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Relevance of the protocol:

Visceral leishmaniasis (VL) is a life-threatening vector-borne disease, which is commonly known as ‘Kala-azar’. More than 90 % of the estimated 500,000 new VL cases per year occur in Bangladesh, India, Nepal and Sudan and VL is considered one of the most neglected parasitic diseases in the world. In the Indian subcontinent, VL is mainly caused by L.donovani, which is transmitted from man to man by the sandfly P.argentipes (Phlebotomus argentipes), without a known animal reservoir. VL is considered a problem of public health importance, and a regional elimination plan was launched in 2001. However, current approaches fail to control a kala-azar epidemic in Bihar (India). Passive case detection and treatment is the main strategy, with insecticide-spraying being applied to a variable extent, as it has a high cost and is not well accepted by the communities. Past studies have provided some information about the efficacy of insecticide-treated bednets (ITNs) in the prevention of cutaneous leishmaniasis, but not for VL.  Besides the efficacy of a tool, the most important question on the mind of policy makers is whether this intervention is cost-effective and if it is sustainable. Cost-effectiveness of a health intervention depends on the cost of the proposed intervention, effectiveness of the intervention in either prevention or treatment of illness, and on the economic impact of illness and treatment on households.   Until now, no studies measured the cost and cost-effectiveness of impregnated bednets in the prevention of Leishmaniasis (kala-azar).  This project sets out to evaluate the value (economic and epidemiological) of ITNs in the prevention of VL in the Indian subcontinent. 

ICDDRB’s role is to:

1. Estimate the cost-effectiveness of long lasting insecticidal nets (LLIN) in the prevention of L.donovani infection compared to other community interventions.  
2. Estimate the impact of use of LLINs on economic status of households
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This research falls under the priorities identified under the infectious diseases program and the health and family planning systems: 

1) Define the epidemiology and burden of selected infectious diseases and identify effective strategies for prevention and control. These include tuberculosis, diarrhoea, ALRI (pneumonia), typhoid fever, dengue, malaria, kala azar, and drug-resistant infections (Strategic code 17). 

2) Evaluate alternative service strategies and provide evidence to better define health service strategies and conduct economic analysis of programmes (code 23).

This study aims to study the efficacy and cost-effectiveness of long-lasting insecticidal bed-nets, a prevention strategy for Kalaazar. 
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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. Shamima Akhter (Internal) and Dr. Beena Varghese (External)

Main Study: Efficacy, acceptability and cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar
Project Name: Cost-effectiveness (CE) of long lasting insecticidal nets in the prevention of Kala-azar

Total Budget $US200,736                              Beginning Date   01/09/2005 (main study)           01/01/2006 (CE part)                                    Ending Date  31/08/2009



BACKGROUND: Visceral leishmaniasis (VL) is a life-threatening vector-borne disease which is commonly called ‘kala-azar’, however is among one of the most neglected parasitic diseases in the world. More than 90 % of the estimated 500,000 new kala-azar cases per year occur in India, Nepal, Bangladesh and Sudan.  In the Indian subcontinent, kala-azar is mainly caused by L.donovani, which is transmitted from man to man by the sandfly. Passive case detection and treatment is the main strategy, with insecticide-spraying being applied to a variable extent. Over the past two decades, insecticide-impregnated bednets (ITN) have emerged as one of the most effective methods of reducing transmission of vector-borne diseases. However, very few studies have tested the effect of treated bednets on the incidence of kala-azar.  

For policy makers, economic impact and cost-effectiveness of an intervention are important decision parameters. However, no studies have provided any estimates of economic impact, of cost and cost- effectiveness of this intervention. This study as part of the main study aims to measure the cost-effectiveness of ITNs compared with no ITNs as well as the economic impact of the disease and the intervention. 

METHODS: The cost-efficacy analysis will be based on the cost and efficacy estimates of long-lasting insecticidal nets (LLIN) intervention obtained in the actual trial.  LLINs are the specially made bed-nets with polyethylene blended with synthetic pyrethroids (permethrin, deltamethrin or lambda-cyhalothrin) as active ingredients. Cost estimates will include costs of distribution of LLINs, cost of Behavioural Change Communication (BCC), and cost of illness measured both in the intervention and control areas.  We propose to use efficacy measured as incidence of L donovani infection and cases of kala-azar averted in the intervention group compared to control group.  Using information on acceptability and compliance in regular use of LLIN (from other studies and another work package in the main study) we will develop a decision model to estimate the cost-effectiveness of LLINs in the population compared to no bednets or other existing community interventions.  Economic impact will be measured using a household survey at baseline and periodically after that to measure the changes in expenditures and savings pattern in both the intervention and control areas.  

DISCUSSION: This study would be first of its kind to provide both epidemiological and economic estimates of an intervention to prevent VL (kala-azar).  The social value of the proposed study is that it targets the poorest segments of society in India and Nepal, aiming at poverty reduction in line with EU development aid policy. If an effect is demonstrated in the trial, the project carries a realistic chance of bridging the gap between research findings and policy and possible advocacy for use of LLINs in the Indian subcontinent. 
KEY PERSONNEL (List names of all investigators including PI and their respective specialties)


Name                                                                Professional Discipline/ Specialty                                  Role in the Project


1. Dr. Shamima Akhter 


MBBS, MSc (Health economics), 


Internal  PI, 

2. Dr Beena Varghese 


PhD (Health economics)



External Co PI  

3. Dr. Marleen Boelaert 


PhD (Epidemiologist)


Coordinator, Main study

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.


1. Long-lasting insecticidal bednets (LLINs) are a cost-effective VL (kala-azar) intervention

2. VL (kala-azar) results in significant impoverishment among households.
3. Households that use LLINs (through decrease in incidence of disease) have a better economic status than those who do not use LLINs.
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 cost and cost-effectiveness of an LLIN-based prevention strategy. 

2. To estimate the impact of use of LLIN on economic status of households in the study area.

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).

                                                                                                                                                                                          

BACKGROUND:

Visceral leishmaniasis (VL) is a life-threatening vector-borne disease with a fatal outcome if untreated. This disease is commonly known as ‘kala-azar’. In the Indian subcontinent, Kala-azar is mainly caused by L.donovani, which is transmitted from man to man by the sandfly (1-4). House spraying with residual insecticides is recommended by the WHO (5), and it has been the most often used vector control measure so far. However, lack of strong evidence of effectiveness (6), coupled with concerns over their side-effects to health & environment, costs of ingredients, and most importantly the low acceptance by the community compromises the longer-term effectiveness and sustainability of this intervention. Over the past two decades, insecticide-impregnated bednets (ITN) have emerged as one of the most effective methods of reducing transmission of vector-borne diseases. ITNs act as 'baited traps' and also have important deterrent and repellent effects (7). Long lasting insecticidal nets (LLINs) are special type of ITNs which don’t need re-treatment with insecticide after washing. These are specially made nets of polyethylene blended with synthetic pyrethroids (permethrin, deltamethrin, lambda-cyhalothrin) as active ingredients. Insecticides move through the threads of the net by diffusion. However, very few studies have tested the effect of treated bednets on the incidence of kala-azar.  

Besides the efficacy of a tool, the most important question on the mind of policy makers is whether this intervention is cost-effective and if it is sustainable. Cost-effectiveness of a health intervention depends on the cost of the proposed intervention, effectiveness of the intervention in either prevention or treatment of illness, and on the economic impact of illness and treatment on households (8,9).   Until now, no studies have measured the cost and cost-effectiveness of impregnated bednets in the prevention of Leishmaniasis. This has affected the wide spread use or advocacy of ITNs.  

In summary, there is clear need to evaluate the efficacy of impregnated bednets on L.donovani infection rates as well as to better document the acceptability, cost, and cost-effectiveness of such an intervention along with the economic impact of disease and intervention on households. The proposed study as part of the main study will estimate the cost-effectiveness of long lasting insecticidal nets (LLINs) in terms of cost per case of VL (kala-azar) averted and will measure the economic impact of VL (kala-azar) and the intervention on households. 

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). 


The proposed efficacy trial in the Nepal/India border areas will test the efficacy of long lasting insecticidal nets (LLINs) in preventing VL (kala-azar). Within the trial context, LLINs will be distributed free of cost for the consumer. Two to three LLINs will be distributed per household in the intervention group and none for the control group. However, for policy makers, it is important to anticipate future mechanisms of delivery, in which LLINs could be made available in the market at full or partly subsidized prices or distributed free. Long lasting insecticidal nets (LLINs) are special type of ITNs which don’t need re-treatment with insecticide after washing. These are specially made nets of polyethylene blended with synthetic pyrethroids (permethrin, deltamethrin, lambda-cyhalothrin) as active ingredients. Insecticides move through the threads of the net by diffusion. In this study any of two available types of LLIN will be used for intervention; Olyset net® (Sumitomo Chemical Co., Ltd, Japan) and PermaNet® (Vestergaard Frandsen, Denmark). Olyset is treated with Permethrin 2% (w/w) and PermaNet 2.0 is treated with deltamethrin (target deltamethrin concentration is 55 mg a.i./m2 with). Both of these LLINs are already reviewed by WHO PESTICIDE EVALUATION SCHEME (WHOPES) for their efficacy and effectiveness. 

The cost-efficacy analysis will be based on the cost and efficacy estimates of LLIN intervention obtained in the actual trial. Cost and effectiveness measures of existing community interventions or programs (like the insecticide spraying campaigns) if available may be measured and used for comparison with LLINs. Cost estimates will include costs of distribution of LLINs, cost of Behavioural Change Communication (BCC) or Information Education Campaigns(IEC), and cost of illness measured both in the intervention and control areas. We propose to use efficacy measured as incidence of L donovani infection and cases of VL averted in the intervention group compared to control group. Cost estimates obtained from the study will be used to measure the cost-efficacy of LLINs in prevention of kala-azar. We will use estimates of acceptability and compliance in regular use of LLIN obtained from other sites and as provided by another work package within the main study to translate efficacy into effectiveness measures. We will then develop a decision model to estimate the cost-effectiveness of LLINs in the population compared to no bednets or other existing community interventions (10). A societal perspective will be used and provider and user surveys will be used for data collection (8-13).

· Cost of the intervention can be tracked through the LLIN distribution program. The factors that will influence these include the average size of population, average number of LLIN per household and average cost of each LLIN. We will also track costs of BCC or IEC as they are perhaps one of the essential components of the intervention. Financial and economic costs (opportunity costs of volunteers etc) will be estimated.

· Cost of illness estimates will be used to calculate the cost of averted illness in the intervention group compared to control group. However, since illness associated with VL has different levels of severity and has important sequelae, it will be important to measure the proportion of different conditions in the two groups at baseline and during and after the intervention. For the cost of illness estimates, we do not expect significant differences in unit cost of different conditions associated with VL between intervention and control group. For cost data collection, provider and user surveys in the study sample will be used at baseline and end of study.

To estimate of the economic impact of illness and intervention on communities, a household level survey at baseline and periodically after that will be used.  This will measure the changes in expenditures and savings pattern in both the intervention and control areas and will give us an estimate of the economic impact of intervention and illness on the community. We assume that in the intervention group due to increased bednet use, incidence of disease will reduce; BCC may improve case detection and early identification of illness all of which will reduce the total expenditure to household and therefore economic burden on families. In the control areas, we do not expect significant changes in incidence and health care seeking behaviour and therefore do not expect reduction in economic burden due to illness. We will consider all other major household expenses and most of the known factors that would influence savings and expenditures of the HHs.  During data analysis we will control for the effects of all these variables.   

If LLINs prove to be effective in reducing VL incidence, estimates of cost-efficacy and effectiveness along with economic impact estimates will be useful advocacy tools to scale up the use of LLINs.

See detailed methodology of the main study in the attached file named ‘Description of work of KALANET project’ as PDF format.
Time line of surveys

Baseline survey: Economic impact household survey will be done either as a part of other baseline surveys or as an independent survey, expected at end of first year.  

Cost of Intervention: We will set up a cost tracking mechanism at the start of the intervention to identify all costs related to the intervention. Costs related to research activities will be separated. We will identify all start-up and variable costs related to BCC or IEC, training, community mobilization etc.   We will identify and track any other costs related to intervention.  Monitoring of collected data will be done quarterly or less frequently.

Cost of illness: A household and provider survey will be done during mid point and or end of intervention to collect data related to cost of illness.  If intervention trial is expected to affect severity of illness (early diagnosis and treatment) in both the intervention and control arms then a baseline survey may be more useful.

Follow up survey: Economic impact may be measured every six months in the intervention and control groups.

Study population and sample size: 

The study will be conducted in the Kala-azar endemic area adjacent to the Nepal/India international border. Work will be conducted in one district of Bihar in India and in districts of South-east part of Nepal which borders the state of Bihar, India. For the main study, the study population will be composed of all inhabitants above age 2 years in the endemic region giving informed consent. A minimum of 10 clusters in the intervention and 10 in the control arm will be included in the sample. A cluster is defined as a group of minimum 100 households (or 500 persons) living in an area with high L.donovani transmission, defined as a reported incidence of 1% per year clinical VL disease (kala-azar) over the past three years or 2% VL infection per year (assuming 1 clinical case:2 sub clinical cases). 

Main study expects to be able to follow-up 350 persons over a period of 2 years in each cluster (contributing 700 person-years of observation). Details of the sample size calculation are provided in the main protocol.  

For CE part of study, we will use same population and same sampling strategy. This will give us the opportunity to use a large enough sample size to provide accurate estimates of costs of the intervention and illness.      

Data collection :

Cost Data will be collected in the baseline, during the intervention period, and at the end of the study. Cost of intervention will be collected through a cost tracking mechanism set up at the beginning of the study to track all intervention related costs. Cost of illness data will be collected through household and provider interviews at different time periods. Economic impact data will be collected using a household survey that will include details on expenditure and savings pattern of the HH following a standard format applicable for that group of population. Data collection tools will be developed before the proposed time of data collection and would be approved by the scientific council of the study. 

Data collection is supposed to begin during June-August’2006. Whenever questionnaire (baseline) will be finalized in February/March 2006 that will be submitted before the committee for consideration and after getting approval from the committee the protocol activities will be initiated. Questionnaire (of other rounds) will be submitted to the ERC for consideration and approval in due time before initiated into the field.

Study outcomes:

The efficacy of the intervention will be measured by the reduction in incidence of L.donovani infection and in the number of cases of VL in the intervention areas compared to control areas. Cost and cost-effectiveness outcomes will include:

1) Cost per case of L.donovani infection averted

2) Cost per life year gained

3) Cost per ITN distributed

4) Cost per case of VL in the intervention and control areas

5) Mean expenditures in households with and without LLINs

6) Mean work days lost 

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).  


The study will be conducted in the Kala-azar endemic area adjacent to the Nepal/India international border. In India, work will be conducted in one district of Bihar, situated in the North of Patna and has a total population of 3.47 million (2001 census). In Nepal, study will be conducted in districts of South-east part of Nepal with a population of 500,000 to 800,000 inhabitants and are situated to the south of Dharan.
A research office will be established in the Nepalese and Indian research centres. The office will be equipped with communication technology to facilitate the communication between field sites and field coordinator. All the staffs will be recruited locally. Land transport will be used for local traveling.
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).


Data will be double entered and managed with the support of other partners at the research office in the Nepalese and Indian research centers. . For the CE study, the Investigators will use SPSS software and Microsoft Excel to analyze data. DATA software will be used for developing the decision model.

Analysis will include cost calculation, simple bivariate analysis, decision modeling, and multivariate analysis (if required).
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 approval will be requested from the appropriate government bodies before initiation of the study. Written informed consent will be obtained from household head and individual members. Study participation will be completely voluntarily and participants will be informed that they can withdraw at any time from the study without penalty. For the costing study, we will add few lines in the common written consent form to inform the HH members about cost, expenditure and savings data collection. The written consent form of the main study is still not prepared. The ethical issues addressed in the main study proposal can be found in the attached file named ‘Description of work of KALANET project’ as PDF format (page 51-52). 

Potential harm and benefit to participants: No harm is anticipated from participating in focus group discussions or interviews
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.


Not applicable
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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 results of this research project will be presented and disseminated in several ways. 

Written feedback will be given to decision makers and other stakeholders. 

Study results will be presented at international conferences and published in international peer-reviewed medical journals to reach scientific community.
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 study is part of larger randomized controlled study, conducted by a consortium of partners and lead by Dr. Marleen Boelaert of Institute of Tropical Medicine, Belgium.  The consortium includes partners from various institutes as listed on the face sheet.  A consortium agreement is being prepared.  

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


: Beena Varghese

2    Present position

: Health Economist, HSID

3    Educational  background
: PhD, Health Economics (1997)

       (last degree and diploma & training

          relevant to the present research proposal)

4
List of ongoing research protocols :  Most of my work has been based on secondary data analysis: 

1) Comprehensive review of Reproductive health status among women in Bangladesh.  World Bank funded study October 2003 to August 2004. 

2) Targeting of health interventions by socioeconomic status—is it relevant for Bangladesh.  DFID funded study (September 2004 to August 2005

3) Economic evaluation of neonatal interventions—CARE India and SNL programs in Bangladesh.  September 2004 to December 2005

4.1.   As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	2003-023
	July 2003
	June 2006
	10%

	2003-015
	April 2003
	May 2006
	10%


5   Publications 

	Types of publications
	Numbers

	a) Original scientific papers in peer-review journals 
	4

	b) Peer reviewed articles and book chapters 
	1

	c) Papers in conference proceedings
	6

	c) Letters, editorials, annotations, and abstracts in peer-reviewed               journals 
	1

	c) Working papers
	4

	b)  Monographs
	


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

1. Varghese B and George SV.  Book Review: AIDS in Asia. The Challenge Ahead. Editor: Jai. P. Narain. Bulletin of the World Health Organization (in press)           

2. Sharma A, Bern C, Varghese B. et al. The economic impact of kala-azar on households in Bangladesh. (Manuscript under review).

3.  Chesson HW, Scotton CR, and Varghese B.  Does funding for STD and HIV prevention matter? Evaluation Review 2005; 29(1): 3-23.

4. Varghese B, Maher JE, Peterman TA, Branson BM and Steketee RW.  Reducing the risk of sexual transmission of HIV: Quantifying the per-act risk for HIV infection based on choice of partner, sex act and condom use. Sexually Transmitted Diseases 2002; 29:38-43.

5. Varghese B and Peterman TA.  Cost-effectiveness of HIV counseling and testing in U.S. Prisons.  Journal of Urban Health 2001,78; 304-312.

6. Varghese B, Peterman TA and Mugalla C.  Cost-effectiveness of voluntary counseling and testing in Kenya and Tanzania. (Letter) Lancet 2001, 357:144-145.

7. Varghese B, Peterman TA and Holtgrave DR.  Cost-effectiveness of counseling and testing and partner notification: a decision analysis.  AIDS 1999, 13:1745-1751

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


: Shamima Akhter

2    Present position

: Research Investogator, HSID

3    Educational  background
: MSc (Health Economics) (2001)

       (last degree and diploma & training

          relevant to the present research proposal)

4
List of ongoing research protocols:   

1. Comprehensive review of Reproductive health status among women in Bangladesh.  World Bank funded study October 2003 to August 2004. 

2. Targeting of health interventions by socioeconomic status—is it relevant for Bangladesh.  DFID funded study, September 2004 to August 2005

3. Willingness-to-Pay (WTP) study for Zinc tablet distributed through NGO providers. July 2004 to September 2005

4.1 As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	2003-015
	April 2003
	May 2006
	50%


5   Publications 

	Types of publications
	Numbers

	a) Original scientific papers in peer-review journals 
	

	b) Peer reviewed articles and book chapters 
	

	c) Papers in conference proceedings
	2

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

	d) Working papers
	

	c)  Monographs
	


                                                                    APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh

                                   Voluntary Consent Form


Title of the Research Project:            


Principal Investigator:


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.


We will add these lines to the main consent form of the study (still to be developed): 

We will also ask you few questions about the expenditures related to ‘kala-azar’ illness and treatment, your household income, household expenditures and savings and some other socio-economic status related issues.   

Whenever the consent form(s) in the line of the ERC-approved consent form format will be developed, that consent form will be submitted to the Committee for consideration before initiation of the protocol activities. If the consent form (each round) will have any change, those will be submitted to the ERC for consideration and approval.


Signature of Investigator/ or agents                                                                              Signature of Subject/ Guardian

 Date:                                                                                                                                   Date:

Detailed Budget for New Proposal


Project Title: Cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar 

Name of PI: Dr. Shamima Akhter


Protocol Number:  2005-036                                    Name of Division: HSID


Funding Source: European Union            Amount Funded (direct): $US 167,280          Total: $US 200,736                    Overhead (20%) $US 33,456

Starting Date: 01/01/2006                                    Closing Date: 31/08/2009


Strategic Plan Priority Code(s): 17 and 23


Budget Details

	Categories
	Total (in $US)
	Total (in Euros)

	Consultant /External PI
	
	

	Fees (January 1 2006 to Aug 31 2009, for 14 person months):
	86,100
	70,000

	Domestic and International travel
	33,210
	27,000

	Survey (printing, copying, phone)
	3,690
	3,000

	ICDDRB staff 
	
	

	Dr. Shamima Akhter, PI (50% from January 1 2006, 44 months)
	19,778
	16,080

	Ms. Nadia Rashid (50% for 25 months)
	4,822
	3,920

	Travel (international)
	7380
	6,000

	Survey (printing, copying, utilities, communication)
	8610
	7,000

	
	
	

	Audit costs
	3,690
	3,000

	
	
	

	Total direct
	167,280
	136,000

	
	
	

	ICDDRB overhead (20%)
	33,456
	27,200

	
	
	

	TOTAL
	200,736
	163,200

	* $1 = 1.23 Euros
	
	


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.


A. Personnel

1. Health Economist (Dr. Beena Varghese) will provide 

a. 14 person-months time over 44 months of the study  (from 1st January’2006 to 31st August’2009). She will: 

i Develop questionnaires (Baseline survey, Cost of Intervention, Cost of illness, Follow up survey)
ii Analyze the data

iii Develop the model for Cost-effectiveness and economic impact of Kala-azar on households

iv Write reports and manuscripts.

2. Research investigator (Dr. Shamima Akhter) will provide 

a. 50% of time during 44 months of the study  (from 1st January’2006 to 31st August’2009). She will assist:  

i In developing questionnaires and pretest in the field

ii Regular communication with the field

iii Coordination and administrative support

iv Data analyses and 

v Assist to develop the model for Cost-effectiveness and economic impact of Kala-azar on households

vi Assist in writing reports and manuscripts.

3. Research officer (Mrs. Nadia Rashid) will provide 50% of time for 25 months (from 1st January’2007 to 31st January’2009). She will assist in 

i In developing questionnaires 

ii Assist in data analysis

B. Travel: 

1. International travel: 

a. Consultant: 

i She will visit ICDDR,B and the study field whenever needed. As she will stay in India, all visits to ICDDR,B will be international travels. 

ii She will also visit Belgium or other places for the consortium coordination meetings. 

iii Travel required for international presentation and dissemination of findings.

b. Field staff: 

i Both Research investigator and Research officer will need number of field site visits, in India and Nepal. 

ii PI to attend/present at an international meeting

2. Domestic travel: 

a. Consultant: 
i She will visit the study field whenever needed within India. 
C. Survey related costs:

1. Supplies: 
2. Photocopies and Printing

3. Utility bills

4. Communication 

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)


None.

                       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 

To                        : 






Date: 

From                    : 

Subject                : 

Abstract summary

Research Protocol NUMBER: 2005-036
Project Title: Cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar

Project Acronym: KALANET

This Project is part of a large Clinical Trial study titled as ‘Efficacy, acceptability and cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar’

Principal Investigator: 
Dr. Shamima Akhter (Internal) 

Dr. Beena Varghese (External)

Relevance of the study:

Visceral leishmaniasis (VL) is a life-threatening vector-borne disease, which is commonly known as ‘Kala-azar’. More than 90 % of the estimated 500,000 new VL cases per year occur in Bangladesh, India, Nepal and Sudan and VL is considered one of the most neglected parasitic diseases in the world. In the Indian subcontinent, VL is mainly caused by L.donovani, which is transmitted from man to man by the sandfly P.argentipes (Phlebotomus argentipes), without a known animal reservoir. VL is considered a problem of public health importance, and a regional elimination plan was launched in 2001. However, current approaches fail to control a kala-azar epidemic in Bihar (India). Passive case detection and treatment is the main strategy, with insecticide-spraying being applied to a variable extent, as it has a high cost and is not well accepted by the communities. Past studies have provided some information about the efficacy of insecticide-treated bednets (ITNs) in the prevention of cutaneous leishmaniasis, but not for VL.  Besides the efficacy of a tool, the most important question on the mind of policy makers is whether this intervention is cost-effective and if it is sustainable. Cost-effectiveness of a health intervention depends on the cost of the proposed intervention, effectiveness of the intervention in either prevention or treatment of illness, and on the economic impact of illness and treatment on households.   Until now, no studies measured the cost and cost-effectiveness of impregnated bednets in the prevention of Leishmaniasis (kala-azar).  This project sets out to evaluate the value (economic and epidemiological) of ITNs in the prevention of VL in the Indian subcontinent. 

Hypothesis to be tested:

4. Long-lasting insecticidal bednets (LLINs) are a cost-effective VL (kala-azar) intervention

5. VL (kala-azar) results in significant impoverishment among households.
6. Households that use LLINs (through decrease in incidence of disease) have a better economic status than those who do not use LLINs.
Specific Aims: 
3. To estimate the cost and cost-effectiveness of an LLIN-based prevention strategy. 

4. To estimate the impact of use of LLIN on economic status of households in the study area.

Research Design and Methods

The proposed study is a component of a large clinical trial in the Nepal/India border areas, which will test the efficacy of long lasting insecticidal nets (LLINs) in preventing VL (kala-azar). Long lasting insecticidal nets (LLINs) are special type of ITNs which don’t need re-treatment with insecticide after washing. These are specially made nets of polyethylene blended with synthetic pyrethroids (permethrin, deltamethrin, lambda-cyhalothrin) as active ingredients. Insecticides move through the threads of the net by diffusion. However, very few studies have tested the effect of treated bednets on the incidence of kala-azar.  In this study, two available types of LLIN will be used for intervention; Olyset net® (Sumitomo Chemical Co., Ltd, Japan) and PermaNet® (Vestergaard Frandsen, Denmark). Olyset is treated with Permethrin 2% (w/w) and PermaNet 2.0 is treated with deltamethrin (target deltamethrin concentration is 55 mg a.i./m2 with). Both of these LLINs are already reviewed by WHO PESTICIDE EVALUATION SCHEME (WHOPES) for their efficacy and effectiveness. Within the trial context, LLINs will be distributed free of cost for the consumer. However, for policy makers, it is important to anticipate future mechanisms of delivery, cost and sustainability of the possible kala-azar prevention programs with LLINs.

The cost-efficacy analysis will be based on the cost and efficacy estimates of LLIN intervention obtained in the actual trial. Cost estimates will include costs of distribution of LLINs, cost of Behavioural Change Communication (BCC) or Information Education Campaigns (IEC), and cost of illness measured both in the intervention and control areas considering all possible influencing factors. Financial and economic costs (opportunity costs of volunteers etc) will be estimated. We propose to use efficacy measured as incidence of L donovani infection and cases of VL averted in the intervention group compared to control group, which will be translated into effectiveness measures using the estimates of acceptability and compliance in regular use of LLIN provided by another work package within the main study. We will then develop a decision model to estimate the cost-effectiveness of LLINs in the population compared to no bednets or other existing community interventions. 

To estimate of the economic impact of illness and intervention on communities, a household level survey at baseline and periodically after that will be used.  This will measure the changes in expenditures and savings pattern in both the intervention and control areas and will give us an estimate of the economic impact. We will consider all other major household expenses and most of the known factors that would influence savings and expenditures of the HHs.  

If LLINs prove to be effective in reducing VL incidence, estimates of cost-efficacy and effectiveness along with economic impact estimates will be useful advocacy tools to scale up the use of LLINs.

Study population and sample size: 

The study will be conducted in the Kala-azar endemic area, one district of Bihar in India and in districts of South-east part of Nepal which borders the state of Bihar, India. A minimum of 10 clusters in the intervention and 10 in the control arm will be included in the sample. Main study expects to be able to follow-up 350 persons over a period of 2 years in each cluster (contributing 700 person-years of observation). For CE part of study, we will use same population and same sampling strategy as the main study. This will give us the opportunity to use a large enough sample size to provide accurate estimates of costs of the intervention and illness.
Inclusion-exclusion criteria: As it is part of clinical trial that aims to calculate the incidence rate and as the known kala-azar epidemiology shows that everybody the main study, the study population will be composed of all inhabitants above age 2 years in the endemic region giving their or their guardian’s informed consent. Persons with evidence of past leishmanial infection in the Leishmanin Skin Test (LST) and/or Direct Agglutination test as measured in the baseline assessment will be excluded from the study. 

Data collection instrument: As the questionnaire is not completed yet, the following information might cover the necessary requirements. 

a) Cost of the intervention will be tracked by using forms, which will be filled up by the providers. b) Questionnaire for the household interview will be administered to the household members for collection data in different timeline, such as baseline, end of the study and two times in between. This data collection instrument will cover the following areas: 

· Usual monthly income, expenditure and savings pattern of the household by all members, 

· Information about the household assets, the water source, defecation facility, and structural material of the household, 

· Information on the costs of each event of the diagnosis and treatment of illness,

· Information on all possible indirect cost related to illness,

· Changes of the household income, expenditure and savings pattern due to kala-azar illness and other major factors affecting these,

The final questionnaire for the baseline survey will be finalized by February/March’2006 and could be presented to the Committee for review at that time.

Data collection is supposed to begin during June-August’2006. Whenever questionnaire (baseline) will be finalized in February/March 2006 that will be submitted before the committee for consideration and after getting approval from the committee the protocol activities will be initiated. Questionnaire (of other rounds) will be submitted to the ERC for consideration and approval in due time before initiated into the field.

Possible Study outcomes:

The efficacy of the intervention will be measured by the reduction in incidence of L.donovani infection and in the number of cases of VL in the intervention areas compared to control areas. Cost and cost-effectiveness outcomes will include:

7) Cost per case of L.donovani infection averted

8) Cost per life year gained

9) Cost per ITN distributed

10) Cost per case of VL in the intervention and control areas

11) Mean expenditures in households with and without LLINs

12) Mean work days lost 

Consent taking process: Written informed consent will be obtained from household head and individual members. Study participation will be completely voluntarily and participants will be informed that they can withdraw at any time from the study without penalty.
Whenever the consent form(s) in the line of the ERC-approved consent form format will be developed, that consent form will be submitted to the Committee for consideration before initiation of the protocol activities. If the consent form (each round) will have any change, those will be submitted to the ERC for consideration and approval.

Anonymity: Anonymity of data/information identifying the patient will strictly be maintained.
Confidentiality: We would keep all collected information (about the costs, income and savings of the household) confidential, under lock and key. None other than the investigators of this research; possible study monitor, and any law-enforcing agency in the event of necessity would have an access to the information. The data related to the study will be sent outside the country for analysis as some of the investigators of this study living outside the countries of field sites; however, any personal identifiable information will be held and processed under secured conditions, with access to limited appropriate staff of that organization.
Risk: No harm/risk is anticipated from participating in focus group discussions or interviews. There is no possibility of any kind of physical, psychological, social, legal or other risk from the proposed study as it is supposed to collect only the socioeconomic, income-expenditure of the household and cost of illness information. As no risk is anticipated from the study, no alternative method was considered and no protection measure is needed.
Benefits:  The findings of the study would be helpful to the policy makers to decide about the implementation of a preventive measure for a highly endemic disease.
Interview: We will interview the household head and other members (who is a kala-azar patient) in their house. Using the structured questionnaire this interview will take around 30-45 minutes. 

Use of records: We will not use any records (hospital, medical, birth, death or other), organs, tissues, body fluids, the fetus or the abortus.  

ABSTRACT SUMMARY COVERING CONCERNED 8 POINTS:

According to the general rule, each of the following items is addressed accordingly. 

1. Describe the requirements for a subject population and explain the rationale for using in this population special groups such as children, or groups whose ability to give voluntary informed consents may be in question.

In this study named ‘Cost-effectiveness of the LLIN in the prevention of kala-azar’, we will interview only household head/ a senior member of the household about their monthly income, expenditure, savings pattern, household asset information, cost of illness of kala-azar of any family member, change in the household income or expenditure or savings due to kala-azar illness of that family member.

We will not directly interview any children or minor, we will have all the necessary information about any kala-azar affected children from their household head. Therefore there is no need of voluntary informed consent from any children or minor.  

2. Describe and assess any potential risks – physical, psychological, social, legal or other – and assess the likelihood and seriousness of such risks. If methods of research create potential risks, describe other methods, if any, that were considered and why they will not be used.

Economic data (income, expenditure, savings and cost of illness data) collection would not create any sort of potential risk to the participant. 

3. Describe procedures for protecting against or minimizing potential risks and an assessment of their likely effectiveness.

Not applicable for this part of the study. 

4. Include a description of the methods for safeguarding confidentiality or protecting anonymity.

Anonymity: Anonymity of data/information identifying the patient will strictly be maintained.
Confidentiality: We would keep all collected information (about the costs, income and savings of the household) confidential, under lock and key. None other than the investigators of this research; possible study monitor, and any law-enforcing agency in the event of necessity would have an access to the information. The data related to the study will be sent outside the country for analysis as some of the investigators of this study living outside the countries of field sites; however, any personal identifiable information will be held and processed under secured conditions, with access to limited appropriate staff of that organization.
5. When there are potential risks to the subject, or the privacy of the individual may be involved, the investigator is required to obtain a signed informed consent statement from the subject. For minors, informed consent must be obtained from the authorized legal guardian or parents of the subject. Describe consent procedures to be followed including how and where informed consent will be obtained.

a) If signed consent will not be obtained, explain why this requirement should be waived and provide an alternative procedure.

b) If information is to be withheld from a subject, justify this course of action.

c) If there is a potential risk to the subject or privacy of the individual is involved in any particular procedure include a statement in the consent form stating whether or not compensation and/or treatment will be available.

Not applicable.

6. If study involves an interview, describe where and in what context the interview will take place. State approximate length of time required for the interview.

Interview: We will interview the household head and other members (who is a kala-azar patient) in their house. Using the structured questionnaire this interview will take around 30-45 minutes. 

7. Assess the potential benefits to be gained by the individual subject as well as the benefits which may accrue to society in general as a result of the planned work. Indicate how the benefits outweigh the risks.

Benefits:  The findings of the study would be helpful to the policy makers to decide about the implementation of a preventive measure for a highly endemic disease.
8. State if the activity requires the use of records (hospital, medical, birth, death or other), organs, tissues, body fluids, the fetus or the abortus.

The statement to the subject should include information specified in item 2,3,4,5(c) and 7 as well as indicating the approximate time required for participation in the activity.

Use of records: We will not use any records (hospital, medical, birth, death or other), organs, tissues, body fluids, the fetus or the abortus.  

FORMAT FOR CONSENT FORM

	The principles of informed consent and voluntary participation are cardinal elements to be observed throughout the research experiments, including its aftermath and applied use so that the research subjects are continually kept informed of any and all developments in so far as they affect them and others. However, without undermining the cardinal importance of obtaining informed consent in any way, from any human subjects involved in any research, the nature and form of the consent and the evidentiary requirements to prove that such consent was taken, shall depend upon the degree and seriousness of the invasiveness into the concerned subject’s person and privacy, health and life generally, and the overall purpose and importance of the research. Consent for participation in research is voluntary and informed only if it is given without any direct/indirect coercion and inducement, and is based on adequate briefing given to the participants about the details of the project. Keeping these principles, the following outlines are provided for designing the consent form.


Protocol Number:  2005 – 036 ___________________________________________________

Protocol Title:  Cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar                      

Investigator’s name: Dr. Shamima Akhter (Internal) and Dr. Beena Varghese (External) 

Organization: ICDDR,B: Centre for Health and Population Research

The consent form of the main study named ‘Efficacy, acceptability and cost-effectiveness of long lasting insecticidal nets in the prevention of Kala-azar’ is not yet developed. That consent form will take care of all the issues for the biological components of the study. Here, we are providing the consent form only for the cost-effectiveness part, which will be additional part of the main consent form. 

Purpose of the research

You are suffering from kala-azar, which is confirmed by serological test. We do not know, what is the economic impact of kala-azar on your household. This economic impact includes the effect of diagnosis and treatment costs of kala-azar, and change in the income and savings of the household. As we know, you already have agreed to participate in the study that helped you to be diagnosed as a kala-azar case. To determine the level of economic impact of a kala-azar case on the household, we are conducting a part of that study, which requires asking some more questions to you. The results of this study would improve our knowledge, and thus, may improve the possibility of kala-azar preventive measure implementation in all the kala-azar endemic regions including this area in future.

Why selected 

Since you are diagnosed as kala-azar case, we are inviting you to help us by participating in this part of the study.

What is expected from the patients/respondent?

If you agree to our proposal of participating in this part of the study:

We would ask you some questions related to expenditures on the diagnosis and treatment of your/your patient’s illness, some questions about the income and savings of your household and if there any change on these due to illness. We affirm that the collected data will not be used for any other purpose.

Usually data collection of this part of the study will take around 30-45 minutes, if it take more than one sitting due to some unavoidable situation, informed consent should be sought for each of those times.

In case of children (below the age of eighteen years) who are kala-azar cases, consent should be sought from the parents/legal guardians, and assent of children aged 8 years or more should also be sought; where the parents/guardians’ consent to participate but children decline, wish of the children under such circumstances should be respected. 

Efforts should be made not to recruit individuals who by reason of mental or behavioural disorders are not capable of giving adequately informed consent. Guardians may give consent for individuals with temporary disability. However, once the patients are able to provide consent, the form should be applied for their consent. 

Risk and benefits

There is no anticipated risk of our part of the study.  

Privacy, anonymity and confidentiality

We do hereby affirm that privacy, anonymity and confidentiality of data/information identifying you/your patient will strictly be maintained. We would keep all information about the diagnosis and treatment costs, and about income and savings of your household confidential, under lock and key. None other than the investigators of this research; possible study monitor, and any law-enforcing agency in the event of necessity would have an access to the information. The data related to the study will be sent outside the country for analysis as some of the investigators of this study living outside this country; however, any personal identifiable information will be held and processed under secured conditions, with access to limited appropriate staff of that organization.

We would be obliged to answer your questions about the study. You would be able to freely communicate with any investigator of this study (contact to sakhter@icddrb.org). 
Future use of information

In case of future use of the information collected from the study, we would supply anonymous or abstracted information and data to other researchers in such a way, which should not conflict with or violate the maintenance of privacy, anonymity and confidentiality of information identifying participants in any way.

Right not to participate and withdraw

You/your child’s/dependant’s participation in the study is voluntary, and you are the sole authority to decide for and against you/your child’s/dependant’s participation in this study. You would also be able to withdraw your participation any time during the study. Refusal to take part in or withdrawal from the study will involve no penalty or loss of benefits or attention. Even if you do not enroll or withdraw from the study, you/your patient will receive the usual services provided to the community in general.

Principle of compensation 

Not applicable. 

If you agree to our proposal of participating you/your patient in our study, please indicate that by putting your signature or your left thumb impression at the specified space below.

 Thank you for your cooperation.

_______________________________________

____________________

Signature or left thumb impression of subject



Date

_______________________________________

____________________

Signature or left thumb impression

 


Date

of attendant/Guardian

_______________________________________

____________________

Signature or left thumb impression of the witness


Date

_______________________________________

___________________

 Signature of the PI or his/her representative

 

Date

(NOTE: In case of representative of the PI, she/he shall put her/his full name and designation and then sign)

Name, designation and contact phone number of the Investigator(s)

1. Dr. Shamima Akhter, Research Investigator, Health Systems and Infectious diseases Division, ICDDR,B, Dhaka-1212, Bangladesh. Phone: 880175012412

2. Dr. Beena Varghese, Health Economist (Consultant), ICDDR,B, Dhaka-1212, Bangladesh. Phone: 919845073316
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