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A Comparison Of Two Methods Of Systematic Prevention And Control Of STIs Among Female Sex Workers In Dhaka, Bangladesh
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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).
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 Hypothesis: Enhanced Syndromic Management (ESM) is more effective then Periodic Presumptive Treatment (PPT) 

in  reducing the incidence of STIs and is cost effective. 

Objectives: 
1. To assess the effect of ESM vs. PPT on the incidence of NG, CT, TV, Bacterial vaginosis (BV) infection 

2. To assess the cost effectiveness of each intervention by performing cost analysis to include the variables of 

     human resources, time and money.

3. To assess programme durability by assessing the retention of enrolled women over time 

4. To assess behaviour change as evidenced by change in condom use and change in number of partners over time

5. To validate the use of prostate specific antigen (PSA) assay as a marker of condom use in a high-risk population. 

6. To determine the antimicrobial susceptibility of N. gonorrhoeae isolates. 

Background: The prevalence of RTI/STI among female sex workers (SWs) is high in Bangladesh. Research conducted at ICDDR,B and elsewhere has shown that the currently available syndromic management approach for prevention and control of RTI/STI cases substantial under treatment in woman with high-risk behavior, as most infections are asymptomatic. The current proposal aims to evaluate two new management strategies for prevention and control of RTI/STI. The major constraints to the diagnosis and management of STIs in sex workers are the lack of targeted services, scarcity of trained health workers and inadequate laboratory infrastructure. Considering the high prevalence of STIs in SWs, and poor sensitivity of syndromic management, periodic presumptive treatment (PPT) of STIs has been proposed. An alternative to PPT is ‘enhanced syndromic management’ (ESM). This intervention aims to rapidly reduce STI prevalence through a single round of presumptive treatment of cervicitis, and subsequently provide monthly clinical care through an ‘enhanced syndromic management’ protocol which uses a risk assessment and basic, on site, laboratory tests. We plan to evaluate the two management strategies in the current protocol. 
 Materials & methods: The study will be conducted among hotel based sex workers (HBSWs) in Dhaka, Bangladesh. All HBSWs enrolled in the study will be randomized to either PPT or ESM management strategy. Sociodemographic, behavioral, gynecological and obstetric information will be collected and speculum examination will be done. Endocervical swab, high vaginal swab and venous blood will be collected. After enrollment all SWs will be treated by PPT strategy. SWs will be requested for a monthly follow up visit for nine month. During monthly visit PPT intervention group will be treated by PPT strategy and self collected vaginal swab will be collected at follow up visit 1, 2 8 and 9. During follow up visit ESM group will undergo risk assessment, clinical examination and will be treated by ESM strategy and vaginal swab will be collected at follow up visit 1, 2 8 and 9. Venous blood will be collected from both groups at enrollment, 3rd, 6th and final follow up visit. Endocervical swab will be used for diagnosis of N. gonorrhoeae, by PCR and culture, C. trachomatis by PCR, high vaginal swab for diagnosis of T. vaginalis, bacterial vaginosis, candidiasis and PSA by ELISA. Serum will be used for diagnosis of syphilis. Information on cost of each management strategy will be collected.          
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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.


Enhanced Syndromic Management (ESM) is more effective then Periodic Presumptive Treatment (PPT) in the reduction of incidence of STIs and is cost effective.  

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 assess the effect of PPT vs. ESM on the incidence of NG, CT, TV, BV infection 

2. To assess the cost effectiveness of each intervention by performing cost analysis to include the variables of human resources, time and money.

3. To assess programme durability by assessing the retention of enrolled women over time 

4. To assess behaviour change as evidenced by change in condom use and change in number of partners over time

5. To validate the use of PSA assay as a marker of condom use in a high-risk population. 

6. To determine antimicrobial susceptibility of N. gonorrhoeae isolates. 

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 AND RATIONALE:
Bangladesh is among the poorest and most vulnerable countries in the world (1) and can ill afford the social and economic impact of an HIV/AIDS epidemic within its borders. While national data currently indicates very low rates of HIV (0.3 - 0.5% in brothel based sex workers), national behavioral surveillance, started in 1998, shows that the sexual and drug taking behaviors that carry a risk of HIV infection exist in Bangladesh just as they do in most other countries. Globally, 75% of HIV infections are sexually transmitted, and as such sex workers represent one of the most vulnerable groups. This is particularly striking in Bangladesh where sex workers report an average of 18.8 clients per week – one of the highest rates of client turnover in Asia (2). 

There is conclusive evidence that sexually transmitted infections (STI) are major cofactors in the sexual transmission of HIV (3-6). Prompt, effective treatment not only cures individual patients and reduces complications such as pelvic inflammatory disease and infertility, but also shortens the period of infectivity; thus preventing further spread of the infection and reduced transmission efficiency of HIV. A study conducted in Mwanza, Tanzania, showed that effective management of STI resulted in a 42% reduction in HIV transmission (7).

The proportion of new HIV infections attributable to STI cofactor effects – the population-attributable fraction – is larger in populations or sub-populations with HIV infection in a growth phase than in populations where the HIV epidemic is mature. According to WHO, Bangladesh is one of the pattern III countries for the HIV/AIDS epidemic, and as such is in an early phase of the epidemic.  In this context, the reduced prevalence and incidence of STIs is an important step towards the reduction of HIV transmission.

Core groups such as sex workers, truck drivers and, in Bangladesh, rickshaw pullers, heavily influence the transmission dynamics of STI in a population. In these groups, a high prevalence of STI is maintained by high rates of susceptible partner change and for this reason prevention and treatment interventions that focus on these core groups are an effective means of lowering STI rates (and HIV transmission) in the general population (8 – 11).

STI and Hotel Based Sex Workers in Bangladesh: Sex work in Bangladesh under went a major upheaval in 1999 when several large brothels were closed and the workers were evicted. The result was a boom in the hotel sex industry and large numbers of women started working out of hotels (12). Mapping, conducted in 2001, confirmed that 55% (209/378) of hotels in Dhaka are involved in the sex trade with links to nearly 5,000 hotel based sex workers (HBSW). The women are mobile, usually changing hotels daily and working 4-5 hotels per week: most workers change hotels (and or cities) after 4-5 months, thus ensuring a steady supply of new clients and a higher risk of STI and HIV transmission (13).

While curable STI in the general population of Bangladesh remains low (14, 15), recent data show very high levels of STI in sex workers.

Table 1. Prevalence (%) of sexually transmitted infection in female sex workers, Bangladesh.

	Study Population
	Sample size
	GC
	CT
	TP


	TV


	BV


	CA
	HBV


	Publication reference

	Floating female sex workers with and without symptom
	269


	35.6
	25
	32
	45
	75
	-
	-
	(16)

	Brothel based female sex workers with and without symptoms
	296
	19.9
	18.2
	28.1
	-
	-
	-
	-
	(17)

	Brothel based female sex workers with and without symptoms
	210


	29
	26
	17
	-
	-
	-
	-
	ICDDR,B STI lab, 1999. Unpublished 

	Hotel based female sex workers
	519
	36
	43
	8.5
	4.3
	57
	18
	-


	(18)

	Brothel based female sex workers with and without symptoms
	436


	14
	16
	18
	16
	50
	10
	-
	(19)

	Hotel based female sex workers
	220
	23
	11
	9
	-
	-
	-
	-
	Presentation by Prof. Nazrul Islam, 1999

	Low risk women 
	2335


	-


	-


	-


	-
	-
	-
	35

(c Ag)
	(20)

	Low risk women
	320
	0.3
	0.6


	0.9


	1.9
	18.8
	12.2
	-
	(21)


Hotel based sex workers in Dhaka are at particular risk as they report the largest number of partners of any sex workers in Bangladesh, 47 partners/week (residence based not studied) and up to 84% report symptoms of STI in the last year (13). In addition a recent survey of HBSW showed the proportion of new clients in the past week at 100% (n= 325), last time condom use in vaginal sex with new clients of 24.3% (n=325), last time condom use in anal sex with new clients of 8.8% (n=57) and consistent condom use with new clients in the last week of 4% (n=352) (22).

STI Services In Bangladesh: The major constraints to the diagnosis and management of STIs in sex workers are the lack of targeted services, scarcity of trained health workers and inadequate laboratory infrastructure. National guidelines recommend syndromic management of STI, however this has been shown to be unsatisfactory. Data from recently completed studies indicate that as much as 50% of STI cases are asymptomatic and this reduces the sensitivity and specificity of syndromic management even in high-risk women. The result is massive over treatment in low risk women and approximately 50% of infections remaining untreated in high-risk women (18, 19, 20).

Considering the high prevalence of STIs in HBSW, and poor sensitivity of syndromic management, periodic presumptive treatment (PPT) of STIs has been proposed as an alternative. Single dose antibiotics are available for treatment of the common curable STIs (gonococcal and chlamydial infection, chancroid and incubating syphilis (23-25)) and in other settings PPT been shown to decrease core group STI rates as well as prevalence of certain STIs in the larger community (26-30). 

By definition, however, epidemiological treatment strategies are temporary or emergency measures; as prevalence falls, the epidemiological justification for the intervention becomes weaker. Furthermore, there is a concern that PPT may engender complacency and undermine primary prevention messages such as condom promotion. An alternative to PPT is ‘enhanced syndromic management’ (ESM). This intervention aims to rapidly reduce STI prevalence through a single round of presumptive treatment of cervicitis, and subsequently provide monthly clinical care through an ‘enhanced syndromic management’ protocol which uses a risk assessment and basic, on site, laboratory tests. 

In the current study we are comparing PPT and ESM strategy both aimed to reduce the incidence and prevalence of STIs. However, the efficacy of the strategies in reduction of STIs may vary and there will differences in terms of cost incurred by both providers and user of these management strategies. For resource poor settings like Bangladesh lack of infrastructure, trained manpower and cost are major obstacles for reliable laboratory diagnosis of STIs. Therefore, cost effectiveness analysis of EMS and PPT would be important for future scaling up of these strategies. The cost-effectiveness analysis will measure the costs and effects of both ESM and PPT strategies as implemented at the clinic sites. Both capital and recurrent costs will be established, and fixed and variable costs will be assessed.  Costs of items, which are traded internationally such as diagnostic reagents and rapid test kits  will be valued at local prices. Some costs will be similar in both strategies, such as the drug costs, while other costs might vary between different strategies. Outcome measures will include cost per patient seen using each strategy; cost per true case treated; cost per true cervical infection treated; and cost per STI treated.  

Antimicrobial resistance of N. gonorrhoeae is an increasing public health problem. Gonococci, a highly adaptable pathogen, showed a demonstrable capacity to develop drug resistance. Continuous surveillance of antimicrobial susceptibility profile of N. gonorrhoeae is essential for successful public health programs. Antimicrobial susceptibility monitoring among strains prevalent in high-risk population will provide essential clues regarding treatment options and emerging drug resistance. In Bangladesh earlier studies have shown that 9% of the N. gonorrhoeae isolates were resistant to ciprofloxacin during 1997 and approximately 90% of the isolates were resistant to ciprofloxacin during 2003 (31, 32).

Prostate antigen assay developed by Abbott laboratories is intended for detection and quantitation of PSA in serum specimens to aid in the diagnosis of prostate cancer in men.  The test has been modified to detect the PSA protein in female genital secretions as a marker of recent exposure to semen.  In the IMx assay, PSA in the sample binds to Anti-PSA coated microparticles forming an antigen-antibody complex.  These complexes bind an alkaline phosphatase conjugate, which is detected by a fluorescent substrate.  The IMx optical assembly detects the fluorescent product, which is proportional to the amount of PSA in the sample. We plan to use this assay as marker for recent exposure to semen in the current study. 

Summary

Bangladesh needs innovative STI treatment strategies. In order to design interventions such as PPT or ESM and effectively implement them across the country, information is required on: 

1. The effect of the two interventions on the incidence of gonococcal and chlamydial infection in the target groups. Specifically information on the incidence immediately after the initial round of PPT and the subsequent stability of the incidence in both treatment groups. 

2. The cost-effectiveness of each approach.

3. The operational feasibility of implementing each intervention.

4. The effect on behavior change, especially condom, use of each intervention.

5.  The use of PSA assay as a marker of condom use in a high-risk population of sex workers.

The proposed study will fill these gaps in knowledge: the results will be disseminated to governmental and non-governmental agencies and will provide essential information for the development of effective STI control programmes in Bangladesh and elsewhere. 

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 AND RECRUITMENT

Study Site and Population: The study will be conducted among sex workers working 70 hotels in Dhaka. The sex workers in these hotels are under intervention program implemented by Bangladesh Women Health Coalition (BWHC) and funded by of FHI, Bangladesh. BWHC currently have three dedicated clinics for sex workers and two of these clinics will be used for the project and they will each provide up to four, 4 hour clinical sessions per week; a total of 32 hours. 10-15 clients usually visit each clinic in each session. They will be open 6 full days a week to provide other services such as IEC and counseling. BWHC has been working with hotel based sex workers to provide a comprehensive programme of HIV/AIDS prevention and control since April 2000.
All sex workers attending the clinics will be eligible for the study: 
Inclusion and Exclusion Criteria

Inclusion - All female sex workers aged 15 years and over will be eligible for the study.  

Exclusion - All those under the influence of alcohol or drugs, no witnessed consent, allergy to 

macrolide, cephalosporin, metronidazole and penicillin antibiotics.

Sample Size:  The prevalence of gonococcal infection among HBSWs in Bangladesh is 30%. We are expecting a 55% reduction in the prevalence in gonorrhoeae infection among ESM group and 40% reduction in PPT group after the end of the study. Considering a 55% in ESM group and 40% reduction in PPT group we 244 HBSWs in each group (95% CI and 80% power). Considering a 10% loss in follow up we need to recruit 271 HBSWs in each group.   
Recruitment procedures of study participants: The study will be conducted among hotel based sex workers (HBSWs) in Dhaka. Peer workers/educators recruited by outreach workers will be the main route for the recruitment of sex workers for the study. These peer educators will be employed by FHI to promote preventative activities and encourage use of BWHC clinic services. The purpose of the study will be explained to them and project staff will continue to work closely with these peer educators to promote continued involvement in the study and encourage participation of sex workers. One peer educator will be recruited per 2 hotels; a total of 35 peer educators. It is hoped that additional attendance at the clinics and participation in the study will result from word of mouth and ‘snowballing recruitment’ among the sex workers in general

In order to gain initial access to the sex workers, hotel managers/boys will be approached. Meetings will be sought with these people to explain the purpose of the study to sex workers. However, it will be ensured that that they do not influence sex workers to participate the study. Each participant will be explained about the study and those who are will to participate will be recruited.

We will recruit 50 sex worker/month for the study (50x10=500 SW will be recruited in 10 month. We plan recruit this 50 sex worker from two clinics (25/SW/clinic/month). Considering 20 working days/month, we will be recruiting 1-2 SW/clinic/day. After recruitment each SW will be assigned to one peer educator who will to keep contact with her. The peer educator will inform the subject about the date of her next visit and will usher her to the clinic. If the SWs is not available on that day she will be requested to visit the clinic within two weeks (one week before and one week after the date). All possible attempts will be made to ensure follow up of the enrolled subject, however, there might be a 10% lose in follow up due to migration, change in profession and other unavoidable situation.  

Potential biases: The HBSWs recruited may be those more interested in education or prevention and treatment of sexual infections. Both interventions will be provided at each of the 2 DIC and this should eliminate bias of proximity to DIC. Also HBSW are highly mobile so proximity to a given DIC is likely to change over the course of the study.

Sampling Methods: In each clinic, the first (250) eligible and consenting woman will be enrolled and randomized to receive one of the two interventions. Randomization will be done using a random sample list and patients will be issued with consecutively numbered sealed envelopes with their intervention allocation inside. If eligible women are not able to enroll then basic demographic data will be documented in the clinic logbook and they will have enrolment visits rescheduled. 

The Consent Procedure: All women who present to the clinic will be offered the opportunity to participate in the study. The clinic assistant will explain that 2 interventions are to be offered and that women will be randomly allocated to receive one of these. It will be explained that free monthly STI examinations, STI treatment and counselling will be offered to both groups according to the protocol. It will be emphasised that the treatment of STIs is only effective for a few specific STIs, and that participation in the program is not a substitute for other preventative measures such as condom use. It will also be explained that participation is voluntary, that subjects may discontinue participation at any time, and that those subjects who discontinue may continue to access services provided through the BWHC clinic.

Following counseling on the potential benefits and risks of participation, each interested, eligible woman will be asked to sign the informed consent agreement. Subjects unable to read and write will have the informed consent read to them and will place a mark in lieu of signature. The consent procedure will be carried out in a private room within the clinic.

Examination and specimen collection: A trained physician will perform a gynecological and including speculum examination of all enrolled SWs. During the examination a high vaginal swab and two endocervical swabs and 5 cc of venous blood will be collected.  

DESCRIPTION OF THE INTERVENTIONS 

STI services will be provided to the HBSW through 2 static clinics. There will be up to four, 4 hour clinical sessions per week at each DIC, and other services will be available 6 days a week. All HBSW will be encouraged to attend the clinic at least monthly, irrespective of symptoms or study participation.  

Periodic Presumptive Treatment (PPT): Presumptive treatment of target population at a regular interval for suspected illness. In the current study presumptive treatment will be provided for gonococcal infection, chlamydial and T. vaginalis infection based on the earlier data on the prevalence of STIs in the high-risk population. As there is no incidence data available the periodicity of the treatment will be monthly based on the number of clients and condom use rate available from other studies.    

The study will compare two interventions. 

Intervention Group 1. Periodic Presumptive Treatment (PPT) will receive periodic presumptive treatment at monthly intervals with azithromycin 1g, cefixime 400mg and metronidazole 2g.

Intervention Group 2. One round of PPT and then monthly Enhanced Syndromic Management (ESM) will receive an initial round of PPT (with azithromycin 1g, cefixime 400mg and metronidazole 2g) followed by monthly clinical care through an ‘enhanced syndromic management’ protocol using risk assessment and basic laboratory tests (Appendix II.). 

All symptomatic participants, presenting between monthly visits, will receive care through the ESM protocol and these visits will be included in study data.

The elements of each intervention are:

Intervention Group 1.  - Monthly PPT 

All visits 
· All women have a simple history taken and are examined for ulcers and other lesions on the external genitalia. 

· All women are offered presumptive treatment for cervicitis, BV and TV with azithromycin 1g, cefixime 400mg and metronidazole 2g. 

· Treatment of GUD is according to protocol (Appendix II). 

· All women are offered 4C’s.

· RPR testing and TPPA confirmation of positives is performed on the first visit and 3rd and 6th follow up visit. Treatment and follow up is carried out according to GUD/RPR protocol (Appendix II).

Intervention Group 2. – One round of PPT then monthly ESM 
First visit

· All women are offered presumptive treatment for cervicitis, TV and BV with azithromycin 1g, cefixime 400mg and metronidazole 2g. 

· All women are examined for ulcers on the external genitalia. 

· All women are offered 4C’s.

· Treatment of GUD is according to protocol (Appendix II)

· RPR testing and TPPA confirmation of positives is performed on the first visit and 3rd and 6th follow up visits. Treatment and follow up is carried out according to GUD/RPR protocol (Appendix II).

All subsequent visits 

Sexual health history and clinical examination including speculum examination and risk assessment. The following risk assessment is applied: 

· Non attendance at clinic for 3 months

· Any vaginal discharge

· Any pelvic pain

· Inconsistent condom use (condoms not used with all clients in last hotel session)/no condom with last client

· Visible mucopus from the cervix

· Cervical tenderness on bimanual examination

Women positive for any of the above will be offered presumptive treatment for cervicitis only (with azithromycin 1g and cefixime 400mg), plus vaginal swabs for whiff test and wet mount to diagnose bacterial vaginosis (including Gram’s stain for Nugent’s criteria), Trichomonas vaginalis and Candida albicans. Women having BV, TV and candidiasis will be treated. Women negative for the risk score will receive Gram’s stain of cervical exudate to diagnose cervicitis as well as the whiff test, wet mount and Nugent’s scoring for diagnosis of vaginitis. Treatment and follow up of GUD is carried out according to GUD/RPR protocols. All women will be offered 4Cs.

Counseling and condom promotion: All HBSWs enrolled in the study will be counseled for condom promotion and male condoms will be made available.

Treatment for symptoms in between visit: All SW enrolled in the study will be encouraged to attend the study clinic if they develop symptoms of STI. SWs attending the clinic with such symptoms will be treated according to ESM protocol and will be excluded during incidence analysis. If SW report that they have received treatment for STI symptoms from other sources, it will be noted down and they will be excluded from incidence analysis.       

Figure 1. Intervention assessment schedule
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	month 2
	month 3
	month 4
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	month 6
	month 7
	month 8
	month 9
	
	

	Administrative, Behavioural and Regulatory Procedures
	
	
	
	
	
	
	
	
	
	
	
	

	Informed consent 
	O  X
	
	
	
	
	
	
	
	
	
	
	

	Randomization
	O  X
	
	
	
	
	
	
	
	
	
	
	

	Study photo ID card 
	O  X
	
	
	
	
	
	
	
	
	
	
	

	Enrolment/Exit questionnaire
	 O  X
	
	
	
	
	
	
	
	
	O  X
	
	

	Monthly questionnaire 
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	
	

	Name, number and code word in study ledger
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	[OX]

	Name, number and code word in clinic ledger
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	[OX]

	Clinical Procedures
	
	
	
	
	
	
	
	
	
	
	
	

	Clinical history (inlcuded in monthly quest.)
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	OX
	

	Genital & pelvic examination with speculum 
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O X
	OX
	

	External genital examination only
	
	O
	O
	O
	O
	O
	O
	O
	O
	
	
	

	Cervical swab (Culture, Gram’s stain for PML/ICD)
	O  X
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	O X
	[OX]
	

	Vaginal swab (1) Gram stain (BV Nugent’s)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Vaginal swab (2) (PCR-NG, CT)
	O  X
	O  X
	O  X
	
	
	
	
	
	O  X
	O  X
	OX
	

	Vaginal swab (3) Wet mount (BV, CA, TV)
	O  X
	 O  X
	O  X
	X
	X
	X
	X
	X
	O  X
	O  X
	
	

	Vaginal swab (4) PSA assay
	O X
	
	
	
	
	
	
	
	
	O X
	
	

	Vaginal secretion ‘whiff test’ (BV)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Vaginal secretion Ph litmus (BV)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Swab if ulcer is observed (PCR-TP,HSV,HD)
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	

	Blood collection 
	O  X
	[OX]
	[OX]
	OX
	[OX]
	[OX]
	OX
	[OX]
	[OX]
	O  X
	[OX]
	[OX]

	Provide treatment as per ESM protocol
	
	X
	X
	X
	X
	X
	X
	X
	X
	
	O  X
	[OX]

	Provide presumptive treatment 
	O  X
	O
	O
	O
	O
	O
	O
	O
	O
	OX
	
	

	Laboratory Evaluations
	
	
	
	
	
	
	
	
	
	
	
	

	PCR (CT, NG)
	O  X
	O  X
	O  X
	
	
	
	
	
	O  X
	O  X
	OX
	

	   Gram’s stain cervical swab (PML/ICD) 
	O  X
	   [X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	OX
	[OX]
	

	Gram’s stain (Nugent’s score BV)
	O  X
	X 
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Ph (BV)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	KOH (BV)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Wet mount (BV, CA)
	O  X
	X
	X
	X
	X
	X
	X
	X
	X
	O  X
	OX
	

	Wet mount (TV)
	O X
	O X
	O X
	
	
	
	
	
	O X
	O X
	OX
	

	Multiplex PCR (TP, HSV, HD)
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	

	Syphilis serology (RPR)  
	O  X
	[OX]
	[OX]
	O X
	[OX]
	[OX]
	O X
	[OX]
	[OX]
	O  X
	[OX]
	[OX]

	Syphilis serology (TPPA)
	OX
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]

	Sample Transport and Storage
	
	
	
	
	
	
	
	
	
	
	
	

	Serum
	O  X
	[OX]
	[OX]
	O X
	[OX]
	[OX]
	O X
	[OX]
	[OX]
	O  X
	[OX]
	[OX]

	Vaginal swab (2) PCR-CT,NG
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	O  X
	
	

	Vaginal swab (3) PSA
	O  X
	
	
	
	
	
	
	
	
	O  X
	
	

	Dry swab for multiplex PCR
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	[OX]
	

	Gram’s stain Nugent’s
	O  X
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	[X]
	O  X
	[OX]
	


BV, bacterial vaginosis; NG, gonococcus; CT, Chlamydia trachomatis; TP, Treponema pallidum; HSV, Herpes simplex virus; HD, Haemophilus ducreyi; PCR, polymerase chain reaction; RPR, rapid plasma reagin; TPPA, Treponemal pallidum particle agglutination;.; TV, Trichomonas vaginalis; PML, polymorphonuclear lymphocytes; ICD, intracellular diplococci. O = PPT group; X = ESM group; [ ] = If clinically indicated

INTERVENTION ASSESSMENT 

Data to be collected:

Prevalence of the following infections: Neisseria gonorrhoeae, Chlamydia trachomatis, Trichomonas vaginalis, Bacterial vaginosis, Candida albicans and Treponema pallidum.  

Incidence data for N. gonorrhoeae, C. trachomatis and T. vaginalis. An episode of new infection will be defined by the presence of etiological agents (T. vaginalis by wet mount microscopy and BV by gram staining and Nugent’s scoring), by the presence of DNA of the pathogen as diagnosed by PCR (N. gonorrhoeae and C. trachomatis) or by sero conversion and titer change (RPR titer for syphilis). Each enrolled subject will be evaluated for new infection during enrollment, 1st, 2nd, 8th and 9th follow up visits. Enrolled subjects will be treated every month either by ESM or PPT strategy and will screened for new episode of infection after one month based on the fact that it takes 2 weeks for a subject to became PCR negative for N. gonorrhoeae and C. trachomatis negative after treatment. However, if subjects visit the clinic with symptoms of STI between scheduled visit the diagnosis of new infection for T. vaginalis, BV and candiasis will be done by wet mount microscopy and gram staining. The diagnosis of N. gonorrhoeae will be done by culture and C. trachomatis by PCR RFLP analysis of diagnostic PCR product.    

Demographic, behavioural and socio-economic data including:
· Background characteristics: age, income, marriage, family, work

· Sexual history: numbers and types of partners, sexual practices, condom use

· STI symptoms and signs (during examination)

· Knowledge, opinions and attitudes towards HIV/AIDS

· Risk perception

Costs: Cost data for the provision of the intervention will be collected for both variable and fixed costs. Variable financial costs of any disposable material used for each intervention and opportunity costs of staff (including time) will be collected. Time spent by each patient in the clinic will also be collected. Fixed costs such as salaries, equipment and services will be collected. Cost data will be captured by clinic spreadsheets for ordering equipment and consumables, clinic records of staff activities and patient study records. The cost-effectiveness analysis will measure the costs and effects of both management strategy as implemented at the field sites.  Both capital and recurrent costs will be established, and fixed and variable costs will be assessed.  Costs of items which are traded internationally such as diagnostic kit and rapid test kits will be valued at local prices and where appropriate, at international prices where these differ significantly from Bangladeshi prices to enable international comparisons to be made.  Some costs will be similar in both strategies, such as the drug costs, while other costs might vary. The marginal costs of diagnosis and treatment using the algorithms will be obtained using the costs of drugs and simple diagnostics, and of staff time. Outcome measures will include cost per patient seen using each protocol; cost per true case treated; cost per true cervical infection treated; and cost per STI treated.  The percentage of the overall expenditure on each strategy which is spent on true cases, and on over treatment, will also be calculated.  Care will be taken to separate out costs of the intervention from costs related to the study itself, such as confirmatory laboratory testing, transport of samples to ICDDR, B and quality control. Every participating woman will be asked to complete a short (interviewer-led) questionnaire on costs associated with her current illness experience.    



Instruments


The STIs will be detected as shown in Table (18)., and all results recorded on a form 

	Neisseria gonorrhoeae
	Vaginal swab PCR (Roche Amplicor)

	Chlamydia trachomatis
	Vaginal swab PCR (Roche Amplicor)

	Trichomonas vaginalis
	Wet mount

	Bacterial vaginosis
	‘Whiff test’, Gram’s stain Nugent’s

	Candida albicans
	Wet mount

	Treponema pallidum
	RPR (Nosticon), TPPA(Fuji-Rebio)


For culture and antimicrobial susceptibly endocervical swab will be inoculated onto pre-warmed Modified Thayer –Martin medium (MTM) and will be incubated at 37 c in candle extinction jars for 24 to 48 hours. The plates will be examined after 24 hours and a presumptive identification of N. gonorrhoeae will be made on the basis of colony morphology, Gram staining, oxidase and superoxol test of suspected gonococcal colonies. Antimicrobial susceptibility of N. gonorrhoeae for penicillin, tetracycline, ciprofloxacin, cefuroxime, ceftriaxone, cefixime, spectinomycin, azithromycin, will be monitored by minimum inhibitory concentration (MIC) method.



Demographic, behavioural and socio-economic data will be collected on 2 questionnaires: 



(1) Enrolment/Exit Questionnaire and (2) Monthly Questionnaire (Appendix V).

Data collection methods
After enrolment and written consent, a same sex interviewer will administer the 2 questionnaires. On the last visit, both questionnaires will again be administered. The ‘Monthly Questionnaire’ will be administered at every visit. Participants will also be informed that they will receive light refreshment and actual transport cost at each visit.

At visits 1 and 10 patients will receive a full gynecological examination including pelvic examination with speculum. One endocervical and four high vaginal swab will be collected and analyzed. At visits 2, 3 and 9, self/assisted collection of vaginal swabs for NG/CT PCR and TV wet mount will be performed. Additional clinical and laboratory data will be collected as indicated in Figure 1. Women who miss scheduled visits and return either within 1 month (e.g. 6.5 months rather than 6 months) or women that miss by an entire month (e.g. 7 rather than 6 months) will have their details noted, be treated as per scheduled visit and asked to return to their original schedule for future visits.

Data Management 



Sources
1. Data from the questionnaire will be entered during the interview on the questionnaire.

2. Data from the clinical examination, specimen collection and on site laboratory results and treatment

            will be recorded on a single questionnaire to avoid loss of data. 

3. Data from ICCDR,B laboratory tests will be entered on a computer at the ICCDR,B. Results   required for patient follow up will be transferred on paper to the DIC for action and inclusion on the on site data bases.

4. Data on costs will be collected on a separate form.

Supervision and quality control: Supervision of data recording will be carried out daily by interviewer and twice weekly by the data manager to detect partially filled forms, errors and lost forms.  The data manager will also determine the throughput of participants in order to revise the study timetable as necessary. Participant code number, code word, date of interview, interviewer’s signature and supervisor’s signature and any comments will be noted on the forms on the same day as the interview or supervision takes place. Quantitative and qualitative quality control checks will be carried out, including periodic hand tallies of data, and meetings between data collection and data processing staff.

Storage at study site and ICDDR,B laboratory: All data management forms, supervisory forms, questionnaires awaiting completion and those completed will be stored in a locked and identified place at the study site and at the ICDDR,B laboratory. Only persons involved in the research will have access to these records.

Data entry: Data entry will be carried out at the study site twice weekly. Data will be double entered on EPI-INFO by 2 data entry technicians. Range and consistency checks will be carried out in conjunction with the data manager and any errors corrected immediately. Two back-up copies on hard and floppy disc will be made for all data and stored in 2 separate and secure sites. Old copies of back-up will also be kept in a secure location. Once completed questionnaires have been satisfactorily entered they will be transported to the FHI office and stored in a locked cupboard. A manual will be kept updated with all the study variables.

 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).

Analysis 

Analysis of biomedical data

Prevalence: At baseline, we will estimate prevalence of STIs using standard methods.  95% confidence intervals will be estimated with exact methods.

Cumulative incidence: Cumulative incidence over 1 month and 2 months will be determined for N. gonorrhoeae and C. trachomatis based on infections determined at the 1 and 2 month visits. Women will only be able to contribute one infection to the cumulative incidence.  We will also determine the cumulative incidence over 1 month from month 1 to month 2 among those women who were treated at month 1.  95% confidence intervals for the cumulative incidence will be estimated with exact methods.  In estimating the cumulative incidence over 2 months, if there is substantial loss to follow-up, we will use product limit (Kaplan-Meier) methods to estimate the 2 months cumulative incidence.

We will also determine the cumulative incidence over 1 month in the final month of the study.  Using the information from month 8 regarding treatment and infection status, we will determine the cumulative incidence over 1 month at month 9 for all women who were treated or were negative at month 8.

Effect of interventions over time: We will also compare the prevalence of infection at baseline and follow-up in the two intervention groups.  To account for the repeated measurements aspect of this comparison, we will use generalized estimating equations (GEE) with a logit link and binomial distribution.  The structure of the unadjusted model will be:

logit(Y) = ( + (1(group) + (2(time) + (3(group*time)

where 
group = 0 if PPT and 1 if ESM



time = 0 if baseline and 1 if month 1, 2, 8 or 9



group*time = 1 if ESM and month 1, 2, 8 or 9, 0 otherwise

With this model, the test of (1 = 0 is a test of any baseline differences in prevalence; the test of (2 = 0 is a test of any temporal changes in the PPT group; the test of (3 = 0 is a test of whether ESM differs from PPT over time.  With this model we will be able to assess the effect of intervention after 1, 2, 8 and 9 months. This model will only be evaluable after nine month for women who complete follow-up.

Untreated infections: The collection of specimens at months 1, 2, 8 and 9 also allows us to determine the number and proportion of untreated infections.  Essentially by definition, the PPT group will have no untreated infections.  However, the ESM group may experience asymptomatic infections that are not identified by the risk assessment.  These infections constitute untreated infections, which can be enumerated and also expressed as a proportion of all infections (untreated/(untreated + treated)).  The number and proportion of untreated infections can be calculated at each of the four months where testing is conducted.

Retention in the interventions: The success of these interventions requires a high rate of retention of the participants.  We will describe the retention rates as the mean (( standard deviation) and median number of visits per group, excluding interim visits. We will compare retention rates using two methods.  First, we will compare the distributions of the number of visits in a 2x9 contingency table.  We anticipate the statistical comparison will be performed with a Fisher's exact test, because of the possibility of small cell sizes for some cells.  Second, we will use a Cox proportional hazards model to evaluate the rate of discontinuation in the programs.  In this model, individuals will contribute person-time through their final visit, which will be coded as a failure.  Because some women may skip one or more months and then resume participation, we will define discontinuation for this model as missing 1 or 2 (to be decided) consecutive months.

Analysis of PSA data: K statistic will be used to assess agreement between self-reported condom use and PSA detection (+/-) at baseline and month 9.
Analysis of questionnaire data: We will calculate odds ratios and use multivariate analysis to analyze data on symptoms, demography, knowledge, attitudes and practices. 
Accuracy of the ESM strategy and modelling


Sensitivity and specificity of ESM algorithm: We will assess the accuracy of the ESM algorithm for detecting gonococcal and chlamydial infections.  The reference standard will be the PCR assays for N. gonorrhoeae and C. trachomatis.  We will assess performance for N. gonorrhoeae or C. trachomatis, N. gonorrhoeae alone, and C. trachomatis alone.

At baseline, we will determine the sensitivity and specificity (along with stratum-specific likelihood ratios) for the algorithm, compared to the reference standard.  

To assess the performance using all available data, we will estimate the sensitivity and specificity using generalized estimating equations to account for the repeated observations on individuals.  These models will also allow us to assess any change in performance over time.  To assess sensitivity, we will specify the following two models:

Among persons with positive PCR: 

logit(Y) = (
logit(Y) = ( + (1(time1) + (2(time2) + (3(time8) + (4(time9)

Where Y is the algorithm result.   Note that in the first model, e(/(1+e() is the probability of test +.  Given the limitation of the population to those with positive PCR, this probability may be expressed as P(T+|D+), which is the sensitivity.

In the second model, the time variables represent a series of indicator variables for each month where specimens are collected. The intercept will represent be used to calculate the sensitivity at baseline and the ( represent the deviation from that baseline for each time point.

Similar analyses will be conducted for specificity, limiting the population to persons with negative PCR assays.

Modelling: We will attempt to improve the performance of the ESM algorithm using baseline cross-sectional and follow-up data.  Baseline data will be used to develop a predictive model for prevalent infections.  We will use unconditional logistic regression to develop the model.  The outcome variable will be PCR results.  We will identify potential predictors using existing literature and variables identified to be predictive in bivariable analyses with ( = 0.25.  This ( level is chosen to minimize that possibility that important predictors are left out of multivariable models.  We will then construct a full multivariable model and use a backwards elimination procedure to reduce the model to provide a simple predictive model.  We will assess model performance with ROC curves, sensitivity, and specificity.  We will also construct a risk score from the model for ease of implementation.

We will also construct a model to predict incident infections during follow-up.  This repeated measures model will be constructed using generalized estimating equations with logit link and binomial distribution.  Modelling procedures will be essentially the same as those described above for the classical logistic model.

Analysis of costs

Analysis of costs

Cost per case treated– (WHO formula)

[cost of intervention/patient x no. pts.]  + [cost of treatment x no. pts.  treated]  

                                               no. truly infected patients

= cost per true case treated

This calculation will be done for ESM and PPT.

NB: a true case is defined as a case with laboratory confirmed infection with NG/CT/TV/BV/CA/syphilis and costs will be analysed for joint and for separate infections.

Modelling of cost-effectiveness for different treatment approaches – this will be calculated using decision analytic techniques developed by UNC.

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).  

BWHC clinic have all facilities essential for enrollment, examination, specimen collection and tests for T. vaginalis and candidiasis. The clinic has been renovated by FHI for conducting the study.  RTI/STI laboratory ICDDR, B has all equipments essential for conducting PCR test. Data management part of the study will be done in collaboration with PHSD. One senior data management personnel will be involved in development of data base and supervision of data entry. 

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.

Consent will be voluntary with a witnessed written consent and all other study documents and specimens will be labelled with only a study number and/or a participant ‘code word’.  Names and linked study numbers will only be recorded in the clinic and study logbooks and these will be kept in a locked place at the clinic. Patients will be issued with a study ID card, which will consist only of a passport photo with their study number written on the back.

No subjects will be identified in any report or publication about this study. Although every effort will be made to keep research records private, there may be times when federal or state law requires the disclosure of such records, including personal information. This is very unlikely, but if disclosure is ever required, UNC-CH/FHI and ICCDR,B will take all steps allowable by law to protect the privacy of personal information. All information collected in this study will be stored in a locked file cabinet. Access to this cabinet will be available only to those researchers directly involved in this study.

All instruments used in the study will be autoclaved and disposable syringe and needles will be used.
Risks: At first presumptive treatment estimates suggest 40% women will be positive for cervicitis therefore approximately 60% of women will be treated unnecessarily. Subsequent rounds of presumptive treatment in the PPT intervention may continue to over-treat. 

The presumptive treatment will consist of azithromycin 1g orally, cefixime 400mg orally and metronidazole 2g orally. Azithromycin is a macrolide antibiotic and this class of antibiotics has had a long history of use in humans with a strong safety record (33). It is the drug of choice for chlamydia infections; it is effective against GC, although resistance is emerging in Bangladesh (32); and it is active against incubating syphilis. It has the advantage of being given in a single dose; it is safe for pregnant women, and the chances of allergic reaction are minimal. There is no documented clinical resistance for Chlamydia trachomatis or Treponema pallidum.

The main side effects of azithromycin, in the short term, are nausea and abdominal discomfort, which are quite common. To prevent this, participants will be given food prior to receiving azithromycin. 

Cefixime is a cephalosporin antibiotic and is the drug of choice for GC. Cephalosporins have a long history of use in humans with a strong safety record and are safe to use in pregnancy (34). The principal side effect is hypersensitivity and about 10% of penicillin sensitive patients will also be sensitive to cefixime. Patients will be screened for penicillin sensitivity and allergic patients will be excluded from the study. Screening will be done by seeking a history of previous reactions to penicillin and other medications, but not by skin testing.   

Metronidazole is effective for the treatment of bacterial vaginosis and Trichomonas vaginalis. The main side effects occur in conjunction with alcohol ingestion, which is very unusual in this setting, and patients will be counselled about this prior to drug administration. It is safe to use in pregnancy (35). Patients may also be treated with acyclovir, clotrimazole, doxycycline, penicillin and erythromycin as appropriate for any infections diagnosed. This treatment is part of normal clinical procedure and adverse reactions will be monitored and treated appropriately. 

Alternative therapies will be offered to all those with a history suggestive of allergy to the antibiotics. In the case of any adverse reactions, emergency care will be provided on site and the participant will be referred to the nearest hospital for further management. Potential adverse events that will be monitored by the study include side effects of the medications and a change in high-risk behaviour (e.g. reduced condom use). 

The participants will be asked very personal and sensitive questions and these may cause them some embarrassment and anxiety. The questionnaire will be administered in a private area by a same sex interviewer. All consenting participants will be informed that they can refuse to answer any questions and that they are free to leave at any time. Participants will be clinically assessed and treated in a manner consistent with national guidelines and international best practice. There may be discomfort from speculum examinations. However, trained medical providers will perform the examinations. There are minimal physical risks of bleeding and bruising related to venepuncture. However, the study will use only trained medical personnel to draw blood and will ensure an adequate supply of new, sterile disposable needles. 

There are some social and psychological risks from learning that one has an STI. Study staff will counsel participants who test positive for these infections and provide referrals when indicated. 
Information obtained in the study will be kept confidential. Patients will be assigned a study number and will choose a ‘code word’ (password) at the time of enrolment. Interview forms, questionnaires and physical examination forms will be identified only with the assigned study number and the ‘code word’. A photocard card with only the study number of the patient will be given to allow the patient to obtain laboratory results. In addition each participant will be asked to remember a unique code word in case they should lose their ID cards. The clinic and study log-books will be the only link between study numbers and names. These will be kept with the clinic co-ordinator during clinic operations and locked in a drawer in a study office at other times.  

There may be social risks to some participants in this study from “employers” (e.g., brothel owners, police and military) for refusal to be in the study or for having a STI. There is a risk that patients may relax STI prevention activities such as condom use in response to the medication. However, all participants will be provided with condoms and counselled that the intervention is not a substitute for behavior change and other risk reduction activities.

Potential Benefits: The principal benefit for the participants is that they will receive regular and comprehensive STI evaluations with free, appropriate treatment provided.  They will also receive one-on-one education and counselling regarding risk reduction and preventing STIs, RTIs and HIV. Participants will be given condoms as well as instruction on condom use and will be referred for additional treatments/services as appropriate. 

The country of Bangladesh will benefit because the information gained in this study will contribute to HIV and STI control efforts. Specifically this study will evaluate 2 interventions which could then be reproduced in similar settings and thus contribute to local and national STI and HIV control as well as to the health of individual patients.


Use of Animals

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


No animal will be used.
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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.


A written report of the results of the study will be provided to the Ministry of Health of Bangladesh, the National AIDS/STD Program, ICDDR,B, the USAID mission and other NGOs and agencies in Bangladesh working on STD and HIV issues. An oral debriefing will also be done with key interested parties including relevant ministries, other donors, key NGOs and target groups.  Attempts will be made to use results to generate specific actions based on the findings. Results from this study will be presented at local, national, regional and international meetings and published in international peer-reviewed 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)


The study will be conducted in collaboration with ICDDR,B, FHI Bangladesh, UNC, UNICEF and BWHC. ICDDR,B will take major responsibility in operation of the project. BWHC will be responsible for providing space for specimen collection and on site testing, making the sex workers available for the study through peer educators. UNC will be assisting ICDDR,B in questionnaire development and will be responsible for cost effectiveness analysis. Unicef will provide logistic support such as PCR kits for N. gonorrhoeae and C. trachomatis and drugs needed for the study.   

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:


Motiur Rahman, M.D, PhD
2.
Present position:

Associate Scientist and Head RTI/STI Laboratory, Laboratory






Sciences Division (LSD)   

3.
Educational background:

Institution and location

Degree

Year

Field of study

Karolinska Institute, Stockholm,
PhD 

1997

Microbiology,

Sweden







Molecular Biology

Medical College Hospital,

MBBS

1986

Medicine, Surgery 

Rangpur, Bangladesh





Gynaecology

1. List of ongoing research protocols


(Start and end dates; and percentage of time)

4.1
As principal Investigator

	Protocol Number
	Starting date
	End date
	% time

	2002-008
	7/02
	6/05
	25%

	FHI-Service project
	1/04
	12/04
	10

	2003-035
	7/04
	09/05
	20%


As Co-Principal Investigator

	Protocol Number
	Starting date
	End date
	% time

	HIV surveillance 
	01/04
	12/05
	20


Publications

	Types of publications
	Numbers

	a)  Original scientific papers in peer reviewed journals
	30

	b)  Peer reviewed articles and book chapters
	-

	c)  Papers in conference proceedings
	15

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

	e)  Working papers
	1

	f)  Monographs or books
	2


6.
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2. Khairun Nessa, Shama-A-Waris, Zafar Sultan, Shirajum Monira, Maqsud Hossain, Shamsun Nahar, Habibur Rahman, Mahbub Alam, Pam Baatsen, Motiur Rahman (2004) Epidemiology and etiology of sexually transmitted infection among hotel based sex workers (HBSWs) in Bangladesh. J Clin Microbial. 42(2): 618-21.

3. Tasnim Azim, M Shah Alam, Motiur Rahman, M S Sarker, Giasuddin Ahmed, M repon Khan, Saifur Rahman, ASM M Rahman. (2004). Impending concentrated HIV epidemics among injecting drug users in central Bangladesh. Int J of STD & AIDS. 15:280-83.
4. Zafar Sultan, Shamsun Nahar, Bengt Wretlind, Emma Lindback and Motiur Rahman. (2004) Comparison of Mismatch Amplification Mutation Assay (MAMA) with DNA sequencing for characterization of fluoroquinolone resistance in N. gonorrhoeae. . J Clin Microbial. 42(2): 591-94.
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                                                                   APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh

                                   Voluntary Consent Form


Title of the Research Project: A Comparison Of Two Methods Of Systematic Prevention And Control Of STIs Among Female Sex Workers In Dhaka, Bangladesh


Principal Investigator: Dr. Motiur Rahman & Duncan Mackromic 

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.


See attachment 


Signature of Investigator/ or agents                                                                              Signature of Subject/ Guardian

 Date:                                                                                                                                   Date:

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.


The budget presented here represents a minimum estimation of the costs.

1. Two physicians, paramedics, interviewer, counselor, receptionist, Laboratory technician will be recruited for two field site. We will recruit one study supervisor, one adminstrativer assistant and one attendant to assist different activities of the project. PI of the project will spent 25% of his time for the project. One data management officer will spend 10% his time and one health senior field research officer with health economic background will spend 30% of his time for supervision of respective part of the project.

2. We have budgeted US $ 7680 for all types of office cost and US $ 700 for training of study personnel. All personnel involved in this study will be trained in the beginning for personal safety material handling, collection transport and other procedures.

3. Equipment and procurement: US $ 23330 is budgeted for procurement which includes all consumables, one computer and printer. We will receive all PCR kits and drugs from UNICEF, Bangladesh. 
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. RTI/STI service delivery to FHI-BWHC clinics for Hotel Based Sex Workers in Dhaka. US $ 26,000. (2004)

2. Molecular analysis of virulence genes of Helicobacter pylori and identification of genotypes associated with overt disease (gastro duodenal ulcer, non ulcer dyspepsia and gastric cancer) in Bangladeshi population. US $120,000 (2002-2005)


                           Check List


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

1.  Face Sheet Included           x            


2.  Approval of the Division Director on Face Sheet      X  


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


4.  Table on Contents     X

5. Project Summary     x

6.  Literature Cited      x

7. Biography of Investigators     X


8.  Ethical Assurance             X


9.  Consent Forms


10.  Detailed Budget              X
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