HCV and HCV RNA-positivity increased progressively with age, the rate being low in the range 12-25 years of age and with >2/3 of the positive subjects older than 45 years (33). The prevalence of HCV infection is not higher among health care workers compared to the rest of the population (38). However, needle-stick injuries in the health care setting continue to result in nosocomial transmission of the virus. The rate of transmission after a needle-stick injury involving infected blood ranged from 0-10% (39-41). The relative risk of transmission through a needle-stick is provided by the rule of threes: HBV is transmitted in 30% of exposures, HCV in 3%, and HIV in 0.3%. Several variables can influence the expression of HCV-related liver disease such as alcohol abuse (42,43), associated liver disorders (44), immunogenetic factors (45,46), and levels of replication and genetic variability of HCV (47,48). 

Rationale

As there is no representative data on the prevalence of HBV and HCV among the general population of Dhaka, Bangladesh and since many people with chronic HBV and HCV infections are asymptomatic, population-based serologic studies are needed to estimate the prevalence of the infections in Dhaka. We, therefore, propose to conduct a study to estimate the overall prevalence of HBV and HCV, and to identify the possible risk factors for acquiring infections and to develop and evaluate prevention efforts in the future.

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). 


Study design 

Cross sectional survey of 2000 subjects aged 0-60 years of both sexes living at Kamalapur, a population under active surveillance by the HSID of the ICDDR,B, involving administration of a self-completed risk factor questionnaire and provision for sampling of blood for antibody testing.

Information will be collected in interviews from all participants on demographic, occupational and behavioural characteristics by filling up pre-designed questionnaire (please see the Annexure). Participants would be asked about the duration of their education, marital status, occupation, and monthly income. Questions about the sexual behaviour will also be included (multiple sexual partners, received treatment for STD) to participants 18 years of age or older. The participants would be asked about previous surgical procedures, the frequency of dental visits and blood transfusions. Family members of participants testing positive for either Hepatitis B or C and people living in the same household will also be asked to enrol in the study.

Sample size 

A sample size of 2000 subjects has been estimated for the study. For HCV, we expect about 5% of the population to be anti-HCV positive. To estimate the level of prevalence with 1% precision and 95% confidence limit, we need a population of about 1825, assuming a refusal rate of 10%, we would start with 2000 individuals. For HBV, we expect about 6% of the population to be HBsAg positive. To estimate the level of prevalence with 1% precision and 95% confidence limit, we need a population of about 1955. The population at Kamalapur will be sufficient to estimate this level of prevalence. The above mentioned site will be used to conduct the research.
Eligibility Criteria

Age:

0-60 years

Gender:
Female and male

Written informed consent

Study sites 

Kamalapur: Demographic surveillance area of ICDDR,B located at the southeastern side of Dhaka city.
Study duration

Sample size for high accuracy screening is 2000 subjects and study duration will be 1 year. It would take about 10 months to complete the whole survey and blood sampling for HBV and HCV antibody testing. Every day about 10 subjects would be interviewed and blood samples drawn for antibody testing, every month about 200 subjects, and thus 2000 subjects would be complete in 10 months. We would require 10 teams for interviewing of 10 subjects each day. The remaining 2 months will be kept for data entry, editing and analyses.

Randomization

All the subjects will be randomly selected from all the 7 strata and all the 379 clusters of the Kamalapur Urban Site, the demographic surveillance area under the HSD of the ICDDR,B which covers 4.0 square kilometer area with a population size of about 200,000. The number of subjects that would be randomly selected from each cluster will depend on the number of households in each cluster. Randomization will be done by a person (CSD staff) who is not related to the study but experienced in doing so for long.

Study procedure

All the blood samples will be collected at the blood collection room of the Dhalpur clinic by a study physician where all the blood collection procedures are regularly done for other projects at the Kamalapur Urban Site. About 4 ml of blood will be collected from the antecubital vein of all subjects irrespective of the age. We will store the blood samples for further analysis in future research protocols. No DNA test of these samples will be done.

The questionnaires would be filled up by the respective Field Research Assistants (FRAs),  working in the area where the subject lives. It would be done in one room of the Dhalpur Clinic of ICDDR,B taking care of privacy. A comprehensive training will be organized by the investigators with all the Field Research Officers (FROs) and Field Research Assistants (FRAs) at the Dhalpur clinic before the onset of the study. The training will be repeated at intervals, if necessary. Regular monitoring of the whole study will be done by the investigators. The data for the children would be obtained from the mothers or attendants, when mothers would not be available on rare occasions.

All the subjects positive for HBV/HCV will be asked to visit the Dhalpur clinic of ICDDR,B within one week of the availability of the positive test results. Then they would be counseled by one of the investigator physician. At first they would be informed about their positive results. Then subjects would be evaluated for having any of the risk habits and asked to avoid those, if present. They would be advised to take necessary precautions not to infect any of their family members. For HBV negative family members of HBV positive individuals, vaccination will be arranged. They would be informed about the treatment options available in the country and referred to either the hepatology unit of IPGMR or a consultant hepatologist.

The results of the participants who would be positive for hepatitis B or C will be available within 72 hours. Therefore, their family members would be contacted in the same week and they would be enrolled within the next week. 

Vertical transmission assessment: We have planned to test all the family members (about 4 members in each family) for HBV/HCV who would be positive for either HBV or HCV. Therefore, if an infant under the age of 12 months is positive and his/her mother is positive for HBV/HCV and no other known risk factors are found, then vertical transmission could be claimed. 

Monitoring the impact of Hepatitis B vaccination

Impact evaluation is to see if the vaccination has reduced the disease burden. In diseases like Hepatitis B, given the end-points are death from cirrhosis or cancer of the liver, it will be many years before the impact can be measured. However, even for Hepatitis B, serologic surveys will provide information on the levels of the antibodies in the population.

1. The documentation of vaccination coverage will be difficult due to migration in the area under surveillance.
2. A first consequence of the implementation of routine vaccination is the decline of the incidence of hepatitis B in the age cohorts covered by immunization.

A decline of incidence of acute cases of disease in paediatric age groups is not easy to demonstrate because hepatitis B is rarely symptomatic in infants and children. The baseline level of incidence is usually already low before routine immunization.

3. In the long term, it is possible to verify a decline in the incidence and prevalence of chronic liver diseases, but many years will pass.

4. The changing prevalence of HBV markers in different age groups can be monitored.

Data on the decrease of prevalence of HBV markers are accumulating in countries where routine hepatitis B vaccination programmes were implemented. In Taiwan, during the 15 years following introduction of mass vaccination, HBsAg prevalence in the population of < 15 year olds dropped from 9.8% (1984) to 0.7% (1999) (49).

We could contribute data in order to show the changing prevalence of HBV. 11.2% of the Kamalapur population are younger than five years of age. Approximately 224 children <5 years should therefore be in our sample of 2000. The data of those children will serve as baseline. 5 years from now the cohort of than 0-5 year olds will have received vaccination against Hepatitis B and can be compared to our now collected sample concerning HBsAg and Anti-HBc.

Laboratory Investigations

I. HCV

1. Anti-HCV Screening Test (ELISA): An antibody diagnostic assay based on viral recombinant peptides. The third generation assays (ELISA-3) have a sensitivity of 97% and have shortened the mean time to seroconversion by 2-3 weeks. ELISA-3 tests are now the most widely used screening tests for HCV (50). This test will be done in BIRDEM, Dhaka.

2. Confirmatory Assay (RIBA): The recombinant immunoblot assay (RIBA) will be performed on screening-test-positive samples. Results will be interpreted as positive, negative and indeterminate.

A positive RIBA result is interpreted as anti-HCV-positive, although the presence of anti-HCV does not distinguish between current or past infection.

A negative RIBA indicates false-positive screening test results.

An indeterminate RIBA result can be observed in recently infected persons who are in the process of seroconversion, and in persons chronically infected with HCV, but it might also indicate a false-positive screening test result (50). In the case of an indeterminate RIBA we would perform HCV RNA testing by PCR. RIBA and PCR  tests will be done at the University of Basel, Switzerland free of cost.

3. Polymerase Chain Reaction (HCV RNA): If the subject is Anti-HCV positive and RIBA indeterminate, a highly sensitive and specific commercially available PCR would be used for detection of HCV RNA, as a molecular test, based on a simplified RNA extraction and a single, combined reverse transcription and amplification reaction (51). This test will be done at the University of Basel, Switzerland.

      















II. HBV

1. HBsAg, Anti-HBc: The markers will be measured by using the enzyme linked immunosorbent assay (ELISA) at BIRDEM, Dhaka.

HBsAg


Hepatitis B surface antigen (HBsAg) is the serologic hallmark of HBV infection. HBsAg appears in serum 1 to 10 weeks after an acute exposure to HBV, prior to the onset of hepatitic symptoms.

Persistence of HBsAg for more than six months implies chronic infection.

Anti-HBc

Anti-HBc will be able to detect subjects who have current and past HBV infection (prevalence). 


Almost all subjects infected with HBV usually develop Anti-HBc.

Main outcome measures

1. Prevalence of HBV

2. Prevalence of HCV

3. Self reported risk factor status

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).  


Kamalapur Urban Site

Kamalapur is an impoverished urban area located in the southeastern sector of Dhaka (approximately 30 – 40 minutes drive from ICDDR,B).  The surveillance area covers a 4.0 square kilometre area (1.5 square miles or 988 acres) and is located between a train terminal and a bus station, thus serving as a major point of population ingress and egress.  In December 2000, there were 32,339 households in the community, all of which have been entered into an electronic database maintained at ICDDR,B.  We are updating these figures with a new demographic survey underway now. The surveillance site was set up in 1998, although there had been ICDDR,B activity in the area prior to that. The site makes for an ideal setting in which to gather information on burden of diseases of importance in urban settings, and to conduct disease impact studies, as it is supported by a research infrastructure consisting of 5 components. These are: demographic surveillance (mapping and enumeration), active morbidity surveillance, clinical services designed to support all research activities, training, as well as monitoring and evaluation of all of the above activities. There are over 70 field staff regularly on site, including 8 doctors, 8 nurses, 15 health assistants, 3 field research officers, and 40 field research assistants. 

Features of the Study Population 

· The total population as of 30 November 2000 was 118,654.  The outmigration rate averages < 2%; however, the population of the community has doubled since 1997, largely as a result of immigration from rural areas.  

· The population is relatively young.  In our 1998 census, the mean age of males was 32.8 years, the mean age of females was 24.2 years, and 11.2% of the population was younger than five years old.

· There is a mixture of squatter settlements and formal permanent structures.  The mean household number is 4.0, but ranges from 1 – 20 persons per household. 

· Population density is 29,663 individuals per square kilometre (191 persons per acre or 77,048/sq mile). 

· The educational level in the community among adults is low; however, the majority of children less than 12 years attend school.  Mean level of schooling for men above 18 years old is 4.5 years, and for women is 3.1 years. 
· Unemployment is relatively low.  Most men less than 60 years are employed at least part time, resulting in total unemployment of only 1.6%.  Among occupations, the most common for men are merchant (24.2%), office worker (21.6%), rickshaw puller (17.0%), and skilled labourers (12.3%).  Day labourers and unskilled workers comprise only 7.7%.  The mean family income is TK 3,000 or about US $60/month. 
Thus, the surveillance community demonstrates potential risk factors of low income and overcrowding.  Other data show that there is also an absence of adequate sanitation, appropriate waste management, and other services that may affect the prevalence, and a high disease burden of infectious diseases such as diarrhoea, pneumonia and hepatitis.
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).


SPSS windows program will be used for entry, editing, and analyses of data. 

Adequate care/effort will be taken to ensure data quality.

The characteristics of the population under survey will be described with descriptive statistics (frequencies, means, medians).

The prevalences of HBV and HCV within this population will be calculated with 95% confidence intervals.

Associations between background characteristics and risk factors (sexual, percutaneous, and transfusion exposures) and exposure to HBV/HCV will be estimated with bi-variate and multivariate analysis. During bi-variate analysis, risk ratios will be calculated by constructing contingency tables for categorical variables, and for continuous variables t-test/M-W U test will be used. Odds ratios (OR) with 95% confidence interval (CI) will be calculated using multiple logistic regression. A p value <0.05 will be considered as statistically significant.
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.

Written, informed consent would be required for participation of each subject in the study, which would be conducted according to Good Clinical Practice (GCP), and the Declaration of Helsinki and relevant national guidelines with prior approval by the RRC and ERC.
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.

 This study will not use any animal.
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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.


The findings of the study will be disseminated through presenting the result at national, and/or regional and/or international scientific conference(s), and would also through publication in peer-reviewed medical journals.

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 will be a collaborative study between the University of Basel, Switzerland , BIRDEM, Dhaka and ICDDR,B.

We are collaborating with our collaborating institute (University of Basel, Switzerland) for many years (please see page 26). This project has been developed with the help of the collaborating institute from the concept paper level since last October 2002. We had a meeting at Geneva with Prof. Klaus Gyr (Co-Inv.) and Dr. Christian Rothermundt (Co-PI) in October 2002 to develop a concept paper of this protocol. Thereafter, we had exchange of ideas and different versions of the protocol by E. mail. Dr. Christian Rothermundt came to ICDDR,B on 4th April 2003 to finalize the protocol, to face the RRC, ERC meetings and to see the initiation of the study in June 2003. He will leave Dhaka on 26th June and hope to visit again to work for the project for 1 or 2 months till the end of the study. He will also be involved in data analysis and writing the manuscript. Prof. Klaus Gyr has already visited us between 4-9th April to discuss about the project and will help us in managing funds for the study.

We are also collaborating with BIRDEM, Dhaka with Prof. Dr. M. Sawkat Hassan as Co-Investigator of our project. He will be responsible to perform the laboratory tests of our study especially Anti-HCV ELISA, HBsAg and Anti-HBc. 

Biography of the Investigators


Give biographical data in the following table for key personnel including the Principal Investigator. Use a photocopy of this page for each investigator.


1    Name


:

Dr. Hasan Ashraf

2    Present position

:

Associate Scientist

3    Educational  background
:

M.D.

       (last degree and diploma & training

          relevant to the present research proposal)

List of ongoing research protocols  

(start and end dates; and percentage of time)

4.1.   As Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	2001-003
	01.01.2002
	30.06.2003
	10%

	99-042
	01.10.2000
	31.03.2003
	30%

	2002-036
	01.04.2003
	31.03.2005
	10%

	
	
	
	


4.2. As Co-Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3.   As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	2002-025
	
	
	5%

	2002-034
	
	
	5%

	
	
	
	

	
	
	
	


5.   Publications 

	Types of publications
	Numbers

	a)   Original scientific papers in peer-review journals                               
	12

	b)   Peer reviewed articles and book chapters                                                               
	

	c)   Papers in conference proceedings
	

	c)  Letters, editorials, annotations, and abstracts in peer-reviewed               journals  
	07

	c) Working papers
	

	b)  Monographs
	


6.    Five recent publications including publications relevant to the present research protocol
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  APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh

                                   Voluntary Consent Form


Title of the Research Project:  Prevalence of Hepatitis B and Hepatitis C virus infections in a selected community of Dhaka City, Bangladesh and the identification of the risk factors for acquiring the infection         


Principal Investigator: 
Dr. Hasan Ashraf

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.


Information for the Study Participant and Consent: Please ask our study staff to explain any words or information you do not understand. If you agree to take part in the study, we will give you a copy of this consent form. 

Introduction

ICDDR,B: The Centre for Health and Population Research is conducting a research on the prevalence of Hepatitis B virus (HBV) and Hepatitis C virus (HCV) infections in Dhaka, Bangladesh in collaboration with BIRDEM, Dhaka and University of Basel, Switzerland. We will also look for the risk factors for acquiring the infections in our country. We like to inform you that HBV is a major human disease and is a serious global public health problem. Of the 2 billion people who have been infected with HBV, more than 350 million have chronic (lifelong) infection. These chronically infected persons are at high risk of death from cirrhosis of the liver and liver cancer-diseases that kill about one million people every year. Similarly, HCV is also a major health burden affecting about 170 million people worldwide. The WHO estimates that 3% of the world population are chronically infected with HCV and that 3-4 million new infections occur each year. HCV infection leads to acute hepatitis in 20% of cases and chronic hepatitis in 50% of cases, 20% of which develop cirrhosis. Regional differences in prevalence are evident. Little is known about the prevalence of HBV & HCV infections among the general population of Dhaka, Bangladesh. 

Purpose of the study

As there is no reliable data concerning HBV and HCV infected individuals among the general population of Dhaka, Bangladesh and because many persons with chronic HBV and HCV infections remain asymptomatic, population-based serologic studies are needed to estimate the prevalence of the infections in Dhaka. We, therefore, propose to conduct a study, which will help us in estimating the overall prevalence of HBV and HCV infections and to identify the possible risk factors for acquiring the infections that might eventually guide to develop and evaluate prevention strategies.

Study Procedures

About 4 ml of blood will be collected from your/your child’s antecubital vein for the detection of HBV and HCV. The blood sample will be collected at the blood collection room of the Dhalpur clinic by a study physician. We will store the blood samples for further analysis in future research protocols. No DNA test of these samples would be done. The study will also involve an interview to fill up the risk factor questionnaire for acquiring the HBV/HCV infections. The risk factor questionnaire would  be filled up by the field research assistant of your area. The interview will be taken in one room of the Dhalpur Clinic taking care of privacy. Answering the more sensitive questions is optional and you may refuse to do so. The approximate length of time required for the interview would be 20-30 minutes.
If your test result would become positive for HBV/HCV, then you would be asked to visit the Dhalpur clinic of ICDDR,B within one week of the availability of the result. Then you would be counseled by one of the investigator physician. At first you would be informed about your positive result. Then you would be evaluated for having any of the risk habits and asked to avoid those. You would be advised to take necessary precautions not to infect any of your family members. For your HBV negative family members, vaccination will be arranged. You would also be informed about the treatment options available in the country and referred to either the hepatology unit of IPGMR or a consultant hepatologist.

Benefits

Your child/you would not receive any other benefit from participation into the study. However, you would be able to collect your HBV/HCV test results whenever available.

Risks and procedures to minimize them

No major risk is involved in this study. We will draw only 4 ml of venous blood once from your antecubital vein.

Rights

You are the only person to decide for and against participation of you/your child in the study. You may refuse enrollment of you/your child in the study, and may withdraw your consent at any time during the study without showing any reason and without any penalty.

Alternatives

If you/your child do not participate/withdraw from the study after initial participation, you/your child would receive the usual routine treatment available in the country for her/his current as well as future illnesses.

Confidentiality

All the information obtained from you/your child would be kept confidential and stored in a safe place, under lock and key, and none other than the staff of this study, and regularity authorities such as Ethical Review Committee of ICDDR,B would have an access to this information. The name or identity of you/your child would not be disclosed while publishing the results of this study.

Compensation

You/your child will be tested free of charge but neither you have to pay us nor we would pay you for participation of you/your child in this study.

Answering parents’/guardians’ questions

You would be able to freely ask questions about the study now, and would also be able to contact the investigators of this study afterwards at the address given below. We would be happy to provide the HCV/HBV test results of you/your child whenever available.

If you agree to our request for participation of you/your child into the study, please indicate that by signing or putting your left thumb impression at the specified space below.

Parents’/guardians’ Consent

I have read this consent form/the investigators have informed me on the details of the research study. Full and satisfactory answers have also been provided to all of my questions. I have also been told that I would be able to ask questions about the study.

Subject’s name:

Subject’s I.D. No:

____________________________
____________________________              _____________

Subject’s/Parent’s Name   
              
 Subject’s/Parent’s Signature /LTI     
Date 

_____________________________    
________________________________    
____________

Investigator/Representative’s Name     
Investigator/Representative’s Signature
Date

___________________________
________________


____________

Witness’s Name

           
Witness’s Signature


Date

Contact Address of the Investigators

Name:






Telephone Number


Dr. Hasan Ashraf





8811751-60 Ext. 2313


Dr. N. H. Alam





8811751-60 Ext. 2332


Dr. P. K. Bardhan




8811751-60 Ext. 2332/2311

Dr. R. N. Mazumder 




8811751-60 Ext. 2313







Dr. W. A. Brooks





8811751-60 Ext. 2327
Continuation Sheet (Number each sheet consecutively)


Detailed Budget for New Proposal (Revised Budget to start the project)


Project Title: Prevalence of Hepatitis B and Hepatitis C virus infections in a selected community of Dhaka City, Bangladesh and the identification of the risk factors for acquiring the infection         
Name of PI:
Dr. Hasan Ashraf


Protocol Number:  2003-018                                        Name of Division: Clinical Sciences Division


Funding Source: University of Basel, Switzerland     Amount Funded (direct): US$ 51,805    Total: US$ 64,756         Overhead (25%)


Starting Date: As soon as possible                            Closing Date: 1 year from the date of starting


Strategic Plan Priority Code(s):


	Sl. No


	            Account Description
	Salary Support

	
	            Personnel
	       Position
	Effort%
	Salary
	1st Yr
	Total

	1.
	Dr. Hasan Ashraf
	PI
	20
	1245
	2988
	2988

	2.
	Dr. N. H. Alam
	Co-Inv.
	5
	1614
	968
	968

	3.
	Dr. P. K. Bardhan
	Co-Inv.
	5
	1394
	836
	836

	4.
	Dr. R. N. Mazumder
	Co-Inv.
	
	
	
	

	5.
	Dr. W. A. Brooks
	Co-Inv.
	
	
	
	

	6.
	Dr. M. Sawkat Hassan
	Co-Inv.
	
	
	
	

	7.
	Medical Officer, CSA
	Co-Inv.
	100
	625
	7500
	7500

	8.
	Sr. Research Assistant (FT), GS-4
	
	100
	282
	3384
	3384

	9.
	Field Assistant (FT)-2, GS-2
	
	100
	197
	4728
	4728

	10.
	Health Worker (CSA), Special Grade-2
	
	100
	75
	1800
	1800

	
	Sub Total
	22205
	22205

	
	International Travel: To disseminate study findings at Int. Scientific Con.
	3000
	3000

	
	Sub Total
	3000
	3000

	
	Supplies and Materials (Description of items)
	
	

	1.
	Office supplies
	400
	400

	2. 
	Non-stock supplies
	500
	500

	
	Sub Total
	900
	900


	
	Other Contractual Services
	
	

	1.
	Repair and Maintenance
	400
	400

	2.
	E-mail, fax, DHL & other utilities
	500
	500

	3.
	Printing and Publication
	500
	500

	
	Sub Total
	1400
	1400


	
	Interdepartmental Services
	
	

	1.
	Microbiological tests (Anti-HCV, HBsAg, Anti-HBc: 2000x10.15=20300)
	20300
	20300

	2.
	Transport
	1000
	1000

	
	Sub Total
	21300
	21300

	
	Capital Expenditure
	
	

	1.
	Furniture
	1000
	1000

	2.
	Computer, Printer & accessories
	2000
	2000

	
	Sub Total
	3000
	3000

	
	Total Direct Cost
	51805
	51805

	
	Indirect Cost (25% Overhead)
	12951
	12951

	
	Total Project Cost
	64756
	64756


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.


Budget Justifications

1.
Salaries of personnel are requested according to the percentage of work of each person involved in the study.

2.
Laboratory costs are estimated as per BIRDEM laboratory charge for each test.

3. Capital expenditure includes cost of items considered to be essential to support the study such as computer, printer and accessories, file cabinet etc. 

4. Local travel includes the charge for sending the patients to their home. 

5. International travel is requested for dissemination of study findings and other study related matters.

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)


1. Protocol Number: 2001-003; Source: University of Basel, Switzerland; Amount: US$ 19,500; Duration: 1 year 6 months.

2. Protocol Number: 99-042; Source: NCOE (World Bank), followed by GOB Gates Match Fund; Amount: US$ 42,000; Duration: 2 years 6 months. 
3. Protocol Number: 2002-036; Source: University of Basel, Switzerland; Amount: US$ 55,613; Duration: 2 years.
Annexure 

Questionnaire 

	Questions for all study participant

	1.
	Date of birth
	Day
	Month
	Year

	2.
	Sex
	Male
	Female
	

	3.
	District of residence
	
	
	

	4.
	Duration of education, years
	
	
	

	5.
	How many persons live in your household?
	
	
	

	6.
	What is the monthly income of your household? Taka
	
	
	

	7.
	What is your occupation? Type of work
	
	
	

	8.
	Do you take daily insulin injections for diabetes?
	Yes
	No
	Don't know

	9.
	Do you have hemophilia?
	Yes 
	No 
	Don't know

	10.
	Is someone in your household chronically infected with hepatitis B?
	Yes
	No
	Don't know

	11.
	Is someone in your household chronically infected with hepatitis C?
	Yes 
	No
	Don't know

	12.
	Do you have proven chronic hepatitis B?
	Yes 
	No
	Don't know

	13.
	Do you have proven chronic hepatitis C?
	Yes
	No
	Don't know

	14.
	Were you vaccinated against hepatitis B?
	Yes 
	No
	Don't know

	15.
	Did you receive other vaccinations?
	Yes 
	No
	

	16.
	Did you receive any injection for any reason?
	Yes
	No
	

	17.
	Have you received treatment for STD?
	Yes
	No
	

	18.
	Have you ever had a blood test done?
	Yes
	No
	

	19.
	Have you ever been admitted to a hospital?
	Yes
	No
	

	20.
	Have you ever received a blood transfusion?
	Yes
	No
	

	21.
	Have you ever had a surgery?
	Yes
	No
	

	
	Circumcision?
	Yes
	 No
	

	22.
	Did you have tuberculosis skin test done?
	Yes
	No 
	Don't know

	Questions for adults

	23
	Did you ever come in contact with syringes and needles in your workplace?
	Yes
	No
	Don't know

	24
	Have you ever donated blood or plasma?
	Yes
	No
	

	25
	Participant’s Marital Status
	
	
	

	Optional questions for adults

	26
	Sexual partner/s
	Number
	Same sex
	Opposite sex

	27
	Did you ever have an abortion?
	Yes
	No
	

	28


	Injected illicit drugs
	Yes
	No
	

	Special conditions

	29


	Visits to the dentist
	
	
	

	30


	Hemodialysis
	
	
	

	31


	Nose, ear and body piercing
	
	
	

	32


	Tattoos
	
	
	

	33


	Acupuncture
	
	
	

	34


	Visits to the community barber


	
	
	

	35
	Visits to unregistered health care providers
	Yes
	No
	



                           Check List


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


1.  Face Sheet Included           (                 


2.  Approval of the Division Director on Face Sheet    ( 


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

4.  Table on Contents        (

5. Project Summary         (

6.  Literature Cited        (

7. Biography of Investigators       (

8.  Ethical Assurance               (

9.  Consent Forms                    (

10.  Detailed Budget                   (
ABSTRACT SUMMARY FOR ERC

Hepatitis B virus (HBV) is the smallest DNA virus pathogenic to humans. Hepatitis B is a major disease of humans and is a serious global public health problem. Of the 2 billion people infected with HBV, over 350 millions have chronic (lifelong) infection. These chronically infected persons are at high risk of death from cirrhosis of the liver and liver cancer-diseases which kill about one million people every year. In the United States, the seroprevalence of HBV were 4.9% and 5.5% during the period of 1988-94 and 1976-80, respectively. The prevalence among women living adjacent to Tejgaon Truck Stand, Dhaka was 3.6%. The prevalence of HBsAg among male drivers and helpers working out of Tejgaon Truck Stand, Dhaka was 5.9%. A cross-sectional study at a drug addiction treatment centre in Dhaka has shown the seroprevalence of HBsAg of 6.2% among injectable drug users (IDUs) and 4.4% among non-injectable drug users (non-IDUs). In a study carried out in Dhaka city among commercial sex workers, 78.7% had serologic evidence of current or past HBV infection and HBsAg was detected in 9.7%. As treatment for Hepatitis B is costly and effective in only about 45% of the patients, implementation of vaccination is especially important and has been proven to be cost-effective. In Bangladesh, inclusion of Hepatitis B in the childhood vaccination strategy, EPI initiative, is underway.

Hepatitis C virus (HCV), first isolated in 1989, is a small single-stranded RNA virus. Hepatitis C is a major health burden affecting about 170 million people worldwide. The WHO estimates that 3% of the world population are chronically infected with HCV and that 3-4 million new infections occur every year. HCV infection leads to acute hepatitis in 20% of cases, and 50% of the cases develop chronic hepatitis of which 20% develop cirrhosis. Although risk factors for acquiring HCV infection are known (transfusion of blood and blood products, prenatal or vertical infection, sexual transmission, intravenous drug use), in up to 50% of the cases no recognizable transmission factor/route could be identified. Regional differences in prevalence are evident-in the USA, antibodies to HCV are detected in 0.1-1.8% of the general population, and the overall weighted average prevalence for the central Africa region is 6.0%. The prevalence rate in Southeast Asia is 2.1%. Little is known about the prevalence of HCV infection in Bangladesh and neighbouring India. Among blood donors from South India, 0.77% were found to have anti-HCV. In an isolated community in north east India, however, the prevalence of anti-HCV was found to be very high, 7.89%. The prevalence in women living adjacent to a Truck Stand in Dhaka was 1.6%. A cross sectional study of women attending a basic healthcare clinic in Dhaka has shown the prevalence of antibodies to HCV of 0.9%. A study at a treatment centre for drug addicts at Dhaka has shown the seroprevalence of anti-HCV antibodies of 24.8% among IDUs and 5.8% among non-IDUs. More data on injecting drug users enrolled from two detoxification clinics and two needle/syringe exchange programs in Bangladesh was recently published, showing acute HBV infection in 3.0-12% and high prevalence of HCV (17.4%-66.5%).
As there is little authentic data concerning HBV and HCV infected individuals among the general population of Dhaka, Bangladesh, and because many persons with chronic HBV and HCV infections remain asymptomatic, population-based serologic studies are needed to estimate the prevalence of the infections in Dhaka. We, therefore, propose to conduct a study, which will help in estimating the overall prevalence of HBV and HCV infections and in identifying possible risk factors for acquiring the infections that would eventually guide development and evaluation of prevention strategies. As Hepatitis B vaccination for children is scheduled to start in 2003, we will be able to provide baseline data, which can be used in future studies designed to evaluate the impact of the vaccination strategy. A cross sectional survey will be conducted involving the administration of a self-completed risk factor questionnaire and provision for sampling of blood for HCV and HBV antibody testing. Information will be collected through interviews of all participants on demographic, occupational and behavioural characteristics by filling up a pre-designed questionnaire. 2000 subjects aged 0-60 years of both sexes living at Kamalapur Urban Site (population under demographic surveillance by the HSID of the ICDDR,B) will be selected after obtaining their voluntary written informed consent. Family members of index cases, testing positive for either Hepatitis B or C infection, as well as people living in the same household will also be asked to participate in the study. The main outcome measures will be the prevalence of HBV and HCV infections among the study participants. Self reported risk factor status would be another outcome measure.

Response to Attachment 1a:

1. Study subjects will involve all age groups including children to estimate the overall prevalence of both HBV & HCV infections among the general population of Dhaka.

2. No potential risk to the study subjects.
3. Not applicable as there is no potential risk.
4. All the information obtained from the study subjects would be kept confidential and stored in a safe place, under lock and key. None other than the staff of the study and regularity authorities such as Ethical Review Committee of ICDDR,B would have an access to this information. The name or identity of the study subject would not be disclosed while publishing the results of the study.
5. Signed informed consent for participating into the study would be obtained from either the subjects or the authorized legal guardian or parents of the minor subjects. Informed consent would be obtained before the enrollment of the subject into the study in presence of a witness who is not related to the study. Project staff would explain the whole procedure and also any words or information that subjects or parents/guardians of minor subjects do not understand before obtaining the consent.
6. Yes, the study involves an interview to fill up the risk factor questionnaire for acquiring the HBV/HCV infections. The defined risk factor questionnaire will be filled up by the respective field research assistants (FRAs) working in that area under the Kamalapur Urban Site of  ICDDR,B. The interview will be taken in one room of the Dhalpur Clinic taking care of privacy. The approximate length of time required for the interview would be 20-30 minutes.
7. The potential benefit gained by the individual subject is to know about her/his HBV/HCV status. If s/he is found to be positive for HBV/HCV, then necessary measures could be taken to arrest the spread of the virus. If any risk habit of acquiring HBV/HCV infections is found in any individual, s/he might be asked to avoid those. Adequate measures could also be taken to prevent the spread of the HBV/HCV infections to others especially amongst the family members. For HBV negative family members of HBV positive individuals, vaccination can be arranged. However, therapy of HBV/HCV infection cannot be offered. Health care professionals/policy makers/ planners could take necessary programmes to create awareness of the disease burden among general population and take necessary measures to prevent further spread of the infections.   
8. We will only use the risk factor questionnaire records and laboratory test results of the study subjects.
RRC Response

1. Comment: Methods – It needs to elaborate the followings:

Area – How the area would be selected? Which parts (7 strata and 379 clusters)?

Survey – How long it would take? How many to be interviewed each day? How many teams?

Response: 

Area - Subjects will be randomly selected from all the 7 strata and all the 379 clusters of the Kamalapur Urban Site, the demographic surveillance area under the HSD of the ICDDR,B which covers 4.0 square kilometer area with a population size of about 200,000. The number of subjects that would be randomly selected from each cluster will depend on the number of households in each cluster (page 10).

Survey – It would take about 10 months to complete the whole survey. Every day about 10 subjects would be interviewed, every month about 200 subjects, and thus 2000 subjects would be complete in 10 months. We would require 10 teams for interviewing of 10 subjects each day (page 10).

2. Comment: HBV and HCV positive subjects – How would the investigators handle this? (Information to the subjects, referral, advise, treatments etc.).

Response: All the subjects positive for HBV/HCV will be asked to visit the Dhalpur clinic of ICDDR,B within one week of the availability of the positive test results. Then they would be counseled by one of the investigator physician. At first they would be informed about their positive results. Then subjects would be evaluated for having any of the risk habits and asked to avoid those, if present. They would be advised to take necessary precautions not to infect any of their family members. For HBV negative family members of HBV positive individuals, vaccination will be arranged. They would be informed about the treatment options available in the country and referred to either the hepatology unit of IPGMR or a consultant hepatologist (page 10).

3. Comment: Blood samples collection – It is to be mentioned in the text (amount of blood, who will take, should it same for all ages? Collection site etc.).

Response: All the blood samples will be collected at the blood collection room of the Dhalpur clinic by a study physician where all the blood collection procedure are regularly done for other projects at the Kamalapur Urban Site. About 4 ml of blood will be collected from the antecubital vein of all subjects irrespective of the age. All this information has been mentioned in the text (page 10).

4. Comment: Inclusion of family members – Family members of participants positive for hepatitis B or C will be asked to enroll in the study. How long it would take to get the results and enroll them? Were the costs for all these (about more 800 samples) included in the budget?

Response: The results of the participants who would be positive for hepatitis B or C will be available within 72 hours. Therefore, their family members would be contacted in the same week and they would be enrolled within the next week. The costs for all these tests are included in the budget. We hope to get some test kits for HCV, either free of cost or at a reduced rate from the Hoffmann La Roche, Basel, Switzerland.

5. Comment: Questionnaire – What strategies would be taken to ask questions about sexual behaviours? How the training for the field workers would be accomplished? How data will be obtained from children?

Response: The questionnaires would be filled up by the respective Field Research Assistants (FRAs),  working in the area where the subject lives. It would be done in one room of the Dhalpur Clinic of ICDDR,B taking care of privacy. A comprehensive training will be organized by the investigators with all the Field Research Officers (FROs) and Field Research Assistants (FRAs) at the Dhalpur clinic before the onset of the study. The training will be repeated at intervals, if necessary. Regular monitoring of the whole study will be done by the investigators. The data for the children would be obtained from the mothers or attendants, when mothers would not be available on rare occasions (page 10). 

6. Comment: Vertical transmission (objective 3) – How this will be looked for?

Response: We have planned to test all the family members (about 4 members in each family) for HBV/HCV who would be positive for either HBV or HCV. Therefore, if an infant under the age of 12 months is positive and his/her mother is positive for HBV/HCV and no other known risk factors are found, then vertical transmission could be claimed (page 10). 

7. Comment: Collaboration – What will be the roles of the collaborating institute?

Response: We are collaborating with our collaborating institute for many years (please see page 28). This project has been developed with the help of the collaborating institute from the concept paper level since last October 2002. We had a meeting at Geneva with Prof. Klaus Gyr (Co-Inv.) and Dr. Christian Rothermundt (Co-PI) in October 2002 to develop a concept of this protocol. Thereafter, we had exchange of ideas and different versions of the protocol by E. mail. Dr. Christian Rothermundt came to ICDDR,B on 4th April 2003 to finalize the protocol, to face the RRC, ERC meetings and to see the initiation of the study in June 2003. He will leave Dhaka on 26th June and hope to visit again to work for the project for 1 or 2 months till the end of the study. He will also be involved in data analysis and writing the manuscript. Prof. Klaus Gyr has already visited us between 4-9th April to discuss about the project and will help us in managing funds for the study (page 20).

8. Comment: Other support (page 26) – Same protocol (#2001-003) has been mentioned twice.

Response: The different protocol (#2002-036) has been corrected (page 28).

9. Comment: Budget- Cost for microbiological tests (US$ 20,000) needs break down.

Response: The break down for the cost for microbiological tests (US$ 20,300) has been given in the detailed budget section of the protocol (page 26).

10. Comment: Study duration (page 10) – Study subjects will be selected from the following source. It is not given.

Response: The study subjects will be selected from the Kamalapur Urban Site of ICDDR,B only. The mentioned line came from a previous version of the protocol and now omitted (page 10).

11. Comment: Facilities available (page 11) – Last line should be deleted.

Response: The last line has been deleted and the last sentence has been modified (page 13). 

Additional changes to the protocol

Laboratory investigations has been revised. See algorithm (page 12).


Monitoring the impact of Hepatitis B vaccination has been incorporated (page 10).


Data analysis section has been modified (page 14).

Response to the modified version of the protocol # 2003-018

1. Comment: Many patients with HBV infection eliminate HBsAg but do not develop Anti-HBs. If the investigators test HBsAg and Anti-HBs they will miss this category of patients. However, almost all patients infected with HBV develop Anti-HBc. So if they test HBsAg and Anti-HBc of the patients who are negative for HBsAg will pick up almost all the patients who have current and past infection (prevalence). The investigators do not need to test Anti-HBs for prevalence study. This test will give you the proportion of patients having humoral immunity (page–12).

Response: According to the reviewer’s comment, we have now planned to perform HBsAg and Anti-HBc for detecting HBV infection (page 12).

2. Comment: Regarding the cost of microbiological tests, it is wondered whether they can cover the cost of RIBA, and HCV-RNA testing by PCR (budget page).

Response: We have considered the cost of Anti-HCV, HBsAg and Anti-HBc only in the budget (page 26). The RIBA and HCV-RNA will be performed at the University of Basel, Switzerland free of cost. 

Response to RRC Chairman’s comments (Protocol # 2003-018)

a) Comment: The protocol should mention what tests would be done in which laboratory.

Response: The Anti-HCV, HBsAg and Anti-HBc tests will be done at BIRDEM, Dhaka. The RIBA and HCV-PCR will be done at the University of Basel, Switzerland (pages 11-12). The samples for performing RIBA and HCV-PCR will be hand carried to Basel by the investigators.

b) Comment: The investigators may store the samples for further analysis in future through future research protocols. If so, the investigators should mention this in the protocol text and also modify the consent form to obtain study participants’ consent for future analysis of the sample. The investigators should clearly mention in the protocol as well as in the consent form that DNA test of these samples would not be done.

Response: All the blood samples will be stored for further analysis in future research protocols has been mentioned in the study procedure section (page 10) and consent form (page 23) of the protocol. No DNA test of these samples would be done in future has also been mentioned in the study procedure section (page 10) as well as in the consent form (page 23). 

Avš�©RvwZK D`ivgq M‡elYv †K›`ª, evsjv‡`k

Hw”QK m¤§wZ cÎ
M‡elYvi wk‡ivbvg t evsjv‡`‡ki XvKv kn‡i †ncvUvBwUm-we I †ncvUvBwUm-wm fvBivm msµg‡bi 

                          e¨vcKZv  Ges msµg‡bi SuywK mg�n wbY©q| 

[M‡elYvq Aš�©f‚w³ Ki‡Yi c�‡e© M‡elYvq Aš�©f‚w³Kvix‡K M‡elYvi D‡Ïk¨, cÖwµqv Ges M‡elYvi myweav cvIqv I G‡Z †Kvb SzuwK Av‡Q wKbv GBme wel‡q AeMZ Ki‡Z n‡e| M‡elYv cÖwµqv m¤^‡Ü we¯�vwiZ Rvbv‡Z n‡e| †hgb-SzuwK, mgq, myweav-Amyweav BZ¨vw` AskMÖnYKvixi mš�wói Rb¨ Zvi hveZxq cÖ‡kœi DËi w`‡Z n‡e Ges Zv-I Rvbv‡Z n‡e †h AskMÖnY KivUv m¤•�Y© Hw”QK| wkï‡`i †¶‡Î wcZvgvZv wKsev cÖK…Z AwffveK †_‡K m¤§wZ wb‡Z n‡e| M‡elYvq AskMÖnbKvix Aek¨B bvg mB A_ev e„×vs¸wji Qvc Øviv Zvi m¤§wZ Rvbv‡e|]

f‚wgKvt Avgiv evi‡Wg (XvKv) I ev‡mj wek¦we`¨vj‡qi (myBRvij¨vÛ) mv‡_  †hŠ_fv‡e evsjv‡`‡ki XvKv kn‡i †ncvUvBwUm-we Ges †ncvUvBwUm-wm fvBivm msµg‡Yi e¨vcKZvi Dci GKwU M‡elYv Pvjvw”Q| Avgv‡`i †`‡k msµg‡Yi SuzwKi KviY mg�n wbY©q Kivi †Póv Pvjvw”Q| Avcbv‡`i AeMwZi Rb¨ Rvbvw”Q †h, HBV fvBivm gvby‡li †iv‡M Avµvš� nIqvi GKwU eo KviY Ges GwU GKwU gvivZ¡K Rb¯^v¯’¨ mgm¨v| c„w_exi cÖvq  200 †KvwU ‡jvK HBV fvBivm Øviv Avµvš� Ges 35 †KvwU †jvK `xN© †gqv`x (mviv Rxe‡bi Rb¨) †iv‡M Avµvš�| `xN© †gqv`x ‡iv‡M Avµvš� e¨vw³‡`i hK…Z K¨vÝvi Ges hK…‡Zi Cirrhosis ‡iv‡M gviv hvIqvi SzuwK A‡bK †ekx, cÖwZ ermi cÖvq 10 j¶ †jvK GB mKj †iv‡M gviv hvq| Abyiƒcfv‡e, wek¦e¨vwc cÖvq 17 †KvwU †jvK HCV fvBivm Øviv Avµvš� Ges GwUI GKwU gvivÍK Rb¯^v¯’¨ mgm¨v| wek¦ ¯^v¯’¨ ms¯’vi wnmve g‡Z, wek¡ RbmsL¨vi kZKiv  3 fvM `xN© ‡gqv`x HCV fvBivm Øviv Avµvš� Ges cÖwZ eQi Av‡iv 30 †_‡K 40 j¶ †jvK bZzb fv‡e Avµvš� nq| HCV Øviv Avµv‡š�i kZKiv 20 fvM †jvK ¯^í †gqv`x †iv‡M Ges kZKiv 50 fvM †jvK `xN©†gqv`x †iv‡M †fv‡M| `xN©‡gqv`x †ivMx‡`i kZKiv 20 fvMB hK…†Zi Cirrhosis ‡iv‡M †fv‡M| AvÂwjKZv †f‡` GB †iv‡Mi e¨vcKZvi ZdvZ Lye ¯•ó| evsjv‡`‡ki XvKvq HBV Ges HCV msµg‡bi e¨vcKZv m¤•©†K Lye AíB Rvbv †M‡Q|

M‡elYvi D‡Ïk¨t evsjv‡`‡ki XvKv kn‡i mvaviY Rbmvavi‡Yi g‡a¨ HBV Ges HCV msµg‡bi †Zgb †Kvb Z_¨ Avgv‡`i Rvbv †bB Ges  HBV I HCV `¡viv Avµvš� e¨w³ `xN©w`b hveZ †iv‡Mi j¶Ywenxb Ae¯’vq †_‡K hvq| myZivs, evsjv‡`‡ki XvKvq msµg‡Yi e¨vcKZv wbY©q Ki‡Z RbmsL¨v wfwËK wmivg cix¶vi cÖ‡qvRb †`Lv †`q| HBV Ges HCV Gi e¨vcKZv wbY©q Ges Dnv msµg‡Yi SuywKi KviY mg�n wbY©q Kivi Rb¨ Avgiv M‡elYvi †Póv Pvjvw”Q hv‡Z fwel¨‡Z GB †iv‡Mi Dchy³ cÖwZ‡iva e¨e¯’v D™¢veb Kiv m¤¢e nq|

M‡elYvi c×wZ mg�nt Avcbvi A_ev Avcbvi wkïi nv‡Zi wkiv †_‡K 4 wgt wjt i³ msMÖn Kiv n‡e HBV Ges HCV cix¶v Kivi Rb¨| ajcyi wK¬wb‡K M‡elYviZ Wv³vi w`‡q i‡³i bgybv msMÖn Kiv n‡e| fwel¨Z M‡elYvi Rb¨ GB i‡³i bgybv msi¶Y Kiv n‡e| Z‡e GB bgybv w`‡q †Kvb wW Gb G cix¶v Kiv n‡e bv| Avcbvi GjvKi wdì wimv©P Gwmm&‡U›U †ncvUvBwUm ÔweÕ I ÔwmÕ fvBivm msµg‡Yi SzuwK msµvš� cÖkœejx c�iY Ki‡e| ajcyi wK¬wb‡Ki Avjv`v K‡¶ wb‡q Avcbvi mv‡_ GKv‡š� Avjvc Ki‡e| Avcwb B”Qv Ki‡j ¯•k©KvZi cÖ‡kœi DËi w`‡Z cv‡ib, Avevi bv I w`‡Z cv‡ib|  mv¶vrKv‡ii mgqKvj AvbygvwbK 20 †_‡K 30 wgwbU n‡e| HBV Ges HCV djvdj positive (wbwðZ) n‡j, Avcbv‡K/Avcbvi wkï‡K ICDDR,B-i ajcyi wK¬wb‡K Avmvi Rb¨ ejv n‡e| cÖ_†g Avcbv‡`i positive djvdj Rvbv‡bv n‡e Ges M‡elYvKvix wPwKrmK Avcbv‡K Dchy³ civgk© w`‡eb| Zvici Avcbvi SzuwKc�Y© Af¨vm¸wj g�j¨vqb Kiv n‡e Ges cwinvi Ki‡Z ejv n‡e| Avcbv‡K Dchy³ civgk© †`Iqv n‡e cÖ‡qvRbxq mveavbZv Aej¤^b Kivi Rb¨, hv‡Z cwiev‡ii Ab¨ †KD Avµvš� bv nq| cwiev‡ii mKj HBV negative m`m¨‡K wUKv †`Iqvi e¨e¯’v Kiv n‡e| Avcbv‡K GB †`‡ki Dchy³ wPwKrmv m¤•‡©K AewnZ Kiv n‡e Ges IPGMR-Gi Hepatology Unit A_ev we‡klÁ Hepatologist  Gi Kv‡Q cvVv‡bv n‡e|

mzweavw`t  Avcwb ev Avcbvi wkï‡K GB M‡elYvq AskMÖn‡Yi Rb¨ †Kvb myweav †`Iqv n‡e bv| Z‡e  HCV A_ev HBV cix¶vi djvdj Rvbv‡bv n‡e|

SuywK I SuywK Kgv‡bvi c×wZt GB M‡elYvq ‡Zgb †Kvb SzuwK †bB| Avgiv ïaygvÎ GKevi Avcbvi /Avcbvi wkïi wkiv (Antecubital vein) †_‡K 4 wgt wjt i³ †b‡ev|

M‡elYvq AskMÖnYKvixi AwaKvit GB M‡elYvq Avcbvi/Avcbvi wkïi AskMÖnY m¤•�Y© †m¡”Qvg�jK| B”Qv Ki‡j Avcwb wb‡R A_ev Avcbvi wkï‡K GB M‡elYvq Aš�©fz³ Ki‡Z cv‡ib| AskMÖn‡bi c‡iI †h †Kvb mgq Avcwb A_ev Avcbvi wkï‡K M‡elYv †_‡K bvg cÖZ¨vnvi K‡i wb‡Z cvi†eb| †Kvb KviY Ges fZ©ywK Qvov M‡elYv PjvKvjxb Ae¯’vq, †h †Kvb mgq Avcwb Avcbvi m¤§wZ cÖZ¨vnvi Ki‡Z cvi‡eb|

weKí e¨e¯’vt M‡elYvq AskMÖn‡bi c‡iI Avcwb/Avcbvi wkï‡K cÖZ¨vnvi K‡i wb‡Z cv‡ib| eZ©gvb A_ev fwel¨‡Zi Amy¯’Zvi Rb¨ Avcwb/Avcbvi wkï †`‡ki cÖPwjZ wPwKrmv myweav cv‡eb|

Z‡_¨i ‡MvcbxqZv i¶vt

Avcbvi/Avcbvi wkïi †_‡K cvIqv Z_¨ I djvdj Zvjve× Avjgvix‡Z †Mvcb ivLv n‡e| Gme Z_¨ GB M‡elYvq RwoZ M‡elK I Kg©x Ges wbqš�bKvix KZ©„c¶ †hgb AvB. wm. wW. wW. Avi., we.Õi ÓbxwZ ch©v‡jvPbv KwgwUÓ Qvov Ab¨ †KD Rvb‡Z cvi‡eb bv| M‡elYvi djvdj cÖKv‡ki mgq †Kv_vI Avcbvi A_ev Avcbvi wkïi bvg ev cwiP‡qi D‡j­L _vK‡e bv|

¶wZc~iYt

Avcbv‡K/Avcbvi wkï‡K †Kvb A_© LiP Ki‡Z n‡e bv Ges GB M‡elYvq AskMÖn‡bi Rb¨ Avcbv‡KI †Kvb iKg A_© †`qv n‡e bv|

M‡elYvq AskMÖnbKvixi cÖ‡kœi DËi cÖ`vbt

Avcbvi GB M‡elYv mg‡Ü †Kvb cÖkœ _vK‡j Avcwb Zv GLb wKsev cieZ©x‡Z Ki‡Z cvi‡eb| Avcwb PvB‡j cieZ©x‡ZI Avcbvi cÖ‡kœi DË‡ii Rb¨ GB M‡elbvi M‡elK‡`i mv‡_ bx‡Pi wVKvbvq †hvMv‡hvM Ki‡Z cvi‡eb| Avgv‡`i Rvbv mv‡c‡¶, Avcwb PvB‡j Avcbvi A_ev Avcbvi wkïi †ncvUvBwUm ÔweÕ A_ev †ncvUvBwUm ÔwmÕ Gi  wi‡cvU© Avcbv‡K Rvbv‡bv n‡e|

Avcwb Avgv‡`i M‡elYvq Avcbvi A_ev Avcbvi wkïi AskMÖn‡b m¤§Z _vK‡j AbyMÖn K‡i bx‡Pi wbw`©ó ¯’v‡b Avcbvi ¯^v¶i/evg e„×v½ywji wUcmB w`b|

gvZv wcZvi / Awffve‡Ki m¤§wZt

m¤§wZcÎ Avwg c‡owQ| Avgv‡K M‡elYvi Kg©x GB M‡elYvi e¨vcv‡i we¯�vwiZ Rvwb‡q‡Qb| Avgvi mKj cÖ‡kœi m¤•�Y© Ges m‡š�vlRbK DËi †`Iqv n‡q‡Q| Avgv‡K GI Rvbv‡bv n‡q‡Q †h, cieZ©x‡Z Avwg Avgvi A_ev Avgvi wkïi M‡elYvi e¨vcv‡i cÖkœ Ki‡Z cvi‡ev|

‡ivMxi bvgt

‡ivMxi µwgK b¤^it
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Awffve‡Ki bvg


Awffve‡Ki ¯^v¶i/wUcmwn

ZvwiL
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M‡el‡Ki/cÖwZwbwai bvg

M‡el‡Ki/cÖwZwbwai ¯^v¶i

ZvwiL
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¯^v¶xi bvg


¯^v¶xi ¯^v¶i


ZvwiL

M‡el‡Ki mv‡_ †hvMv‡hv‡Mi wVKvbv

M‡el‡Ki bvg





‡Uwj‡dvb b¤^i

Wvt nvmvb Avkivd





8811751 - 60 / 2313

Wvt byi nK Avjg





8811751 - 60 / 2332

Wvt wc †K ea©b





8811751 - 60 / 2332, 2311


Wvt i‡gb`ª bv_ gRyg`vi




8811751 - 60 / 2313

Wvt Ave`yj­vn eª“K&m




8811751 - 60 / 2327

  ELISA for HCV





  Negative





      HCV negative


No more tests needed








  Positive





  		       RIBA HCV





  Negative





  Indeterminate





  Positive





  HCV Positive





  PCR





  Pos





Neg





   HCV Indeterminate
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