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	Project Summary
Describe in concise terms, the hypothesis, objectives, and the relevant background of the project. Also 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. 

Background
Abortion is illegal in Bangladesh except to save a women’s life.  Despite the legal restrictions on abortion, menstrual regulation, or the evacuation of the uterus of a woman at risk of being pregnant to ensure a state of nonpregnancy, is sanctioned by the government and provided by public sector clinicians at all levels of the healthcare system.1 These uterine evacuation services are offered under the Bangladesh Menstrual Regulation (MR) program and succeed in providing women much needed care. However, there is scope to expand and improve the MR program’s services to increase access, availability, choice of methods for clinicians and women, and the overall quality of care.

The MR program was sanctioned by the Bangladeshi government in 1979 and evolved as part of the country’s population program.  Today the focus of the program has been incorporated within a reproductive health and rights agenda and provides services through a nationwide primary care level program.2 Although MR service delivery has been decentralized to make services more widely available, many women continue to suffer from lack of access to these services.  Key challenges to access include high cost, lack of education and knowledge of services, and other cultural and institutional barriers.2  Apart from addressing these issues, new technologies for uterine evacuation may also help to improve access to menstrual regulation services. Pills in lieu of invasive intervention for the evacuation of the uterus may help increase access to services in places where vacuum aspiration equipment and/or trained personnel are not available.  Two medications, mifepristone and misoprostol, have received considerable attention for use in early pregnancy termination both in developed and developing countries and may also help to increase access to MR services in Bangladesh.  

The mifepristone-misoprostol regimen has been found to be effective, feasible and acceptable for women throughout the world. 3-6  Depending upon the regimen, mifepristone-misoprostol regimens have been demonstrated to be 92-98% successful in evacuating the uterus without recourse to vacuum aspiration or surgery when used in early pregnancy.3  Recently, global experience and a growing body of clinical research have demonstrated several clinical innovations that promise to make the method even more acceptable to women and providers.  A reduced dose of mifepristone, the administration of misoprostol outside the clinic, and the use of delayed swallowing techniques may further increase the effectiveness and acceptability of the mifepristone-misoprostol regimen. This protocol seeks to pilot the introduction of a mifepristone-misoprostol regimen in various clinical settings thus providing valuable information that may help to guide the improvement of MR services in the country. 

Goals and objectives

In this research project investigators will document the acceptability and feasibility of a mifepristone-misoprostol regimen for menstrual regulation in Bangladesh. The project will take place in three  phases.  During the first phase of the project, a mifepristone-misoprostol regimen for menstrual regulation will be introduced in three tertiary-care facilities in Dhaka, Bangladesh. In the second and third phases, the same protocol will be implemented in nine sites in urban, peri-urban and rural areas. Together, the project will demonstrate the use of a mifepristone-misoprostol regimen for menstrual regulation offered by providers, including physicians and Family Welfare Visitors, at various levels of the health care system.  If the regimen is found feasible and acceptable the results will provide data useful for the formulation of clinical guidelines and programmatic recommendations for the introduction of mifepristone-misoprostol into menstrual regulation services in Bangladesh.

The specific aims of this project are to provide answers to the following questions:
1. Is a regimen that allows women the option of taking misoprostol at home and which consists of 200 mg mifepristone followed 24-48 hours later by 800 (g buccal misoprostol feasible for introduction in a range of clinical settings in Bangladesh?

2. How acceptable to clients and to providers is the use of mifepristone-misoprostol for uterine evacuation in each of these settings?

3. If offered the choice, what proportion of women would prefer to take misoprostol in the clinic and what proportion would prefer to take it at home?

Study Procedures

Approximately 700 women will participate in this study.  During the first phase of the research project, women will be recruited at three tertiary-care facilities located in Dhaka (n=300).  During the second and third phases of the research project, women presenting for menstrual regulation services at nine centers located in urban, peri-urban and rural areas will be offered the option of participating in the study (n=400). 

Risks and Benefits

Mifepristone can cause some side effects, most notably nausea, vomiting, diarrhea and fatigue. If these side effects do occur they are usually mild and last less than three days.  Misoprostol can also—and more frequently does—cause nausea, vomiting and diarrhea, and more rarely, shivering and transient fever.  After taking misoprostol, women are expected to experience uterine cramping similar to or worse than a menstrual period, as well as vaginal bleeding.  Approximately 2 to 5% of women treated with mifepristone and misoprostol will require vacuum aspiration intervention to complete the procedure or control bleeding.4  In rare cases, excessive bleeding may occur that requires a blood transfusion (1 in 3,000).5-7 Rare fatal infection by Clostridium sordellii (1 in 120,000 cases) following medical abortion has also been reported, however there is no evidence that these deaths were caused by either mifepristone or misoprostol. There are no known long-term side effects.
Although mifepristone is not a teratogenic agent, misoprostol has been classified as a teratogenic agent.  According to the WHO, the available data are limited and inconclusive regarding the risk of fetal abnormality after an unsuccessful uterine evacuation with medication.  Thus, the WHO recommends that there is no need to insist on termination of an exposed pregnancy. However, women should be informed that “because of the unknown risk of abortifacient drugs to the fetus, follow-up is important.”
 
The potential benefit to study participants is avoiding an invasive procedure and its potential side effects and complications.  This mifepristone-misoprostol regimen for uterine evacuation might minimize the burden on current invasive menstrual regulation services and provide women with an option that is more private and less invasive.  The benefit to society is the development of a medical regimen for menstrual regulation that is acceptable for Bangladeshi women and providers and feasible to implement in different settings in Bangladesh.
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Description of the Research Project
Hypothesis to be Tested:

This open-label study is being conducted to determine whether a mifepristone-misoprostol regimen for uterine evacuation that allows women the option of taking their misoprostol at home and which consists of 200 mg mifepristone followed 24-48 hours later by 800 (g buccal misoprostol is acceptable to women and providers and feasible for introduction in a range of clinical settings in Bangladesh.


Specific Aims:
· Assess whether a uterine evacuation regimen that allows women the option of taking their misoprostol outside the clinic and which consists of 200 mg mifepristone followed 24-48 hours later by 800 (g buccal misoprostol is feasible for introduction in a range of clinical settings in Bangladesh

· Determine whether a mifepristone-misoprostol regimen for uterine evacuation is acceptable to women and providers
· Determine what proportion of women, if offered the choice, would prefer to take misoprostol in the clinic and what proportion would prefer to take it outside the clinic

Background of the Project including Preliminary Observations 


Abortion is illegal in Bangladesh except to save a women’s life.  Despite the legal restrictions on abortion, menstrual regulation, or the evacuation of the uterus of a woman at risk of being pregnant to ensure a state of nonpregnancy, is sanctioned by the government and provided by public sector clinicians at all levels of the healthcare system.1 These uterine evacuation services are offered under the Bangladesh Menstrual Regulation (MR) program and succeed in providing women much needed care. However, there is scope to expand and improve the MR program’s services to increase access, availability, choice of methods for clinicians and women, and the overall quality of care.

The MR program was sanctioned by the Bangladeshi government in 1979 and evolved as part of the country’s population program.  Today the focus of the program has been incorporated within a reproductive health and rights agenda and provides services through a nationwide primary care level program.2 Since the 1970s, paramedics, called Family Welfare Visitors (FWVs), have been trained in MR service delivery and play an important role in communities, particularly in areas with few qualified physicians. FWVs are now central to the success of the MR program.

Although MR service delivery has been decentralized to make services more widely available, many women continue to suffer from lack of access to these services.  Key challenges to access include cost, lack of education and knowledge of services, and other cultural and institutional barriers.2  Apart from addressing these issues, new technologies for uterine evacuation may also help to improve access to menstrual regulation services. Pills in lieu of invasive intervention for the evacuation of the uterus may promise to increase access to safe menstrual regulation services in places where vacuum aspiration equipment and/or trained personnel are not available.  Two medications, mifepristone and misoprostol, have received considerable attention for use in early pregnancy termination both in developed and developing countries and may also help to increase access to safe MR services in Bangladesh.  

The mifepristone-misoprostol regimen has been found to be effective, feasible and acceptable for women in countries throughout the world, including developing countries such as India, Vietnam, Tunisia, and South Africa. 3-6 Depending upon the regimen, mifepristone-misoprostol have been demonstrated to be 92-98% successful in evacuating the uterus without recourse to vacuum aspiration or surgery when used in early pregnancy.3  Recent research and global experience with the method point to several clinical innovations that promise to make the method even more acceptable to women and providers thereby facilitating access to services.  These innovations include a reduced dose of mifepristone, home administration of misoprostol, and techniques for delayed swallowing of the misoprostol tablets.

The original mifepristone-misoprostol regimen was 600 mg oral mifepristone followed 48 hours later with 400 μg oral misoprostol for women < 49 days LMP4,6. Since then, studies have shown that a lower dose of mifepristone (200 mg) is equally effective when compared to the previous standard dose of 600 mg.8-11  Two such trials, one conducted in Western Europe by the World Health Organization and the other in Vietnam and Tunisia by the Population Council12, explored the possibility of using a lower dose of mifepristone (200 mg versus 600 mg), followed by the standard dose of prostaglandin (400 (g misoprostol orally).  These studies show that the success rate of this lower dose regimen, when used up to 56 days gestation, is comparable to that found with the higher dose of mifepristone.  The 200 mg dose of mifepristone has become standard in most services in the United States, the United Kingdom, Vietnam, Tunisia, India and other countries. Based on substantial documentation, the World Health Organization and others recommend the use of mifepristone and misoprostol for uterine evacuation up to 63 days gestation.4, 11, 13-16 In addition, a growing literature supports administering misoprostol closer to the timing of mifepristone. Numerous clinical trials have indicated that a 24-hour waiting period yields the same effectiveness and can shorten the duration of the procedure. Offering a 24 hour period to administer misoprostol 24-48 hours after mifepristone administration has been documented to be safe and effective. It also gives each study participant the flexibility to administer the misoprostol at a time that is relatively convenient for her.11, 15, 17-20
Clinic flow and staff time expenses, combined with time demands on women, suggest that the number of visits involved in a mifepristone-misoprostol abortion should be reduced (from three to two) if possible. Researchers have also shown that it is quite feasible to allow women to take misoprostol at home or outside the clinic thus eliminating the need for an additional clinic visit.  Schaff and colleagues in the United States have conducted several large clinical trials 19, 21-22  showing definitively that home use is safe, effective and, moreover, desirable to most women.  Similarly, the Population Council study of women in Vietnam and Tunisia demonstrated that home administration of misoprostol is feasible and acceptable in developing countries.23  In addition to proving to be highly acceptable, effective, and safe, a regimen that allows the choice of home administration can potentially reduce the staff costs of providing mifepristone-misoprostol and improve women's privacy and autonomy.  In Bangladesh it is typical for women accessing manual vacuum aspiration with uterine evacuation to be asked to present to the clinic twice – once for the service, and a return visit for contraceptive counseling. 
Besides a reduced mifepristone dose and home administration of misoprostol, new research has also identified highly effective and acceptable regimens using delayed swallowing techniques. These oral routes of administration may be more acceptable to women as some women find vaginal administration of misoprostol uncomfortable or culturally unacceptable.  Clinical research suggest that buccal administration -- holding the tablets between the cheek and gum for 30 minutes and then swallowing the pill fragments -- is highly effective. Published data from a randomized trial comparing 800 µg misoprostol given vaginally or buccally 24 to 48 hours after 200 mg mifepristone in women up to 56 days LMP found an efficacy rate of 95% in the buccal group, which was not significantly different than the rate with the vaginal regimen.24 Since the pharmacokinetic profile of buccal misoprostol is comparable to vaginal misoprostol and limited data suggest the clinical performance is at least as good, the buccal method should also be very effective and acceptable in women 63 days LMP.25  Indeed, buccal administration is now standard practice in all Planned Parenthood clinics in the United States.  These clinics also found a significant drop in reports of serious infections with the switch from vaginal to buccal administration.26  In sum, clinical research and routine use data suggest that buccal administration offers women a highly effective alternative for mifepristone-misoprostol regimens.

Clinical innovations including a reduced dose of mifepristone, the administration of misoprostol outside the clinic and the use of delayed swallowing techniques all promise to make a known and used method even more effective and acceptable both for women and providers.  The introduction of such a regimen, in turn, has the potential to increase access to safe menstrual regulation services where the availability of vacuum aspiration equipment and/or trained personnel may limit access to services. To explore this issue, this study seeks to pilot the introduction of a mifepristone-misoprostol regimen in various clinical settings thus providing valuable information that may help to guide the improvement of MR services in the country.
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.  

DESCRIPTION OF STUDY POPULATION 

Women 18 years or over seeking menstrual regulation services will be recruited for the study. Eligible women will be in general good health and assessed by a clinician to be less than or equal to 9 weeks LMP on Study Day 1.  Participants must:

· Be willing and able to sign consent forms;

· Be eligible for MR services according to clinician’s assessment;

· Be willing to undergo an  evacuation if necessary;

· Be willing to provide a urine sample prior to administration of the mifepristone

· Have access to a telephone and/or provide an address; and

· Agree to comply with the study procedures and visit schedule

In addition, women with the following conditions will be ineligible to participate in the study:

· Confirmed or suspected ectopic pregnancy or undiagnosed adnexal mass;

· Chronic renal failure;

· Concurrent long-term corticosteroid therapy;

· History of allergy to mifepristone, misoprostol or other prostaglandin;

· Hemorrhagic disorders or concurrent anticoagulant therapy;

· Inherited porphyrias; or

· Other serious physical or mental health conditions.
STUDY DESIGN AND PROCEDURES

This study is an open-label trial of approximately 700 women.  All women enrolled in the trial will undergo routine screening and pre-menstrual regulation care as is the standard practice at each clinical site. Those who choose to take part and meet study inclusion and exclusion criteria will receive full information about the study and be required to give their informed consent.  Women who choose to enroll in the study will receive 200 mg mifepristone orally in the clinic. Prior to administration of the mifepristone, all women will be asked to provide a urine sample for laboratory analyses.  Samples will be anonymously tested to confirm the HCG levels of women enrolled in the trial.  After administration of the mifepristone, all women will be offered the choice either to return to the clinic 24-48 hours later to take 800 (g buccal misoprostol or to take the misoprostol at home.   All women will be counseled to administer the misoprostol by holding two tablets between each cheek and gum for about 30 minutes as indicated by the provider. Women will be given mild analgesics to take as needed.   

The first ten women enrolled at each site in Phase I and the first five women enrolled at each site in Phases II and III will all receive misoprostol in the clinic so that the clinic staff can gain experience and confidence in the method.  After these first women have been recruited the investigator at each site will contact Gynuity Health Projects to discuss whether, at that time, they feel comfortable enough with the method to offer women the option of administering misoprostol at home.  

Women will be asked to return to the clinic 10-14 days following their initial visit in order to determine the status of the procedure.  Women with incomplete procedures will be offered uterine evacuation with vacuum aspiration or the option of an extended follow-up visit (with or without administering an additional does of 800 (g buccal misoprostol), depending on the evaluation of the clinician. Women will be able to request a vacuum aspiration intervention at any time during the process.  All participants will receive instructions on where to seek 24-hour help in case of concerns or emergencies.

When the procedure is complete, participants will be asked a series of questions assessing their experience during the procedure and satisfaction with the method.  Information on misoprostol administration and side effects will be collected on a side effects card with the aid of the provider at the follow-up visit. The card will record any side effects experienced, the extent and duration of bleeding, pain medications required (if any), and other medications used since the last visit.  At the conclusion of the study all providers at the study sites will complete a short questionnaire assessing their experience with the method. Please see Appendix D for a flow chart for the study activities. 
Screening

All women who present at the clinic requesting menstrual regulation will be offered the option of participating in this study.  Women who may meet the eligibility criteria (described above) will be given the following description of the study, detailing the study rationale, protocol, risks, benefits and visit schedule:

"ICDDR,B and Gynuity Health Projects, a research organization in the United States, are conducting a study testing a drug regimen for menstrual regulation that can be used instead of vacuum aspiration.  Normally, women requesting menstrual regulation services undergo a vacuum aspiration procedure at this clinic.  To use this method, women take a first pill in the clinic to start the procedure. Between 24-48 hours later, they take a second set of pills to complete the regimen. In this study, women will have the choice of taking the second set of pills at home.  [To be omitted for the first 10 women enrolled at the Phase I sites and the first 5 women enrolled at the Phase II and III sites.  These women will not be offered the option of home administration.] Following the second set of pills, women may experience cramping, bleeding, nausea, vomiting, and diarrhea. Most of these side effects go away after a few hours, but bleeding similar to a heavy period can continue for a week or longer. Similar studies found that found that of 10 women, 9 did not require an additional procedure to evacuate the uterus.  The research shows that the method was highly acceptable to most women.27
If you wish to participate in this study, you will be examined by a provider. If you are determined eligible for the study, you will then swallow the first pill.  You will be given the option of coming back to the clinic 24-48 hours later, during clinic hours, to take the second type of pills or to take them by yourself at home anytime 24-48 hours after taking the first pill. You will be asked to hold two tablets between each cheek and gum for about 30 minutes as indicated by your provider.  In either case you will need to return to the clinic after two weeks for a check-up and exit interview. If the evacuation of the uterus is not complete, your provider may recommend that you have a vacuum aspiration procedure to evacuate the uterus. In some cases, the provider may recommend that you take a third set of tablets and return to the clinic in a week for another follow-up visit. You may also choose to stop being in the study or request vacuum aspiration uterine evacuation at any time.

If the provider determines that you are medically eligible for the study and you decide to participate, you will be asked to provide a urine sample before the administration of the first pill. This urine sample will be sent to the central lab and all analyses anonymously tested and discarded after the study.

If you decide to participate, you will receive Tk100 as compensation for the transportation costs associated with visiting the clinic.

You will be given the name and telephone number of a person at the clinic whom you can contact during the course of the study if you have a medical emergency or if you have questions or concerns. 

If you do not participate in the study, you will be offered a standard vacuum aspiration procedure outside of the study. Your decision not to participate will not affect your care.

Any information you provide during the study will be confidential. Your full name will not appear on any study document and only staff participating in the study will have access to the information you provide.


Are you willing to participate?"

When describing the study, providers should also make sure to review contraindications, side effects and success rates, as well as follow-up procedures for the vacuum aspiration back-up procedure.

Women who would like to participate should be given an informed consent form to read and sign (see below). If they are unable to read, the form should be read and explained to them. Consenting women should be examined by a study provider in order to ensure they meet the eligibility criteria. 

Eligibility determination and informed consent (Day 1)

The provider should first confirm the woman's eligibility for menstrual regulation using a clinical exam, according to the usual practice at the clinic. The provider should determine the woman's eligibility using standard methods (i.e. physical exam and menstrual history) and assess whether the woman is < 9 weeks LMP. 

Providers should confirm that the woman is an otherwise suitable candidate for menstrual regulation. Ultrasound should not be used routinely, but it can be used if needed to rule out pathology or if there are unexplained discrepancies in other methods of assessing gestational duration.  Screening for baseline hemoglobin will be performed according to standard clinic protocol.

Women who are eligible to participate, based on clinician’s assessment, will be given a consent form to review and sign.  If the woman is unable to read, the form will be read and explained to her, and her consent will be indicated by a mark, such as the woman’s thumbprint.  Those who agree to participate will be asked a few background and demographic questions, after signing the consent form.  Information will be collected on the Client Background and Eligibility Form (Form 1).

Study drug administration (Days 1 to 3)
Day 1

After participants sign the consent form, they will be asked to give a urine sample in a labeled vial. The sample will be frozen at the study clinic. Once a month, all vials from the study clinic will be delivered to ICDDR,B and tested for HCG.  
After providing a urine sample, women will be given 200mg mifepristone to take orally. The date and time of mifepristone administration should be noted on Form 2.  Women opting for home administration of misoprostol will be given 800 (g buccal misoprostol (four 200 (g tablets). Women will be asked to wait 24-48 hours after administration of mifepristone. When ready, they should place the tablets between their cheek and gum and hold them there for 30 minutes.  Women should swallow any fragments at the end of the 30-minute period.  Women should be told that they will probably experience cramping and bleeding after taking misoprostol, and consequently should plan on resting for several hours. Women should be advised that they may wish to administer the prostaglandin at a time when someone is available to assist them if needed. 

All women, regardless of where they opt to take misoprostol,will receive four paracetemol (500 mg) tablets.  These pain medications should be used at the woman's discretion and can be supplemented with something stronger, such as paracetemol with codeine, if the woman is very anxious or uncomfortable. Women can be provided with a prescription for four tablets of 330 mg paracetemol with 20 mg codeine or informed where they can receive such medication. 

Women will be instructed to call the clinic if they have any questions about symptoms or side effects, or if they have any other concerns. They will also be told to return to the center if their bleeding is very heavy or persistent, or if they desire a vacuum aspiration intervention at any time.

Signs of completion of the procedure will also be discussed.  According to the medical literature, approximately five percent of women will complete the procedure after administration of mifepristone but before misoprostol. All women should be counseled that this event might occur, but because women who have not completed the procedure may think otherwise, all women who have chosen to take their misoprostol at home will be instructed to take the misoprostol even if they think the procedure is complete.  

Day 3:  Women who have opted for clinic administration of misoprostol (or are among the first 10 women enrolled at each Phase I site or the first 5 patients enrolled at each Phase II and Phase III site) will return to the clinic during clinic hours 24-48 hours after receiving mifepristone.  At the start of that visit, women will be asked whether they think the procedure is complete and the reasons for their beliefs. Next, the clinician will confirm whether the uterine evacuation is complete.  Women will be asked to hold two tablets between each cheek and gum for about 30 minutes. The woman should be instructed to swallow any pill fragments. If she has forgotten her pain medication at home, she should be given the same pain medication she received at her first visit (to be used at her discretion). 

After administration of prostaglandin, women should be monitored for approximately three hours, or until the woman and the clinician agree that the woman may depart (which may be before or after three hours have elapsed). The clinician should note the time of the misoprostol administration, the time of the expulsion (if any), and any side effects observed or reported, as well as the time the woman is discharged from the clinic.  The woman should also note her own observations in her Home Study Card, just as she would if she were taking misoprostol at home. Vital signs do not need to be monitored routinely if not warranted medically.

Follow-up visit (Day 10-14)
Two weeks after mifepristone administration, women return to the clinic for a check-up. Upon arriving for this visit, women will be asked whether they think the uterine evacuation is complete, and why. The clinician will review a Side Effects Card with the woman and, for women who have opted to administer misoprostol at home, confirm that misoprostol was indeed administered and the route of administration. At this time, the clinician will verify with a physical exam and interview with the woman that a complete procedure has taken place. If the process is not complete, the provider may decide to offer the woman another follow-up visit one week later (with our without an additional dose of 800mcg buccal misoprostol) or an immediate vacuum aspiration evacuation. For all women, the exit interview (i.e. Form 5) should be completed to gather acceptability and experiential information about the abortion from the woman. A woman may request to have a vacuum aspiration evacuation at any point during the study period. 

Extended follow-up visit (Day 15 to 36, when necessary) or Unscheduled Visit 
If the procedure is complete, the woman will complete the final exit interview.  If the procedure is not complete, the provider will perform a vacuum aspiration evacuation. The woman will be questioned regarding side effects experienced from the last medication, bleeding and cramping, pain medication required, and other medications used since the last visit. If the woman does not return for her extended follow-up visit, she will be contacted to reschedule the visit.  Just as for normal follow-up, if the participant fails to return the clinic will make up to three attempts to contact the participant by phone or by outreach worker. If necessary, the required information regarding bleeding history, medications, medication side effects, and questionnaire answers can be obtained by phone or by outreach worker. Participants can be considered lost to follow-up if the final visit is not completed by the time the study is closed.  All outcomes, including subsequent treatments of interventions, will be recorded on the Extended Follow-up or Unscheduled Visit (Form 6).

All women coming to the clinic for verification of the status of their procedure should have an unscheduled visit form completed to document the visit (described below).  Women will also be reimbursed the travel costs associated with an unscheduled visit to the clinic.

Other
Women wishing to use contraception will be offered contraceptive counseling at each visit and, if desired, a method of contraception may be initiated after the uterine evacuation is complete and before sexual activity is resumed.

RESEARCH SITES

This is a multi-site study of approximately 700 women. Recruitment will occur in three phases. In Phase I, women will be recruited at three tertiary-level facilities in Dhaka.  In Phases II and III, women will be recruited at nine study sites located in urban, rural and peri-urban areas. The field teams will communicate with ICDDRB by phone throughout the study. For each of the leading national MR NGOs 2 sites were selected. The prominent government clinic Mohammadpur Fertility Services and Training Centre was also included. Each study site is either based at a 24-hour referral facility or has established links with a 24-hour referral facility where at least two providers will be trained to recognize and provide care for women with complications associated with mifepristone and misoprostol use. 
Phase I Sites (n=300)
1. RHSTEP Dhaka Medical College Hospital, Dhaka (n=100): Women will be recruited at the MR training center located within Dhaka Medical College Hospital.  The center has been providing menstrual regulation services since 1979 and performs approximately 12 menstrual regulation procedures each day. The center is certified to perform procedures up to 10 weeks’ LMP. Approximately 80% of all procedures are performed for women <8 weeks LMP.  Manual and electric vacuum aspiration is the standard of care at the center. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will access care around the clock by the trained providers at Dhaka Medical College Hospital. This referral linkage is well established. Dr. Anjuman Ara will serve as the local investigators at this site. 

2. RHSTEP Sir Salimullah Medical College & Mitford Hospital, Dhaka (n=100):  Women will be recruited at the MR training center located within the Sir Salimullah Medical College & Mitford Hospital, Dhaka.  The center has been providing menstrual regulation services since 1979 and performs approximately 11 menstrual regulation procedures each day. The center is certified to perform procedures up to 10 weeks LMP. Approximately 80% of all procedures are performed for women <8 weeks LMP.  Manual and electric vacuum aspiration is the standard of care at the center. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will access care around the clock by the trained providers at Mitford Hospital. This referral linkage is well established. Dr. Nasrin Khairunnesa will serve as the local investigator at this site.
3. Marie Stopes Premium Clinic, Dhaka (n=100):  Marie Stopes Premium Clinic, Dhaka (n=100):  Women will be recruited at the MR service center located within the Marie Stopes Premium Clinic, Dhaka. The Clinic has been providing menstrual regulation services since 2006 and performs approximately 5-6 menstrual regulation procedures each day. The Clinic is certified to perform procedures up to 10 weeks LMP. Approximately 60% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. This facility has trained providers available around the clock to provide care for women with complications. Dr Anjuman Ara Bulu will serve as the local investigator at this site.
Phase II Sites (n=250:  4 sites with n=50; 2 sites with n=25)
1. Bangladesh Women’s Health Coalition (BWHC) Tangail Clinic (n=50): Women will be recruited at registration at the BWHC Tangail Clinic. The Clinic has been providing menstrual regulation services since 1981 and performs approximately 4-5 menstrual regulation procedures each day. The Clinic is certified to perform procedures up to 8 weeks LMP. Manual vacuum aspiration the standard of care at the center. The chief medical officer will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Tangail General Hospital. This referral linkage is well established. Tangail General Hospital is located within 1.5 kilometers of BWHC’s Tangail Clinic. 

2. Bangladesh Women’s Health Coalition (BWHC) Narayanganj Clinic (n=50): Women will be recruited at registration at the BWHC Tangail Clinic. The Clinic has been providing menstrual regulation services since1981 and performs approximately 4-5 menstrual regulation procedures each day. The Clinic is certified to perform procedures up to 8 weeks LMP. Manual vacuum aspiration is the standard of care at the center. Dr. Monira Akhter will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Narayanganj General Hospital. This referral linkage is well established. Narayanganj General Hospital is located 1 kilometer from BWHC’s Narayanganj Clinic. 

3. Family Planning Association of Bangladesh (FPAB), Rajshahi Branch Clinic, Ghoramara, Rajshahi (n=25): Women will be recruited at registration at the FPAB Rajshahi Branch Clinic. The Clinic began providing menstrual regulation services in 1978; stopped because of USAID funding restrictions, and re-initiated services in 2004. The clinic and performs between 1-2 menstrual regulation procedures each day on average. The Clinic is certified to perform procedures up to 10 weeks LMP. Approximately 90% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. Dr.Skikha Biswas will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Rajshahi Medical College Hospital. This referral linkage is well established. Rajshahi Medical College Hospital is located 1 km from the Rajshahi Branch Clinic. 

4. Family Planning Association of Bangladesh (FPAB), Dinajpur Branch clinic, Ghashipara, Dinajpur (n=25): Women will be recruited at registration at the FPAB Rajshahi Branch Clinic. The Clinic began providing menstrual regulation services in 1982; stopped because of USAID funding restrictions, and re-initiated services in 2004. The clinic performs 1 MR procedure on average each day. The Clinic is certified to perform procedures up to 10 weeks LMP. Approximately 90% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration (single valve aspirator) is the standard of care at the center. Dr. Mahbuba Begum will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Dinajpur General Hospital. This referral linkage is well established. Dinajpur General Hospital is half of a kilometer from the Dinajpur Branch clinic. 

5. Mohammadpur Fertility Services and Training Centre (MFSTC) Mohammadpur, Dhaka (n=50): Women will be recruited at the MR service center located at MFSTC. The Clinic began providing menstrual regulation services in 1976 and performs 6-8 MR procedures on average each day. The Clinic performs procedures up to 10 weeks LMP. Approximately 60% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration (single valve aspirator) is the standard of care at the center for women <8 weeks LMP; electric vacuum aspiration is used for women 8-10 weeks LMP. Dr. Rehana Begum, Director MFSTC will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Dhaka Medical College Hospital. This referral linkage is well established. Dhaka Medical College is within 2 kilometers of MFSTC.

6. Marie Stopes Clinical Society (MSCS), Sylhet Referral clinic (n=50):  Women will be recruited at registration at the Marie Stopes Sylhet Referral clinic. The Clinic has been providing menstrual regulation services since 1990 and performs 7-8 menstrual regulation procedures each day on average. The Clinic is certified to perform procedures up to 10 weeks LMP. Approximately 60% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. Dr. Minotee will serve as the local investigator at this site. Marie Stopes Maternity in Sylhet is open around the clock and provides emergency obstetric care services and will have at least 2 providers trained in clinical management of MR with Medication. This facility is a 5 minute rickshaw ride from the Marie Stopes Sylhet Referral clinic and will serve as the back-up facility. 

Phase III Sites (n=150)
3 sites with n=50

1. Bangladesh Association for the Prevention of Septic Abortion (BAPSA), Gazipur Clinic (n=50): Women will be recruited at registration at BAPSA’s Gazipur Clinic. The Clinic has been providing menstrual regulation services since 2006 and performs approximately 5-7 menstrual regulation procedures each day. The Clinic is certified to perform procedures up 10 weeks LMP. Approximately 25% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. The chief medical officer will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Gazipur Sadar Hospital. This referral linkage is well established. Gazipur Sadar Hospital is located 2 kilometers from the clinic.

2. Bangladesh Association for the Prevention of Septic Abortion (BAPSA), Kamrangirchar Clinic (n=50): Women will be recruited at registration at BAPSA’s Kamrangirchar Clinic. The Clinic has been providing menstrual regulation services since 2006 and performs approximately 5-7 menstrual regulation procedures each day. The Clinic is certified to perform procedures up 10 weeks LMP. Approximately 25% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. The chief medical officer will serve as the local investigator at this site. During clinic hours trained providers will be available to provide care for women with complications; outside of clinic hours any patients with complications will be able to access care around the clock by the trained providers at Dhaka Medical College Hospital. This referral linkage is well established. Dhaka Medical College Hospital is located 1.5 kilometers from BAPSA’s Kamrangirchar Clinic. 

3. Marie Stopes Clinical Society (MSCS), Kamrangir Char Clinic in Dhaka District (n=50):  Women will be recruited at registration at the Kamrangir Char Clinic. The Clinic has been providing menstrual regulation services since 2002 and performs 5-6 menstrual regulation procedures each day on average. The Clinic is certified to perform procedures up to 10 weeks LMP. Approximately 60% of all procedures are performed for women <8 weeks LMP.  Manual vacuum aspiration is the standard of care at the center. Masudus Salahin will serve as the local investigator at this site. The clinic has an established referral linkage with Marie Stopes Premium and City Maternity Centre of Marie Stopes. Both referral destinations provide emergency obstetric care services, are open around the clock and have facilities to handle emergency cases. The distance from Kamrangir Char Clinic to each referral centre is less than 2 km and requires approximately 15 minutes by rickshaw.

Participant identification, Recruitment, & Consent

All women who visit the clinic requesting menstrual regulation will be offered the option of participating in this study (using the script above).  

Process of Consent: 

All potential participants initially hear about the trial at intake.  At their first appointment, if the participant meets eligibility criteria, she meets with a staff member who will read and discuss the consent form.  If the woman is unable to read, the form will be read and explained to her, and her consent will be indicated by a signature or a mark, such as the woman’s thumbprint.   If the woman is eligible and consents, she will receive the study medications.

Participant Competency

All participants will be competent to give informed consent. The consent form will be available in Bangla and English. 

Participant/Representative Comprehension:  

No participants are enrolled unless they can clearly comprehend and sign the informed consent document.

Debriefing Procedures

There is no information withheld from participants.

Consent Forms: (See Appendix A.)

Documentation of Consent: (See above)

Costs to the Participant and Compensation for Participation

Women will be provided Tk100 as reimbursement for cost of transportation to and from the center.  All menstrual regulation-related care will be provided free of cost to women enrolled in the study.
DATA COLLECTION
Complete explanations of the forms are available in the Instruction Manual that accompanies the forms. This protocol gives only a brief overview of the data collection forms.

Form 1 (Client Background and Eligibility)
Using the information collected, the provider should confirm that the woman is eligible to participate in the study. If the patient is not eligible for menstrual regulation for any reason, this information should be noted on Form 1 and the woman should not be enrolled in the study.  Study staff should interview the woman and record her age and relevant obstetric and gynecologic history.  The provider will also confirm that the patient has signed the consent form and provided a urine sample.

Form 2 (mifepristone administration and regimen selection)
Form 2 will record the time of mifepristone administration.  For women other than the first clinic administration-only participants, providers should also note on Form 2 whether the woman has elected to return during clinic hours 24-48 hours later for misoprostol or whether she prefers to use it at home. 

Form 3 (In-clinic misoprostol administration)

This form should be filled out for all women who come to the clinic for misoprostol, whether they were originally scheduled to do so or not. The form records the time of misoprostol administration and any side effects experienced during the clinic visit.

Form 4 (Follow-up visit)  

Approximately 10-14 days after mifepristone administration, women return to the clinic for a check-up.  A clinician will review the woman’s history and complete whatever examinations are required to confirm the status of the procedure.  The results of the interview and examination will be recorded on Form 4.  

The site coordinator will attempt to contact every woman who is more than 24 hours late for her follow-up visit.  For women who are late for follow-up, three discreet phone calls will be made at the telephone number she provided at her enrolment into the study. If the woman provided no phone number or after three failed phone attempts, the woman will contacted by an outreach worker at the address she provided. All contact will be made discreetly, not giving the name of the facility or the reason for the contact to anyone but the study participant. 
Form 5 (Exit interview) 

Form 5 includes questions assessing the woman’s satisfaction with the procedure and her experience with the method.  This form should be filled out only once a complete procedure has been confirmed. If a woman requires or requests a vacuum aspiration evacuation, this form should be filled out after the vacuum aspiration procedure is complete as the woman may have a different attitude about her menstrual regulation experience at that point.

Side effects card
The information on misoprostol administration and side effects will be collected on a side effects card with the aid of the provider at the two-week follow-up visit.  
Form 6 (Unscheduled visit)  

This form should be used any time a woman makes an unscheduled visit (i.e. because she feels she is experiencing severe side effects, because she wants a vacuum aspiration intervention to complete the uterine evacuation before her scheduled misoprostol or follow-up visit, or because she desires confirmation of the status of the uterine evacuation). If an unscheduled visit results in vacuum aspiration intervention, Form 7 should be completed as well. If a woman who had initially opted to take misoprostol at home comes to the clinic because she has changed her mind and now desires to take the drug in the clinic, Form 3 rather than Form 6, should be completed. 

Form 7 (intervention)  

Form 7 should be completed for any woman who gets a vacuum aspiration intervention at the study clinic at any point in the study. The reason for this intervention should be noted, as should details related to the intervention itself. The exit interview (i.e. Form 5) should be completed after all vacuum aspiration or surgical interventions.

Form 8 (Investigator's questionnaire)  

The clinical investigator will complete an investigator's questionnaire for each woman no later than two weeks after she is discharged from the study.  Form 8 guides the clinician through an overall review of the case and asks them to note their assessment of a final outcome. The form also allows for comments on any unusual sequence of events.

Provider Acceptability

This form will be completed by all study staff including clinic administrators, clinicians, counselors and other care givers at the conclusion of the study.  It contains semi-structured and open-ended questions which will assess provider acceptability of the regimen and the method.

Clinic call
Each call to the clinic should be logged on a separate sheet that records the study ID of the woman calling, the date and time of the call, the name of the person answering the call, the reason for the call and the response to the call.

Urine analysis results

The laboratory at ICDDR, B will be provided with a form to record the HCG levels of women enrolled in the trial.  Vials will be labeled with a distinct ID number specifying the study clinic (and not the woman’s study ID number) and this number recorded on the Urine analysis result form.
Sample Size Calculation and Outcome Variables

The efficacy of the mifepristone-misoprostol regimen for menstrual regulation will be assessed through successful completion of the procedure without the need for a vacuum aspiration evacuation. A rate of ( 85% would be feasible for implementation in clinics in Bangladesh.  With such a rate of success, the method would propose a viable alternative to vacuum aspiration services in these settings.  The sample size obtained in Phase I of this research project (n=300) is more than sufficient to measure with confidence and efficacy in the range of 85% - 95%.  The sample size will also allow us to test whether at least 85% of Bangladeshi women enrolled in the study are “satisfied” or “very satisfied “with the method. After the completion of Phases II and III of the trial, we will conduct analyses on the full sample including results from Phases I, II and III (n=700).
Data Safety Monitoring Plan (DSMP)

The forms for the first five completed cases at each site should be sent immediately to Gynuity Health Projects in New York for review, either by fax or by Fed Ex.  Subsequently, each site will mail completed study forms on a monthly basis to ICDDR,B.  At ICDDR,B, study forms will be copied and entered into a SPSS database.  At the study site and at ICDDR,B, all study forms will be stored in a locked file cabinet.  Original copies of forms for completed cases should be mailed to Gynuity Health Projects on a monthly basis.  

Enrollment, outcomes, side effects and adverse events will be reviewed on a monthly basis by coordinating staff at Gynuity Health Projects.  Monitoring visits will be conducted at the commencement of the study, toward the middle of enrollment, and at close-out of the study.  If necessary, additional monitoring visits will be made to cure any deficiencies in following study and data collection procedures.

After completion of Phase I we will submit a report of preliminary Phase I results to the Data Safety Monitoring Board and the Ethical Review Committee for review and permission to initiate Phase II of the study. Likewise, following Phase II we will submit a report of preliminary Phase II results to the Data Safety Monitoring Board and the Ethical Review Committee for review and permission to initiate Phase III of the study. Permission of the Data Safety Monitoring Board and the Ethical Review Committee is required to prior to initiating any subsequent phase of the project. 
The data will be kept and used by Gynuity Health Projects, ICDDR,B and the local investigators.  The principal investigators and study coordinators from the study sites and in New York will work together to analyze the results of the study and prepare a manuscript for submission to one or more peer-reviewed journals.  In addition, investigators from New York and Bangladesh will present the results of the study at conferences and meetings where appropriate.  All investigators from New York and Bangladesh will be named as authors of any publications or presentations describing results from the sites that they have worked on.

Data Analysis

Efficacy will be assessed through successful completion of the procedure without the need for  vacuum aspiration or surgical evacuation.  In addition to the evaluation of the efficacy of the method, we will also collect and compare data on the need for hospitalization, referral and/or additional interventions between women enrolled in the three phases of the study.   Feasibility will also be measured by whether women can follow the study protocol and return as planned; whether providers can manage side effects; and whether women and/or providers would elect to use a medical regimen again.  Women’s acceptability will be assessed by questionnaire.  Univariate and bivariate statistical analysis will provide: percentages of procedures without need for  evacuation, percentages of patients reporting nausea and other side effects, percentages of acceptability (overall, time, bleeding, adverse effects, and pain), as well as comparisons of these data across sites (Phase I, Phase II, Phase III) and place of administration (home and clinic).  Logistic regression will be used to show multivariate effects on efficacy and acceptability.
Ethical Assurance for Protection of Human Rights
All interviews and clinical exams will be conducted in private.  All study forms and other documents will be identified by ID numbers only, in order to maintain participant confidentiality.  The study register, which links participant names and contact information with ID numbers, will be kept separately from all other records in a locked cabinet along with signed Informed Consent forms.  Identifiable clinical information will not be released without the permission of the participant, except as required by law.
Potential Risks
Mifepristone can cause some side effects, most notably nausea, vomiting, diarrhea and fatigue. If these side effects do occur they are usually mild and last less than three days.  Misoprostol can also—and more frequently does—cause nausea, vomiting and diarrhea, and more rarely, shivering and transient fever.  After taking misoprostol, women are expected to experience uterine cramping similar to or worse than a menstrual period, as well as vaginal bleeding.  Approximately 2 to 5% of women treated with mifepristone and misoprostol will require vacuum aspiration intervention to complete the procedure or control bleeding.4  In rare cases, excessive bleeding may occur that requires a blood transfusion (1 in 3,000)5-7 Rare fatal infection by Clostridium sordellii (1 in 120,000 cases) following medical abortion has also been reported, however there is no evidence that these deaths were caused by either mifepristone or misoprostol.  
Although mifepristone is not a teratogenic agent, misoprostol has been classified as a teratogenic agent.  According to the WHO, the available data are limited and inconclusive regarding the risk of fetal abnormality after an unsuccessful medical abortion.  Thus, the WHO recommends that there is no need to insist on termination of an exposed pregnancy. However, women should be informed that “because of the unknown risk of abortifacient drugs to the fetus, follow-up is important.”
 
Protection Against Risk

The greatest risk is due to being unprepared for excessive bleeding occurring at home.  To minimize this risk, participants will be counseled about this risk, an individualized emergency plan based on women’s individual circumstances will be established, and 24-hour coverage will be available by providers participating in the study or referral services capable of performing a vacuum aspiration uterine evacuation. Participants experiencing excessive bleeding should be evaluated immediately for blood loss, hypovolemia, and hemodynamic instability.  The usual treatment is a vacuum aspiration or surgical uterine evacuation.  While each emergency plan will be based on the woman’s circumstances, each plan will include women monitoring their own blood loss using techniques based on medical guidelines and local practices. 
Instruction/emergency referral cards (see Appendix E) that have been used in mifepristone / misoprostol studies in other countries will be adapted to the Bangladesh setting based on provider guidance during the Phase I investigators’ training. Patient instruction/emergency referral cards will have pictorial guidelines on blood loss and include the location of the 24 hour emergency care facility a woman should go to if she needs care outside of normal business hours, as well as the names of the providers at the emergency facility who have been trained to manage postabortion complications and clinical management of MR with medication.  

While we will provide clinicians at referral facilities with training on clinical management of MR with medication, generally, the back-up care that is needed for medical abortion is similar to that required following spontaneous abortion.  This type of care is already in place in most of the study sites and thus the required ‘back-up’ may be provided through the existing care facilities.
Serious adverse events
A serious adverse event is defined as one causing

•
hospitalization;

•
permanent or serious disability;

•
congenital abnormality;

•
threat to life; or  

•
death. 

A probable relationship with the study drug is not necessary to trigger a reporting obligation of a serious adverse event (i.e. car accidents still have to be reported if they reach the attention of the investigator). All serious adverse events must be reported by the investigator within 48 hours of his/her becoming aware of them to Gynuity Health Projects and ICDDR,B. This reporting can be done by telephone, fax or email. The report of a serious adverse event by fax must always be followed by a detailed written report containing patient information, description of the event or problem, relevant laboratory results, and information pertaining to pre-existing medical conditions.  

When reporting a serious adverse event to the coordinator, the investigator should protect the patient’s confidentiality by excluding names or addresses. The unique subject code should be used in the report and the investigator should retain the code to facilitate verification of data by the monitor/coordinator or drug regulatory authority. The name of the investigator reporting the serious adverse event should be stated.

Potential Benefits

The potential benefit to study participants is avoiding an invasive  procedure and its potential side effects and complications.  This mifepristone-misoprostol regimen for uterine evacuation might minimize the burden on current vacuum aspiration menstrual regulation services and provide women with an option that is more private and less invasive.  The benefit to society is the potential development of a medical regimen for menstrual regulation that is easy to administer, effective and acceptable for Bangladeshi women and providers.

Alternatives to Participation

Any woman who declines to participate in the study will be offered a standard vacuum aspiration menstrual regulation procedure outside of the study. Her refusal will not affect her care.

Use of Animals

NA
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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 the People’s Republic of Bangladesh through a training programme.


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. 

An MOU with Gynuity is currently being prepared. 
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6    Five recent publications including publications relevant to the present research protocol

 1)
Dilruba Nasrin, Charles P. Larson, Samina Sultana, Toslim U Khan “Acceptability and adherence to zinc tablet treatment of acute Child hood diarrhea” Journal of Health, Population and Nutrition, September 2005, Volume 23, Number 3: 215-221.          
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The World Health Organization through Lancaster University, UK is supporting Heidi Johnston to lead the South East Asia Hub of the Social Exclusion Knowledge Network, a Network supporting the WHO Commission on Social Determinants of Health.  The grant amount is USD 83,000 over an 18-month period. Grant Number: 03211564. 
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DFID Bangladesh is supporting Elizabeth Oliveras and Heidi Johnston ” to analyze and report on largely existing data on epidemiology, pathways to care, and health policy aspects of abortion and MR in Bangladesh. The project, titled “Menstrual regulation and abortion in Bangladesh: Generating evidence and stimulating action to meet MDG 5, is for USD 105,000 for a one-year period. 

Appendix A: Consent forms in English and Bengali
International Centre for Diarrhoeal Disease Research, Bangladesh

Written Consent Form A

 (For first ten women enrolled at each Phase I site and first five women enrolled at each Phase II and Phase III site) 

Title of the Research Project: Acceptability and Feasibility of Mifepristone-Misoprostol for Menstrual Regulation in Bangladesh: A Collaborative Project Between Gynuity and ICDDR,B
Protocol number: 2008-015
Principal Investigators: Heidi Johnston, ICDDRB; Beverly Winikoff, Gynuity
Purpose of the Research: 

The purpose of this study is to test whether pills (mifepristone and misoprostol) are feasible for use for menstrual regulation in Bangladesh. The standard treatment for menstrual regulation is vacuum aspiration.

Why Selected: You have been asked to participate in this study because you have requested an MR at a facility that is offering MR with pills on a trial basis. During the duration of this study every client presenting for MR at this facility will be offered a choice of MR with pills or MR with vacuum aspiration. 

What is expected from the study participant?

Study participants will be given 200 mg mifepristone (1 tablet) to take by mouth in the clinic and will need return to the clinic to take 800 (g misoprostol (4 tablets) 24-48 hours later. On the second visit, participants will be asked to hold two tablets between each cheek and gum for about 30 minutes. Participants must agree to return a third time to the clinic for a check-up two weeks after the first visit. If a participant does not return she will be contacted by telephone or by a home visit. 

Participants can also come to the clinic at any other time as well if they have any concerns or questions. Participants can request and receive a vacuum aspiration procedure at any point during the study. 
Risk and benefits: 

Many women experience some side effects with the drug regimen used in this study, including nausea, vomiting or diarrhea, abdominal pain, cramping, and bleeding. The bleeding may be heavier than regular menstrual bleeding. All of these side effects are temporary.

The pills may fail to evacuate the uterus; this occurs in five percent of cases. In addition, there are several reports of fetal abnormalities from pregnant women who have taken misoprostol and then continued their pregnancies to term. For this reason, returning to this clinic for a follow-up visit is important. 

Anyone who decides not to participate in this study, or discontinues participation for any reason at any time during the study, will still be able to receive services at this center.

Privacy, anonymity and confidentiality: 

Information obtained in this study will be kept confidential and will be transmitted only in a form that cannot be identified with participants. 

Future use of information: 

If anybody will use this information in the future for additional research on MR we will assure that privacy, anonymity, and confidentiality will be maintained. No participant names will be used.

Right not to participate and withdraw: 

Your participation is completely voluntary. You have the right to stop your participation in the study at any time. 

Principle of compensation: You will be compensated in cash for some travel-related costs. 

Person/s to contact: 

If you have a medical emergency at any point during the study please contact ____________ (the lead investigator at the site) at the clinic or at this telephone number _____________.  

If you have a medical emergency at any point during the study and ___________ (the local investigator) is not available, you should seek care at _______________.  Emergency medical care is available at this facility 24 hours a day, 7 days a week. You should tell the clinicians that you are participating in this study. 
If you have a medical emergency at any point during the study or any concerns about the study, please contact Dr. Heidi Johnston in PHSD at ICDDR,B. Her contact number is 8860523-32 Ext 2253. If you feel that you have been treated unfairly or have been hurt by joining the study you may call Dr. Johnston or Mr. M. A. Salam, Committee Coordination Secretariat ICDDR,B. Mr. Salam’s contact number is 2-988-6498 ext. 3203 or 01711428989.

Do you have any questions? 


Yes 
No

Do you agree to participate in the study? 
Yes 
No

Do you agree to return to the clinic for a follow-up visit two weeks from today?  
Yes 
No

If for some reason you do not visit the clinic for a follow-up visit can we contact you by phone or outreach worker at the telephone number and address you have provided? 

Yes 
No

We are now inviting you to participate in our survey and provide consent. If you agree, please indicate that by providing your signature in the space indicated below.

Consent Form:

The purpose of this study and the procedures involved have been fully explained to me and I have understood them:

I understand that:


i.
Joining the study is voluntary;


ii.
I can refuse or drop out of the study at any time if I change my mind;


iii.
If I do not want to be part of the study, I will not be denied any form of medical care that is available and appropriate for my situation.

I agree to participate in this study as a volunteer. All of my questions have been answered, and I have received the name and telephone number to call in case of emergency.

Participant name: _______________________ 

Signature or left thumb print: ___________________        Date: _________________

Provider confirmation
I confirm that I have fully explained the purpose and nature of the investigations and the risk involved.

Signed: ___________________________


Date: _______________
International Centre for Diarrhoeal Disease Research, Bangladesh

Written Consent Form B

(For participants following first ten women enrolled at each Phase I site and first five women enrolled at each Phase II and Phase III site) 

Title of the Research Project: Acceptability and Feasibility of Mifepristone-Misoprostol for Menstrual Regulation in Bangladesh: A Collaborative Project Between Gynuity and ICDDR,B
Protocol number: 2008-015
Principal Investigators: Heidi Johnston, ICDDRB; Beverly Winikoff, Gynuity
Purpose of the Research: 

The purpose of this study is to test whether pills (mifepristone and misoprostol) are feasible for use for menstrual regulation in Bangladesh. The standard treatment for menstrual regulation is vacuum aspiration.

Why Selected: You have been asked to participate in this study because you have requested an MR at a facility that is offering MR with pills on a trial basis. During the duration of this study every client presenting for MR at this facility will be offered a choice of MR with pills or MR with vacuum aspiration. 

What is expected from the study participant?

Study participants will be given 200 mg mifepristone (1 tablet) to take by mouth in the clinic. Between 24 and 48 hours later, participants will take 800 (g misoprostol (4 tablets). Participants will choose to take the misoprostol at home or to return to the clinic to take it. Participants will be asked to hold two tablets between each cheek and gum for about 30 minutes. Participants must agree to return to the clinic for a check-up two weeks after the first visit. If a participant does not return she will be contacted by telephone or by a home visit. 

Participants can also come to the clinic at any other time as well if they have any concerns or questions. Participants can request and receive a vacuum aspiration procedure at any point during the study. 
Risk and benefits: 

Many women experience some side effects with the drug regimen used in this study, including nausea, vomiting or diarrhea, abdominal pain, cramping, and bleeding. The bleeding may be heavier than regular menstrual bleeding. All of these side effects are temporary.

The pills may fail to evacuate the uterus; this occurs in five percent of cases. In addition, there are several reports of fetal abnormalities from pregnant women who have taken misoprostol and then continued their pregnancies to term. For this reason, returning to this clinic for a follow-up visit is important. 

Anyone who decides not to participate in this study, or discontinues participation for any reason at any time during the study, will still be able to receive services at this center.

Privacy, anonymity and confidentiality: 

Information obtained in this study will be kept confidential and will be transmitted only in a form that cannot be identified with participants. 

Future use of information: 

If anybody will use this information in the future for additional research on MR we will assure that privacy, anonymity, and confidentiality will be maintained. No participant names will be used.

Right not to participate and withdraw: 

Your participation is completely voluntary. You have the right to stop your participation in the study at any time. 

Principle of compensation: You will be compensated in cash for some travel-related costs. 

Person/s to contact: 

If you have a medical emergency at any point during the study please contact ____________ (the lead investigator at the site) at the clinic or at this telephone number _____________.  

If you have a medical emergency at any point during the study and ___________ (the local investigator) is not available, you should seek care at _______________.  Emergency medical care is available at this facility 24 hours a day, 7 days a week. You should tell the clinicians that you are participating in this study. 
If you have a medical emergency at any point during the study or any concerns about the study, please contact Dr. Heidi Johnston in PHSD at ICDDR,B. Her contact number is 8860523-32 Ext 2253. If you feel that you have been treated unfairly or have been hurt by joining the study you may call Dr. Johnston or Mr. M. A. Salam, Committee Coordination Secretariat ICDDR,B. Mr. Salam’s contact number is 2-988-6498 ext. 3203 or 01711428989.

Do you have any questions? 


Yes 
No

Do you agree to participate in the study? 
Yes 
No

Do you agree to return to the clinic for a follow-up visit two weeks from today?  
Yes 
No

If for some reason you do not visit the clinic for a follow-up visit can we contact you by phone or outreach worker at the telephone number and address you have provided? 

Yes 
No

We are now inviting you to participate in our survey and provide consent. If you agree, please indicate that by providing your signature in the space indicated below.

Consent Form:

The purpose of this study and the procedures involved have been fully explained to me and I have understood them:

I understand that:


i.
Joining the study is voluntary;


ii.
I can refuse or drop out of the study at any time if I change my mind;


iii.
If I do not want to be part of the study, I will not be denied any form of medical care that is available and appropriate for my situation.

I agree to participate in this study as a volunteer. All of my questions have been answered, and I have received the name and telephone number to call in case of emergency.

Participant name: _______________________ 

Signature or left thumb print: ___________________        Date: _________________

Provider confirmation
I confirm that I have fully explained the purpose and nature of the investigations and the risk involved.

Signed: ___________________________


Date: _______________

Appendix B: Reviewer Comments
EVALUATION FORM

Title: Acceptability and Feasibility of Mifepristone-Misoprostol for Menstrual Regulation in Bangladesh: A Collaborative Project Between Gynuity and ICDDR,B
Summary of Referee's Opinions:




Rank Score

	
	High
	Medium 
	Low

	Quality of project
	√
	
	

	Adequacy of project design 
	√
	
	

	Suitability of methodology
	√
	
	

	Feasibility within time period
	
	
	

	Appropriateness of budget
	
	
	

	Potential value of field of knowledge
	√
	
	


CONCLUSIONS                                                      

I support the project proposal

	a) without qualification 
	√

	b)  with qualification
	

	c)  on technical grounds
	

	d)  on level of financial support
	


I do not support the project proposal

Name of Referee: Shuchita Mundle  

Signature:  [image: image1.png]




.Date: 03/20/2008

Position:  Associate professor

Institution: Government Medical College, Nagpur, India 

Detailed Comments: (Please use additional page if necessary.) 

The proposal is of high quality and the study would be the first in providing reproductive choices to a large section of women in Bangladesh. 

The study would be trying an innovative method for menstrual regulation and modifying the regime of mifepristone-misoprostol to make it more simple and easy for use. This would be of great value especially for women of Bangladesh who lack access to these services due to economic, cultural and geographic barriers.

The protocol is of high scientific quality with explicit objectives along with details of the methodology and study procedures.
Please briefly provide your opinions of this proposal, giving special attention to the originality and feasibility of the project, its potential for providing new knowledge and the justification of financial support sought; include suggestions for modifications (scientific or financial) where you feel they are justified.

(Use additional pages if necessary)

Reviewer:   Dr. Shuchita Mundle 

Response to comments from Dr. Shuchita Mundle:  

We appreciate Dr. Mundle’s  confidence in this effort. 

EVALUATION FORM

Title: Acceptability and Feasibility of Mifepristone-Misoprostol for Menstrual Regulation in Bangladesh: A Collaborative Project Between Gynuity and ICDDR,B
Summary of Referee's Opinions:




Rank Score

	
	High
	Medium 
	Low

	Quality of project
	
	(
	

	Adequacy of project design 
	
	(
	

	Suitability of methodology
	
	(
	

	Feasibility within time period
	
	(
	

	Appropriateness of budget
	
	
	

	Potential value of field of knowledge
	
	(
	


CONCLUSIONS                                                      

I support the project proposal

	a) without qualification
	(

	b)  with qualification
	

	c)  on technical grounds
	

	d)  on level of financial support
	


I do not support the project proposal

Name of Referee:   Kaosar Afsana

Signature:...................




.Date: April 23, 2008     ..

Position: Programme Coordinator, BRAC Health Programme

Institution:  BRAC, 75 Mohakhali, Dhaka 1212, Bangladesh

Tel: 880 2 9881265 ext 2508; 01711404572 (Cell)

Email: afsana.k@brac.net

Detailed Comments: (Please use additional page if necessary.) 

Please briefly provide your opinions of this proposal, giving special attention to the originality and feasibility of the project, its potential for providing new knowledge and the justification of financial support sought; include suggestions for modifications (scientific or financial) where you feel they are justified.

(Use additional pages if necessary)

Title: Acceptability and Feasibility of Mifepristone-Misoprostol for Menstrual Regulation in Bangladesh
Reviewer:     Kaosar Afsana

Comments:

1. General

This research will be of immense value to women of reproductive age by preventing many hazards and unnecessary deaths due to abortions and to the State by reducing burdens on health systems.  

2. Specific

2.1. Introduction section: This needs to be reorganized.

2.2. Goal and objectives: This section is presented as scope of the study. Please separate scope from goal and objectives and also transfer highlighted areas to method section  

2.2.2. Goal: Please state the goal in a clear, concise manner 

2.2.3. Research questions/specific objectives: They are similar. It can be presented as questions. 

3. Rationale

Rationale of the study was not written. Without this, the research proposal remains incomplete

4. Method

4.1. Please remove the highlighted areas from objective section to method section

4.2. Method: It is not clear why the researcher chose to collect information in three steps. 

Clarification of the issue is needed.   

4.3. Sample and sampling procedure: Please clarify how the researcher decided on the number of samples. Kindly elaborate the sampling method. 

4.4. Inclusion and exclusion criteria: Please describe the criteria for inclusion and exclusion of samples.

4.5. Data analysis: Please also write rationale for using particular statistical tests for analysis

5. Budget: Budget needs to be included in the proposal

Response to comments from Dr. Kaosar Afsana:  

1. General

This research will be of immense value to women of reproductive age by preventing many hazards and unnecessary deaths due to abortions and to the State by reducing burdens on health systems.  

2. Specific

2.1. Introduction section: This needs to be reorganized.

We feel the Background section is logical, briefly describing the abortion and menstrual regulation situations in Bangladesh, describing the relevance of the mifepristone-misoprostol regimen to the Bangladesh context, and then describing the mifepristone-misoprostol regimen in more depth. Without additional guidance from the reviewer we are unsure of how the section should be reorganized. 
2.2. Goal and objectives: This section is presented as scope of the study. Please separate scope from goal and objectives and also transfer highlighted areas to method section  

We believe the text in the goals and objectives section is important support for the aims. Moving the suggested text to the methods section would be redundant with material that is already in that section in more detail. 
2.2.2. Goal: Please state the goal in a clear, concise manner 

The goal “to investigate the acceptability and feasibility of a mifepristone-misoprostol regimen for menstrual regulation in Bangladesh” is stated clearly in the summary and in the full proposal. 
2.2.3. Research questions/specific objectives: They are similar. It can be presented as questions. 

The aims are presented in question format in the summary and as more detailed aims and not in question format in the more detailed description of the research project. 

3. Rationale

Rationale of the study was not written. Without this, the research proposal remains incomplete

The rationale is included in the Background section of the summary and in the background section of the full proposal. In the full proposal the “Relevance of the protocol” also briefly describes the rationale. 
4. Method

4.1. Please remove the highlighted areas from objective section to method section

This material on study sites is covered in more detail in the methods section. Adding the highlighted material would be redundant. 

4.2. Method: It is not clear why the researcher chose to collect information in three steps. 

Clarification of the issue is needed.   

We are introducing the technology at tertiary level facilities in Dhaka which have all necessary back-up care in the event of a complication.  If the results of the first 300 clients indicate that we should move forward to phase II sites we will. Likewise, if phase 2 results indicate we should move forward to phase III sites, we will conduct phase III. There is little difference between phase II and phase III. We want a maximum of 300 subjects per phase, and these have been divided into 250 subjects in phase II and 150 in phase III.  
4.3. Sample and sampling procedure: Please clarify how the researcher decided on the number of samples. Kindly elaborate the sampling method. 

This is included in the full protocol (page 25). In short, a success rate of ( 85% would demonstrate MRM as a viable alternative to traditional vacuum aspiration services in the settings studied.  The sample size obtained in Phase I of this research project (n=300) is more than sufficient to measure with confidence an efficacy in the range of 85% - 95%.  If phase I is successful we will want to explore the feasibility of introducing MRM in other clinical settings. For Phases II and III our sample size of 400 is more than sufficient to measure with confidence an efficacy in the range of 85% - 95%.  
4.4. Inclusion and exclusion criteria: Please describe the criteria for inclusion and exclusion of samples.

These are included on page 15 of the full protocol:

Women 18 years or over seeking menstrual regulation services will be recruited for the study. Eligible women will be in general good health and assessed by a clinician to be less than or equal to 8 weeks LMP on Study Day 1.  Participants must:

· Be willing and able to sign consent forms;

· Be eligible for MR services according to clinician’s assessment;

· Be willing to undergo a  evacuation if necessary;

· Be willing to provide a urine sample prior to administration of the mifepristone

· Have ready and easy access to a telephone; and

· Agree to comply with the study procedures and visit schedule

In addition, women with the following conditions will be ineligible to participate in the study:

· Confirmed or suspected ectopic pregnancy or undiagnosed adnexal mass;

· Chronic renal failure;

· Concurrent long-term corticosteroid therapy;

· History of allergy to mifepristone, misoprostol or other prostaglandin;

· Hemorrhagic disorders or concurrent anticoagulant therapy;

· Inherited porphyrias; or

· Other serious physical or mental health conditions.
4.5. Data analysis: Please also write rationale for using particular statistical tests for analysis

We have included that univariate and bivariate statistical analysis will provide percentages of procedures without need for  evacuation, percentages of patients reporting nausea and other side effects, percentages of acceptability (overall, time, bleeding, adverse effects, and pain), as well as comparisons of these data across sites (Phase I and Phase II) and place of administration (home and clinic).  Logistic regression will be used to show multivariate effects on efficacy and acceptability.

5. Budget: 
Budget needs to be included in the proposal

Good comment. As this is a collaborative process, ICDDRB will cover costs of ICDDRB participation, and Gynuity will cover the costs of Gynuity salaries and the costs of conducting clinic-based data collection. The ICDDRB component of the budget is included in this full proposal. 
Appendix C: Data Collection Forms

Appendix D. Flow chart for Acceptability and Feasibility of Mifepristone and Misoprostol in Bangladesh
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Appendix E. Referral cards for study participants














Complete Form 8





Complete Form 6





Complete Form 7





Complete Form 4





Surgical evacuation





DAY 17-21: Extended follow up visit





Additional treatment/evaluation needed





Discharge woman from study





Review Form 5 with patient











Uterus completely evacuated





DAY 10-14: Follow up visit





Complete Form 3





DAY 3:


Clinic administration of misoprostol





DAY 3:


At home administration of misoprostol





Complete Forms 1 & 2





 Informed consent signed





Mifepristone administered in clinic


Location of misoprostol administration selected


Follow up visit scheduled





Patient agrees to participate in study





Patient informed about study and determined to be eligible for method





DAY 1: Patient checks in





Patient Instructions:


It may be helpful to have a friend for support during this process.


Remember to drink plenty of fluids and get up slowly from a lying position to avoid feeling dizzy.


Use only pads or cloth, no tampons.


Use paracetemol when you have cramps as directed by a physician.








Take the misoprostol tablets (circle one):  


AT HOME / RETURN TO CLINIC on:	


day ____/ month ____/ year ____     at:____:____ ( AM   ( PM 


Ins	Instructions: Place two tablets of misoprostol between each cheek and gum and hold them there for 30 minutes. After 30 minutes, swallow what remains of the tablets.





Please return for your follow-up appointment on:


day ____/ month ____/ year ____ at ____:____ (  AM  (  PM





If you experience fever, severe abdominal pain that does not get better with medication, bleeding much heavier than your period or soak more than 2 super pads per hour for more than 2 hours in a row, fainting, or any other symptom which concerns you, call:


CLINIC NUMBER     XXX-XXX-XXX





If you should require emergency assistance when this clinic is not open, please contact: 








REFERRAL CLINICS:_____________________________________________________________________________________________________________________________________________________________________________________________________________








� World Health Organization, Frequently Asked Questions About Medical Abortion. Geneva: World Health Organization, 2006.  


bWorld Health Organization, Frequently Asked Questions About Medical Abortion. Geneva: World Health Organization, 2006.  
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