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EXECUTIVE SUMMARY

This report covers work carried out by Family Health International (FHI) during the 6
month period, April 1 through September 30, 1993, to implement the program funded by
the USAID Office of Popuiation under Cooperative Agreement (DPE-3041-A-00-0043-00),
“Contraceptive Technology and Family Planning Rescarch.” The program encompasscs
four broad areas of activity included in our mandate “to enhance the Jreedom and abilities
of individuals in the developing world to choose voluntarily the number and spacing of
their children.”

The four program areas are: contraceptive technology development and approval,
improved service delivery, benefits and risks of contraceptive methods, and research
utilization activities. The report documents activities, accomplishments, and future plans
for more than 100 subprojects underway or planned during this reporting period.

Program highlights during the past 6 months have included a continued priority focus on
contraceptive development. FHI's highest priority in the area of barrier contraceptives is
the development and the FDA approval of a thermoplastic male condom; work continues
on two distinctive product designs, a roll-on and a slip-on condom. The Phase II clinical
trial of the REALITY"™ female condom conducted collaboratively by FHI and CONRAD
was the basis for FDA approval of this product during the reporting period. FHI has also
begun work to evaluate the efficacy of a relatively new produc, Vaginal Contraceptive
Film,

Rescarch and development for a delivery system for long-acting steroids continues; priority
projects in this arca have been a long-acting biodegradable norethindrone implant system
(NET pellets), and a 90-day norcthindrone injectable microsphere contraceptive (NET-90),
In addition, FHI has been working with PATH to develop a sterile, single use, pre-filled
mechanism (Uniject) that can be used to deliver injectable contraceptives such as
depotmedroxyprogesterone acetate (DMPA).

Preclinical work (using pigs and rabbits) to develop an iodine formulation for transcervical
delivery to achieve blockage of the fallopian tubes for non-surgical female sterilization is
ongoing.

FHI has continued to provide substantial support to the Commodities and Program Support
Division to assure the quality of latex condoms supplied by USAID, both through the
surveillance of condom production and through quality testing of condoms in the ficld. A
major research program is underway to improve condom quality assessment methods. At
USAID’s request, FHI has broadened its contraceptive quality testing and surveillance
activities to include other products, such as oral contraceptives, IUDs, and spermicides.

An important component of FHI’s program is the introduction of new contraceptive
methods into family planning programs and service delivery systems, as well as cxpanding
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the availability of existing methods. At present, FHI's cfforts to introduce and/or expand
availability and use of contraceptive methods are focused on DMPA and Norplant, and on
methods for postpartum and postabortion contraception.

Contraceptive acceptability and use studies have continued to addicss a serics of consumer
issues related to latex condoms, as well as evaluating consumer preference and functional
aspects of the female condom. A study was completed to determine consumer preference
for standard and smaller condoms in three sites in the Philippines; a study of the
acceptability of three N-9 spermicides among STD clinic users in Lusaka, Zambia was
completed. Growing emphasis has been placed on behavioral aspects of barrier spermicide
use. During this reporting period, ficld work was completed and data analysis begun on a
three-country study of methods for identifying condom users at risk of breakage and
slippage. Work has also continued to assist the FDA in simplifying and improving OC
use instructions, and to field test the improved instructions.

Improving access to contraception by reducing medical barricrs to contraceptive usc is an
area of high priority for FHI. An interdivisional working group involving staff of scveral
divisions is coordinating FHI's ¢fforts and maintaining a focus on programs to carry out
the strategy in this area. Specific activities during this reporting period include
participation in several USAID-sponsored CA interagency groups and activities addressing
barriers to contraceptive use, contraceptive technology update (CTU) seminars for policy-
makers and health care providers, and rescarch in several countrics. Development and
production of CTU modules continues to be a high priority, with production work on the
injectables module completed during this reporting period.

FHI expanded its work in improving resource allocation and quality of care (QOC) for
family planning services during this reporting period. Analyses of the cconomics and
costs of family planning scrvices continue to be an arca of assistance, with projects in
Bangladesh, Honduras and Ecuador. A study on the impact of adding an additional
method, Norplant, was completed in Thailand. FHI continues to collaboratec with PAHO
on improving quality of care in Latin America’s family planning programs; an inicgrated
model of quality of care in reproductive health was drafted in collaboration with PAHO
and IPAS during this reporting period. Work in Haiti was begun to asscss the quality of
Norplant clinical and counseling service provision within the Haitian NGO family planning
scctor.

Reproductive epidemiology research is emphasizing the relationship of contraception and
STDs, including HIV infection. The final analysis of a study in Zambia addressing this
relationship was completed; study protocols were approved and initiated in the Dominican
epublic and Zambia. Another major focus of FHI's cpidemiologic work is the
assessment of benefits and risks for various contraceptive methods. Work continuges on the
development of a life-table model (OCRISK) to evaluate the effect of combined OCs and
progestin-only methods in terms of longevity and deaths caused or averted among users
and non-users of these methods. FHI rescarch also examines the relationship between
contraception and cancer. FHI is studying the relationship between vasectomy and
prostate cancer in the United States and Korea, and completed the final report for a
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case-control study conducted in Jamaica examining the relationship between DMPA use
and cervical cancer.

FHI places a high priority on ensuring that rescarch results reach developing country
audiences. Scicntific articles and information on rescarch findings are routinely shared
with researchers, organizations and health personnel in more than 80 countries. FHI's
quarterly bullctin, Network, is published in English, French and Spanish, with a combined
distribution of more than 40,000 copies per issuc. During this reporting period, the
translation of the Reduction of Medical Barriers issue into Russian was completed and
printed. FHI's information dissemination program responded to more than 2,000 requests
for information on contraception and reproductive health during the past six months. FHI
also provides support to USAID, its overseas missions, and programs in responding to
controversics and misinformation, as needed. During this reporting period, FHI prepared
and distributed 2,000 sets of materials in English and Spanish on the safety and usc of
progestin-only contraceptives (POCs) by breastfeeding women to researchers and media in
Latin America and to sclected health agencies in the U.S., at the request of
USAID/Honduras and PAHO. In response to a request from USAID/Kenya, FHI worked
with members of the Kenyan media to counteract misinformation being spread that
condoms supplied by USAID were contaminated with HIV.

FHI has provided insiitutional development support to Family Health Research Centers
(FHRC:s) in several countries for a number of years, but began a program 5 years ago to
phasc out core support to these programs as they mature and arc able to secure research
support from multiple sources. During the last 6 months, FHI has provided technical
assistance in the planning, design, implementation and dissemination of findings of
contraceptive and reproductive health to governments and/or organizations in five
countrics. Most of the continuing programs in this area arc {unded through mission
add-ons.

The following sections describe in more detail the program of work implemented during
the past 6 months, and summarize activities planned for the next reporting period.
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. INTRODUCTION
e

Family Health Intemational (FHI) is pleased to present the Semiannual Progress Report for
the period April 1, 1993 through September 30, 1993, under its Contraceptive Technology
and Family Planning Research Cooperative Agreement (DPE-3041-A-00-0043-00).

Under this Cooperative Agreement, FHI works toward the goal of "enhancing the freedom
and abilities of individuals in the developing world to choose voluntarily the number and
spacing of their children.” The purpose of this work is to increase the means available to
developing country couples to achieve their desired family size by developing and
introducing a range of safe, effective, and acceptable methods of family planning and by
enhancing the capacity of family planning researchers and programs in developing
countries to cvaluate and provide these methods.

This Semiannual Progress Report summarizes progress during the reporting period toward
achieving objectives and outcomes outlined in the Annual Workplan for Fiscal Year 1993
submitted to USAID in January, 1993. The report is organized differently from previous
reports, and reflects changes in FHI's organization and the refinement of program
directions. Section II of the report, Program Areas, presents an overview of FHI's work
and accomplishments in the following priority arcas:

A. Contraceptive Technology Development

Barrier Contraceptives and Spermicides
Long-Acting Steroids

Female Sterilization

Male Sterilization

o

Improved Service Delivery

Quality Assurance of Contraceptives

Introducing Methods and Expanding Method Availability
Improving Contraceptive Acceptance and Use

Improving Access to Contraception

Improving Resource Allocation and Sustainability
Improving Quality of Carc
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C. Benefits and Risks of Contraceptive Methods

n Long-term Effects of Contraceptive Use
n Contraception and STDs

D. Research Utilization Activities

L] Publications/Information Dissemination

. Conferences/Workshops
n Research Capacity Building

In Section HI of the report, Subproject Descriptions, more detailed information is
presented for individual FHI subprojects during the reporting period. Subproject
descriptions arc organized under the following headings:

A. Global Initiatives for Improvement in Contraceptives
| Contraceptive Technology Development

= Contraceptive Quality Assurance

= Increasing Contraceptive Compliance

= Benefits and Risks of Contraceptive Methods

B. Regional/Country Programs
= Africa
. Latin America/Caribbean

n Asia/Near East

A brief description is given at the beginning of cach subproject progress report, followed
by the objectives. Major accomplishments of the subproject are summarized, with those
from this reporting period presented separately; any problems affecting subproject
implementation are mentioned. Activities planned for the next six months are outlined.
Following the title of cach subproject, a number appears in parentheses. This number is
an intemal FHI subproject identifier for management and accounting purposes only.

Scction 1V, Program Management, provides a bricf outline of FHI's management structure
for this Cooperative Agreement. Section V, the financial scction, is organized by program
areas, with a budget and expenditures for the reporting period, as well as projected
cxpenditures fer the coining six months shown for cach subproject.
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Il. PROGRAM AREAS
e e

A.  Contraceptive Technology Development and Approval

1. Barrier Contraceptives and Spermicides

The current AIDS pandemic as well as the increasing rates of other sexually transmitted
discases in many parts of the world has highlighted the need for new and improved barrier
contraceptives which might also offer protection against these discases. FHI has a number
of initiatives underway related to the development of new and improved barrier
contraceptives and spermicides.

Barrier Methods: The highest priority is the development a1a FDA clearance of non-latex
condoms which offer the possibility of improved strength, rchiability and shelf life, as well
as possibly improved user acceptability, when compared with latex condoms. FHI has
developed two distinctive product designs which use the same sheath design but differ in
their retention mechanisms. One design rolls on in a manner analogous to the standard
male latex condom, and the other is a slip-on design which can be donned bidircctionally,

In addition to its work on non-latex condom development, FHI continues to evaluate other
forms of barricr contraceptives and spermicides. The Phase II clinical trial of the
REALITY"™ female condom conducted collaboratively by FHI and CONRAD formed the
basis for FDA approval of this product during this reporting period. In add:tion, we are
conducting the data processing and aralysis for a CONRAD-sponsored Phase II clinical
trial of the Lea’s Shield™, a new device which is a cross between a cervical cap and a
diaphragm, which may possibly be used without a spermicide. Following the completion
of this study, FHI will couduct a Phase IIT clinical trial which is necessary for FDA
approval of this product.

Spermicides: Spermicidal products offer potential promise in protection against certain
sexually transmitted discases as well as protection against pregnancy. USAID currently
provides foaming tablets in its service delivery programs and it is interested in a relatively
new product, Vaginal Contraceptive Film™ (VCF™, known as C-film in many countries).
In acceptability studies conducted by FHI, VCF™ has been shown to be more acceptable
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than foaming tablets. Therefore, FHI has great interest in evaluating the contraceptive
efficacy of this product as previous large prospective studies are not available. It is
expected that these data will help USAID determine the potential value of this product in
its service dclivery programs.

Finally, FHI is interested in developing new spermicidal products to improve upon the
currently available products in terms of efficacy against both pregnancy and STDs and
acceptability. We have conducted initial work to develop methods to evaluate the speed of
dissolution of various spermicide preparations to facilitate the cvaluation and comparison
of spermicide formulations.

Accomplishments during the reporting period in this area include:

u Completion of 6-month accelerated aging studics of the knitted ring roll-on
condom with no significant physical property loss observed.

n Initiation at the National Sanitation Foundation (NSF) of analytical studics to
quantify the level of methylenedianiline (MDA) in the plastic condom, following a
laboratory audit to determine NSF’s good laboratory compliance capabilitics, as
requested by the FDA.

u Completion of biocompatibility studics for the plastic condom which showed no
adverse results under the conditions of the studics.

u Completion of a functionality and acceptability study of three lubricated
Tactylon™ condoms compared to a standard Jatex condom.

= FDA approval of the REALITY™ female condom on May 10, 1993.

. Submiission to the FDA of the final report on the REALITY™ female condom
Phase II clinical trial in August 1993.

2.  Long-Acting Steroids

FHI has conducted extensive research towards the development of new and improved
long-acting delivery systems for contraceptive steroids. Thesz products would offer
women an increased varicty of contraceptive choices and would provide hormonal methods
requiring less uscr compliance than oral contraceptives. The p-iority projects in this arca
of rescarch and development have been a long-acting biodegradable norethindrone implant
system (NET pellets), and a 90-day norcthindrone injectable microsphere contraceptive
(NET-90) that would prcvide lower doses and more constant serum levels of steroid than
the other currently available injectable contraceptives.
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NET Pellets: FHI has worked on the NET pellet biodegradable implant system for almost
a decade. Early studies were conducted using hand-made pellets; however, in the mid-
1980s the product was licensed to ENDOCON, Inc. which developed two patented,
mechanized manufacturing processes to produce the pellets under the name
ANNUELLE®. FHI cvaluated different doses of these products in a series of clinical
studics and is currently conducting a Phase II-A clinical trial of four and five pellet
systems.

NET-9(. Like our work with the NET pellet system, FHI has worked on the development
of the NET-90 since the carly 1980s. We have worked during this time with Stolle R &
D which developed the ,..oduct, and more recently with Medisorb, a company established
by a joint venture of Stolle R & D and Dupont, to further develop microsphere technology
for a variety of compounds. In addition, the Ortho Pharmaceutical Company has acquired
the rights to this product and through its rescarch affiliate, the R.W. Johnson
Pharmaceutical Rescarch Institute, has been involved in product development. FHI has
conducted a serics of Phase 1, 11, and III clinical trials to evaluate the safety and
pharmacokinctics of various NET-90 formulations. The main problems piaguing this
product has been reproducibility of batch-to-batch production, scale-up of production, and
most recently, issues related to the solvent system uscd in the production. While FHI is
working to completc reports from the most recent clinical trials, further work on this
product by FHI will depend on the outcome of ongoing negotiations between USAID, FHI
and Ortho Pharmaccuticals.

Uniject: While the development of a new low-dose injectable contraceptive is desirable, in
many countrics, barriers cxist to the safe use of injectable contraceptives because of
shortages of sterile syringes and the fact that low educational levels of some service
providers often make administering proper dosages problematic. FHI has been working in
collaboration with PATH to devclop a sterile, single use, pre-filled mechanism that can be
used to deliver injectable contraceplives such as DMPA and, perhaps cventually, the NET-
90 injectable. The product under developrent is called Uniject and delivers a single dosc
of product via a disposable, non-reusable device.

Accomplishments during the reporting period in this area include:

u Drafts of a series of final safety reports for the Phase J, II and I1I clinical trials of
the norcthindrone 90-day injectable microsphere system which were conducted by
FHI. These reports will be submitted to the FDA following their completion.

u Initiation of a drafi of a progress report detailing the first 15 months of experience
for all subjects in the ongoing Phase II-A clinical trial entitled Pharmacokinetic
Evaluation of Biodegradable Norcthindrone Implants (NET pellets).

FHI Semiannual Report April 1-September 30, 1993 9



u The final design of the Uniject mechanism for DMPA, developed by PATH in
collaboration with FHI, has becn virtually completed. Fabrication of the finished
prototype is nearing completion.

3. Female Sterilization

FHI has a long history of conducting research on female sterilization. This research has
improved understanding of the safety and efficacy of various sterilization approaches.

Filshie Clip: During the 1980s, FHI conducted a series of clinical trials in over 20
countries and c¢c-funded a two-species carcinogenicity study of the Filshic Clip, a device
manufactured by a British company (Femcare, Ltd.). Based on the results of these studies,
a Premarket Approval Application (PMA) was compiled by FHI and submitted to the FDA
on behalf of Femcare. It is anticipated that oncec FDA approval is received, USAID may
purchasc this device for its contraceptive commoditics program and provide women in
developing countrics yet another contraceptive option.

Non-surgical Female Sterilization: Onc of the highest prioritics for FHI is the
development of a non-surgical approach to female sterilization. A non-surgical approach
should make sterilization more acceptable to and safer for many women. The major focus
of the current program is the development of an iodine-based formulation which can be
administered transcervically to cause sclerosis of the fallopian tubes. Significant work on
this product, first conceived by a pathologist at Columbia University (Dr. Ralph Richart),
has been conducted by FHI. The original formulation required modification because of
problems with viscosity. FHI reformulated this product and has continued its rescarch and
development cfforts with the reformulated product. FHI holds an Investigational New
Drug Exemption (IND) on this product; however, we are currently on a clinical hold by
the FDA and were advised that further clinical testing of the new formulation will require
the submission of additional toxicology information. Toxicology studics in pigs and
rabbits have been initiated.

During the 1980s, FHI conducted rescarch on another non-surgical sterilization approach
using various formulations of quinacrinc. Although USAID has not funded clinical
rescarch on quinacrine for sevcral years, FHI conducted a retrospective study of users of
quinacrine in Chile funded by the Mecllon Foundation to evaluate the incidence of cancer
in these users. This datasct also provides an opportunity to gather information on the
long-term cfficacy of quinacrine and address concerns about possible recanalization of the
fallopian tubes many years after the procedurc. Results from this analysis may also be
rclevant to non-surgical sterilization using our iodine formulation.
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Accomplishments during the reporting period in this area include:

n Informal communications from the FDA indicating that the Filshic Clip Premarket
Approval Application (PMA) would be filed.

n Initiation of pre-clinical dose-titration studies in the pig and rabbit using three
doses of the iodine formulation ranging from 2.5% to 5.5%.

n Completion of a quality assurance audit at the Massachusetts College of Phannacy
which is developing the iodine formulation and distribution of the aucit report to
FHI management.

n Preparation of a draft of an analysis plan to evaluate the pregnancy rates for
quinacrine non-surgical sterilization based on data from a retrospective study in
Chile.

4.  Male Sterilization

FHI has great interest in increasing access to and acceptability of male sterilization.
Because of the potential advantages of an approach to vasectomy developed by the
Chinese, called no-scalpel vasectomy, FHI conducted a multicenter, multicountry clinical
trial which compared the no-scalpel versus standard incision approaches to vasectomy.
The no-scalpel approach uses a curved hemostat with sharpened points and a special vas-
fixing clamp for the procedure. The advantages of this method are presumed to be that it
produces Icss bleeding and fewer hematomas than the traditional vasectomy procedure.
FHI's study involved approximately 1400 procedures in five countrics and will provide
important programmatic information regarding the no-scalpel procedure.

Although vascctomy has been available for years, there is little definitive information
regarding the time and/or number of cjaculations following vascctomy necessary for the
achicvement of infertility, loss of sperm motility and the loss of sperm cosin staining,
Therefore, FHI in collaboration with AVSC and the Instituto Mexicano de Seguro Social
(IMSS) in Mexico, is conducting a pilot study to cvaluate these questions. The pilot study
will be used to design a larger study to better define the time to infertility following
vascctomy and to preparc improved guidelines for physicians and paticnts,

Accomplishments during the reporting period in this area include:
L] Co.apletion of the data analysis for the comparative trial of the no-scalpel

vascctomy versus the standard incision vasectomy which was conducted in five
countries between 1986 and 1992,
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u Approval by PHSC in August 1993 of amendments to the original protocol for the
study on time to infertility after vasectomy. The site in Mexico to conduct this
pilot study was selected by AVSC and training of laboratory personnel to conduct
the semen analyses was initiated,

B. Improving Service Delivery

1. Quality Assurance of Contraceptives

One of the most critical factors influencing consistent and long-term contraceptive use is
assuring consumers that their chosen methods are effective and of high quality. FHI,
through its Materials Technology Division’s Product Quality and Compliance (PQC)
Group, has placed a high priority on production surveillance and quality assurance testing
of contraceptives.

Activities have consisted primarily of a range of projects that evaluate the quality of latex
condoms distributed by USAID, although this work has steadily expanded into evaluation
of other types of contraceptives, including OCs, IUDs and suppositories. Arcas of quality
assurance research include:

Condom Production Surveillance: This program verifies contractor compliance in the
manufacture of USAID-supplicd condoms for the international community, as a means to
improve product use and storage potential. FHI visits manufacturing sites monthly for
production lot sampling, and bi-monthly for comprehensive audits of GMP compliance,
trend analysis, equipment performance and other internal operations.

Field Stock Evaluation/Complaints: The ability to assess the condition of contraceptive
stocks in the field is critical to maintaining high quality distribution. In many countrics
this involves assessment of storage conditions and distribution programs, ad hoc testing of
products to verify shelf life, and use acceptability. This project also promotes improved
communication on product quality concerns and related technical issues among
governmental and health care personnel.

Condom Prospective Aging Studies: Because condoms are stored under a variety of
climatic conditions, it is nccessary to understand and predict the effects of various
conditions on product quality. This program area studics the effects of different heat and
humidity conditions, and, combined with human use studies, ¢valuates their integrity and
user acceplability.

Research and Test Method Development. Because the correlation of effective use with
product test results is of primary interest, special emphasis must be placed on
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contraceptive testing methodology. This research area identifies and develops new
methods which are better related to contraceptive reliability.

Human Use Studies: In order to determine the impact of human behavior and physical
factors on condom performance, FHI is conducting studies to evaluaie the relationship of
material properties (e.g., composition and stress/strain attributes) and actual use breakage

rates,.

Contraceptive Quality Surveillance: All other contraceptives that USAID procures for
distribution are being added progressively to the FHI surveillance program. During
FY’93, formal surveillance programs were established for oral contraceptives and 1UDs,
and preliminary work began on foaming tablets and injectables. FHI is establishing in-
house testing capability for these products as well as conducting a series of research
projects to improve product stability in adverse environments.

Accomplishments during this reporting period include:

2.

Sixteen visits for sampling and auditing were conducted at the manufacturing
facilitics of USAID condom suppliers, with a total of 126 condom lots evaluated.
A 1total of six audits of OC and IUD manufacturers were conducted. In addition,
production surveillance agreements were formalized with two new product
contractors.

Field evaluations of USAID-supplicd condoms and other contraceptive products
were conducted in the Philippines. Condom stock certification was conducted in
Pakistan. In addition, product complaints were responded to in cight countries.

Study sites in Mexico for the Condom Prospective Aging Study were monitored,
and samples from the stock were evaluated. The second iteration of the human
use component of this study was completed. There will be three more iterations
before the study is complete.

Introducing Methods and Expanding Method Availability

FHI’s contraceptive introduction activities focus on the integration of new contraceptive
mecthods into family planning programs and service delivery systems. To achiceve this
objective, FHI works with host country governments, non-governmental organizations, and
local and intemational health and population agencies to develop strategies for program
introduction and to assist in planning and implementation of activities aimed at increasing
method use.

FHI Semiannual Report April 1-September 30, 1993 13



Much of FHI’s work is related to the expansion of method acceptance and use, including
activities and research concerned with the acceptability, quality of care, costing, and
reducing barriers to access for specific methods. At present, FHI's contraceptive
introduction efforts are focused on two methods, DMPA and Norplant, and on postpartum
and postabortion contraception.

DMPA: In response to the U.S. FDA's approval of this method, FHI developed an
introduction strategy for DMPA. The strategy is based on an innovative methodology
which recognizes that countries wishing to introducc DMPA into the family planning
program mix may be at differcnt stages of readiness, and have different research and
programming needs. FHI has disseminated the strategy to USAID Missions, and is
providing assistance in the introduction of DMPA to countries according to specific needs.

Norplant: FHI has been involved in the introduction and/or expansion of Norplant
services in 12 countries. FHI has worked with local investigators in 1l of these countrics
to conduct preintroductory clinical trials of Norplant. The purposc of these trials is to
introduce the method into countrics without previous implantable contraceptive experience,
provide needed physician training, and determine product acceptability. Preintroductory
clinical trials are ongoing in El Salvador and Sencgal. Programmatic research and
assistance for Norplant introduction are being provided or planned for in Senegal, Mali, El
Salvador and Haiti.

Postpartum Contraception: FHI provided technical assistance to studies of the clinical and
programmatic outcomes of both immediate postplacental IUD insertion (IPPI), and
insertion of IUDs before hospital discharge in Kenya and Mali. An introductory study of
postdelivery IUD insertion in Niger has been developed.

FHI is involved in investigation of the lactational amenorrhea method (LAM) as a
contraceptive method; clinical trials conducted in Pakistan and the Philippines will provide
data on the use of this method.

Accomplishments during this reporting period include:

= An interdisciplinary FHI tcam, working jointly with Pathfinder, assisted USAID/
Manila and the Department of Health (DOH) of the government of the Philippines
to develop a strategy for the introduction of DMPA into the family planning
program. The strategy was approved by the DOH.

a FHI and the Population Council INOPAL Project (Operations Rescarch for Latin
America) developed a memorandum of understanding detailing possible joint
activitics on DMPA in the Latin America/Caribbean region. The memorandum
was sent to sclected missions in the region.
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= Norplant clinical trial sites were closed in Pakistan and Ghana; follow-up of 333
women at sites in Sencgal and 401 in El Salvador is ongoing.

u In Senegal, programmatic research on the introduction of Norplant is underway.
Data collection for a study of client perspective regarding satisfaction with
Norplant and counseling techniques relative to other methods was completed;
focus groups with discontinuers and husbands of Norplant acceptors continue.

= Data collection was completed and analysis begun for two studies evaluating

included a cost component analyzed separately at FHI; the results indicated that
substantial savings could be made if more IUDs were inserted immediately
postpartum as compared to insertions before discharge or interval insertions.

. Preliminary analyses of data from the clinical trial of LAM in the Philippines
suggest that the method is as effective as predicted in the Bellagio Consensus,
which states that this method is 98% effective for the first six months postpartum
for fully-breastfeeding and amenorrheic women.

. FHI continues to participate in the WHO-led Working Group on Barrier Methods
and in the development of studies of the diaphragm.

u FHI staff met with representatives of USAID/Amman, the Ministry of Health,
Royal Medical Services, University of Jordan, and the private sector in Amman to
discuss arcas of collaboration; FHI has been requested to provide technical
assistance in the introduction of new methods of birth spacing, particularly DMPA,
Norplant and postpartum IUDs, into the Jordanian family planning program.

3. Improving Contraceptive Acceptance and Use

Many factors influence whether and how effectively contraceptive technologies are used
by consumers. Aside from the biomedical issues of safety and efficacy, consumer
characteristics, differences in needs or preferences for specific methods, and perceived
benefits and risks of all methods influence whether individuals adopt and continue to use
contraceptives successfully. In addition to pregnancy prevention, family planning methods
have other potential health consequences for users, including possible reduction in risk of
contracting sexually transmitted discases (STDs), which may also influence decisions 1o
use specific methods.

FHI’s research in this area is broad based and involves the study of a variety of methods
within diverse populations. At present, FHI has three strategic areas of acceptability and
use research:
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Acceptability and Use of Barrier Methods: FHI's research agenda includes a growing
emphasis on contraceptive methods which may also provide protection against STDs. In
accordance with this priority, acceptability and use research on a range of barrier methods,
including male and female condoms and vaginal contraceptive film, is ongoing. The
feasibility of dual contraceptive use is of increasing interest.

Contraceptive Compliance: Recent research has found that users of temporary
contraceptive methods often lack knowledge about correct method use. Behavioral
research has found that many users do not use methods as instructed. FHI's program
reflects the belief the research leading to improving compliance for widely used methods
such as pills and condoms could have a significant impact on user continuation and the
reduction of unintended pregnancies. During this reporting periou, compliance and use
rescarch focused on improving written instructions for oral contraceptives and gaining
further insight into how users take OCs.

Postpartum Contraception: Many behavioral and programmatic factors affect the use of
contraception in the year after the birth of a child. FHI continues to study breastfeeding as
a contraceptive method, programmatic issues concemed in postpartum contraception, and
the acceptability and appropriate use of methods including IUDs and progestin-only oral
contraceptives during the postpartum period.

Accomplishments during the reporting period in this area include:

u Studics of condom use in the Dominican Republic, Mexico, and the Philippines
yielded preliminary results suggesting that certain behaviors appear to be
associated with condom failure, including: unrolling condoms before donning,
having particularly intense or long intercourse, using instruments such as tecth or
scissors to open condoms, and withdrawing after loss of erection. Across all three
sites, individuals who have experienced past condom failure appear to be more
likely to experience condom failure in the future.

u A study to determine consumer preference for the standard or smaller condom and
to determine slippage and breakage rates for two condom sizes was completed in
three sites in the Philippines (similar studies were completed in Nepal and Sri
Lanka sites in 1992) and a final report issi2d. One hundred and fifty men tested
750 standard and 744 smaller condoms in the: Philippines sites. None of the
standard or smaller condoms was reported to have slipped off. Reported breakage
rates for the standard and smaller condoms were 0.1% and 0.5% respectively.
Both condoms were rated equally in terms of acceptability.

" Eighty-five women and 128 men completed a study of the acceptability of three
nonoxynol-9 spermicides among STDs clinic attenders in Lusaka, Zambia. A
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large proportion of participants did not continue product use throughout each two-
week study period; discontinuation was most often attributed to personal reasons
unrelated to acceptability. Despitc limitations of the study, more participants
identified positive rather than negative features of the spermicides and mean
ratings of various product characteristics were favorable along a wide range of
acceptability parameters. The data suggest that men found the spermicides to be at
least as acceptable as the women did.

= The FHI-developed and U.S. FDA-approved instructions for OC use prepared for
U.S. manufacturers for use in developing countics were modified after field testing
by users and medical staff in Mexico. Contacts have been made for further testing
in two additional countrics.

= Enrollment of subjects was halted for a multi-country study of timing of initiation
of progestin-only oral contraceptives among lactating women at eight sites in five
countries (Kenya, Indonesia, Mexico, Philippines, and Zimbabwe).

= Two cditions of the quarterly Acceptability Rescarch Newsletter, with status
reports of the acceptability research studies conducted by FHI, were published
during this reporting period.

4. Improving Access to Contraception

At USAID’s request, FHI is leading an international initiative to reduce unnecessary
barriers to contraception, with a goal of increasing access to quality contraceptive services.
FHI has becn an active partner with USAID and other CAs in cfforts at an intcmational
level, as well as in various developing countrics.

FHI’s programmatic cfforts to increase access to contraception through reducing
unnecessary barricrs can be divided into three categories:

Education and Training: Dissemination of the latest contraceptive information is crucial
to keeping the practices of providers current and improving access to contraception. FHI
works with local organizations and other CAs to design and conduct activities at which
current scientific information is discussed and reviewed with key members of family
planning communities. FHI's recent activities in this area include the organization of
contraceptive technology update (CTU) seminars in Pakistan and Egypt and assistance in
deveclopment of seminars in Bangladesh and Indonesia.

In support of these and other educational and training initiatives, FHI is leading the
development of a scrics of contraceptive update modules which address contraceplive
specific issues.
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Policy and Practice Revision: FHI uses various methods to influence policy and practice
revision. These include working with key members of the local family planning
community to build consensus during public conferences, and to assess and identify
existing barriers to access to contraception. FHI also collaborates with other CAs as they
encourage the revision of unnecessary restrictions in policy, standards, and protocols.
During this reporting period FHI initiated a study to assess barriers in the practices of
private physicians in Jamaica.

Research: FHI conducts research to identify which and how existing medical barriers to
family planning scrvice delivery can be removed without negative consequences for the
health of clients. Recent FHI studies focus on excessive follow-up schedules for IUD
users and the variation between service delivery guidelines and actual practices.

Accomplishments during this reporting period in this area include:

u Contributing to the general USAID initiative, FHI has:

. participated in revisions of the Guides for Medical Practices for the IUD
and Hormonal Methods;

. co-authored a paper on access, quality of care, and medical barriers in
family planning;

. revised general analysis of the USAID Mission responses to the
Country-Level Analysis Working Group Questionnaire;

. proposed the first draft of the Cooperating Agencies Calendar of
Organized Educational Events to Reduce Medical Barriers; and

. organized and chaired two meetings of the Organized Educational Events

Working Group and participated in the Steering Committee and the
Guidelines and Country Level Analysis Working Groups.

n Two-day CTU seminars were conducted in Lahore and Karachi, Pakistan, with
approximately 360 government policymakers, family planning officials and service
providers participating. Brriers identified and discussed included: age and parity,
provider bias toward certain methods, overly restrictive contraindication guidelines,
and logistical difficultics.

n The fourth symposium in the series of Distinguished Lectures on Contraception in
Egypt was held in collaboration with the National Population Council (NPC);
approximately 150 attended. Outputs include recommendations for improving
access to family planning in Egypt which will be distributed to policymakers for
action.
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n Production work on the CTU module on injectables was completed; development
and production is at varying stages for modules on: postpartum contraception,
IUDs, OCs, barrier methods, and the lactational amennorrthea method.

a Three slide sets on the reduction of unnecessarily restrictive services practices
were developed for use by experts.

] Field work was completed and data analysis begun on a mapping study of all
service delivery outlets in Jamaica and on an in-depth study of practices of private
physicians who offer family planning. The study is being conducted by Jamaica’s
National Family Planning Board (through the University of the West Indies), the
Futurzs Group’s OPTIONS II Project and FHI. Preliminary analysis of the data
indicates thai there are barriers to family planning access in Jamaica.

n A study carried out in collaboration with CEMOPLAF, an Ecuadoran family
planning PVO, and INOPAL, the USAID-supported operations rescarch project in
Latin America, evaluated IUD follow-up schedules. Results showed that reducing
the number of recommended 1UD revisits from four to one in the first year would
resul’ in 55 missed problems per 10,000 inscrtions, but would save CEMOPLAF
approximately $35,000 that could be applied to new users.

u A study in Mexico evaluating IUD follow-up visiis is ncaring completion; the cost
of a routine IUD follow-up visit at the IMSS clinic has been estimated at $7.81.

5. Improving Resource Allocation and Financial Sustainability
Family planning programs in developing countries receive funding from various sources,
including govemnments, international donors, and client fees. While demand for family
planning services has continued to grow rapidly, donor contributions have stagnated or
cven declined in recent years. Planners and providers are secking ways to improve the use
of existing resources, and to increase the financial resources generated locally. Issues of
resource use and financial sustainability are increasingly important rescarch arcas for FHI.

Cost of Services: Family planning programs produce protection from unwanted pregnancy;
the costs of producing this protection vary depending on methods and delivery systems
employed. FHI helps programs estimate costs in order to identify opportunities to save
resources, to project the total costs of producing a given amount of protection, and to
cstablish cost recovery targets and pricing schedules.

Cost and Impact of Introducing New Contraceptive Technologies: New methods and new
ways of distributing cxisting methods should be cvaluated in terms of their impact on
program costs and on contraceptive use. FHI conducts research to demonstrate to family
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planning managers the additional contraceptive use achieved and the costs incurred by
investing in a new delivery system. An FHI study is examining the impact of the
introduction of DMPA on the family planning program in Ecuador (in collaboration with
the Population Council). Development of a study of the impact of Norplant expansion in
Haiti is underway, and will be implemented pending resolution of the present political
situation.

Cost Recovery. FHI assists programs that want to establish or increase fees for family
planning services to carry out research to quantify the impact of fees on use of services
and on program income. FHI is working with an Ecuadoran PVO to examinc program
issues related to cost recovery and program sustainability.

Accomplishments during this reporting period include:

= A final report was completed for a study, carried out with the Population
Development and Evaluation Unit, of costs and funding for the Family Planning
Program in Bangladesh. Data from published sources were analyzed; results
showed that family olanning funding has grown substantially between 1987/88 and
1990/91. Donor funding and increased spending by the government of Bangladesh
have contributed; however, since donor funding has grown more rapidly than the
government contribution, the government’s share of funding has decreased.

. Ficldwork has begun on a study of government and non-government family
planning programs in Bangladesh to cstimate the cost per couple year of protection
(CYP) for various combinations of methods and delivery systems and to determine
rcasons for variations.

L A study of the impact of adding Norplant to the National Family Planning
Program (NFPP) was completed involving 12 family planning clinics in 12
hospitals throughout Thailand. At these sites, nurses were trained to provide
Norplant; 12 hospitals served as controls. Five hundred and fifty women were
interviewed, almost all of whom had used contraception and would have used
another method if Norplant had not been available. The cost per CYP for all
durations of use is higher for Norplant than for the IUD or injectables; the IUD is
the least costly for all durations of use. Thus, method switching would raise the
costs to the NFFP. Somec contraceptive users had obtained their previous method
in the private sector, further increasing costs to the NFPP,

] FHI assisted ASHONPLAFA, the Honduran IPPF affiliate, with an economic
analysis of their programs. The analysis showed that utilization of
ASHONPLAFA’s smaller clinics is very low, resulting in much higher average
costs for clinic services. In terms of cost per CYP, female sterilization is the least
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costly method, while the cosuiest methods are condoms distributed through the
CBD program. Cost recovery is highest in the Social Marketing program, and
lowest in the clinics; cost recovery for female sterilization is especially low, with
clients paying US$0.75 per year of protection. Recommendations were made to
ASHONPLAFA on ways to improve cost recovery, to increase utilization of
smaller clinics, and to track costs more cffectively.

u FHI and the Population Council INOPAL II project are providing technical
assistance 1o CEMOPLAF, an Ecuadoran family planning PVO, in sustainability.
Training was provided to staff in costing, stratcgic planning, PC software packages
and market segmentation techniques. Training courses involved from three to 25
CEMOPLAF staff, and varied in length from 1 to 5 days.

u A presentation on cost issucs was made to the Service Delivery Working Group of
the Evaluation Project.

6.  Improving Quality Of Care

As family planning programs cxpand beyond a clinic-based approach to service delivery,
the quality of care (QOC) provided to clients is becoming a key program focus. FHI is
engaged in a range of research activities related to improving the quality of services. Two
priority arcas arc described below.

Quality of Care Assessments: FHI uses an integrated methodology to study the quality of
contraceptive services in family planning programs and the impact of changes in quality
on family planning clients. Assessments draw on the indicators recently developed to
mcasure quality (FHI participated on the working groups to develop the indicators). QOC
studies can asscss the quality of services at the program or service delivery site level, or
can be usced to assess the quality of care offered for individual services, such as the
assessment of Norplant provision planned for the Haitian NGO family planning scctor.

Service Quality Improvement. FHI has introduced a process for service quality
improvement (SQI) in family planning, which synthesizes the Bruce framework and a
Total Quality Management (TQM) methodology now used in domestic health care. SQI
has been presented by FHI at a number of workshops held in collaboration with IPPF,
UNFPA, PAHO, CEDPA and Pathfinder.

Accomplishments during this reporting period include:
u Following a meeting on quality of care held at FHI in late March, 1993 (with

representatives from PAHO, USAID/W, IPAS, IPPF and FHI), an integrated model
of quality of care in reproductive health was drafted in collaboration with PAHO
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and IPAS and sent nut for .eview. This is part of an effort to develop and ficld
test an integrated framework for use by programs in Latin America to assess and
improve reproductive health services, including family planning, maternal health
and HIV/STDs.

L] The rescarch outline was developed for an assessment of the quality of Norplant
clinical and counseling service provision with the Haitian NGO family planning
sector. A planned trip late in FY’93 to discuss the objectives and refine the study
protocol with in-country researchers and service providers was postponed duc to
political instability.

L] "Quality of Care in Family Planning. A Catalog of Assessment and Improvement
Tools," a 200-page document, was produced and 500 copies were distributed. A
second printing is underway.

n A slide presentation on quality of care was developed and used in Pakistan, Egypt,
and by Dr. Scnanayake of IPPF.

= Information and materials on SQI were provided to several CAs, including SEATS
for use in Morocco.

u An FHI paper on the SQI model to be published in Intemnational Family Planning
Perspectives, was translated into Spanish for presentation at a workshop in Mexico
(with MSH/FPMD and the Population Council).

C. Benefits and Risks of Contraceptive Methods

1. Long-term Effects of Contraceptive Use

Research on the non-contraceptive risks and benefits of family planning methods helps
programs address concemns about safety and indicates those family planning methods that
may or may not be suitable for users with special needs or risk factors. FHI focuses on
understanding the epidemiology of reproductive health problems and the relative benefits
and risks of different contraceptive methods, including long-term effects. Two current
arcas of emphasis arc described below.

Computer Life-Table Model: Using a computer life-table model (OCRISK), FHI is
evaluating the effect of combined OCs and progestin-only methods in terms of longevity
and deaths causcd or averted among users and non-users of these methods. Information
generated by this activity will inform policy concerning the use of various methods for
particular subgroups of women or women in particular countries.
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Contraception and Cancer: Associations between contraception and cancer form a second
research focus in this arca. In response to studies suggesting an association between
vasectomy and prostate cancer published during the last year in the New England Journal

of Medicine, FHI is studying this issue in the United States and Korea. FHI has also

completed a case-control study in Jamaica cxamining the relationship between DMPA use
and cervical cancer.

Accomplishments during this reporting period include:

In preparation for analyses using the life-table model (OCRISK), data on OC
prevalence, mortality and population have been compiled for several Latin
American countries. The OCRISK software has been modified to enable new
assumptions and risk factors to be added.

A PROCITE data base has been developed to incorporate the cardiovascular and
breast cancer literature which is the basis for the above analyses.

FHI undertook a study of vasectomy and prostate cancer in a U.S. screening
population. A questionnaire was administered to 1800 men, and blood and urine
samples were collected from 350 men at 10 sites in the U.S. during National
Prostatec Cancer Awarencss Week (Sepiember 20-30, 1993).

FHI established a collaborative arrangement with WHO to participate in a
multicountry, multicenter hospital-based case-control study of the relationship
between prostate cancer and vasectomy in developing countries (China, India,
Korea and Nepal) and one developed country (New Zealand). FHI has negotiated
our role with an investigator in Seoul, Korea.

A casc-control study was completed using cases drawn from the Kingston-St.
Andrew Corporate Arca to determine whether use of DMPA is an independent risk
factor for cervical cancer among women in Jamaica. Analysis results show no
significant increases in risk among DMPA users according to duration, latency, or
recency of use. Overall, these findings are reassuring for prospective, current and
former users of DMPA who undergo regular screenings for cervical cancer.
However, the modcrate increase in risk of cervical cancer among women who used
DMPA for five or more ycars warrants further consideration. This particularly
rich data set will be uscd for additional analyses, with a number of papers planned.

USAID funds are used for development of selected, important studies for which
non-USAID support is being sought. Three such studies of contraceptive benefits
and risk have been developed and submitted to potential donors for funding: (1)
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2.

Oral Contraceptive Use and Risk of Gestational Hypertension, (2) Oral
Contraceptives and Diet, (3) DMPA Use and Bone Density

Contraception and STDs

Use of different family planning methods affects the risk of contracting sexually
transmitted discases (STD); measuring the risk of STDs outcomes, including HIV
infection, among users of specific family planning methods is a priority research area for
FHI. Specific areas of study include spermicide usc and HIV infection, cervical infections
among women using condoms, barrier contraceptive use among couples at high risk of
HIV infection, and the association between OC use and HIV infection.

Accomplishments during this reporting period include:

USAID support was used to develop two studies for submission to NIH:

(1) a randomized controlled trial to assess the cffect of N-9 use in preventing HIV
infection among woman. The study was approved for funding by NIH.

(2) A study to examine the association between use of combined OCs and the
incidence of HIV infection in women. The proposal was re-submitted to NIH for
review September 1, 1993,

The protocol for a randomized trial 10 assess the effectiveness of N-9 lubricated
condoms for the prevention of gonorrhea and chlamydial infection compared with
that of silicone condoms was translated into Spanish, reviewed by the local
investigator, and approved by the local cthics review committee in the Dominican
Republic.

The final analysis was completed for a study of 110 HIV discordant couples in
Zambia which measured the association between consistent spermicide use and
HIV iafection, and the association between consistent condom use and HIV
infection. Comparing full-time condom users with other couples, the HIV rate
ratio [RR] was 0.2 (0.0-1.9). Comparing [ull-time spermicide users with other
couples, the IV RR was 0.8 (0.2-2.9). Among couples with scronegative women,
consistent use of either barrier method was associated with more substantial
reductions in the HIV incidence. Proportional hazards regression confirmed the
strong protective effect associated with consistent condom use, and the elevated
incidence among male seroncgatives. On the other hand, consistent spermicide use
was invariably associated with a higher HIV incidence rate in these multivariable
models. Self-reported genital irritation was associated with a substantially
increased incidence of HIV infection.
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n Data collection was initiated for a study of barrier contraceptive use (female and
male condoms, vaginal contraceptive film) among couples at high risk of HIV
infection in Zambia.

D. Research Utilization Acti:ities

1. Publications/Information Dissemination

Research on contraception and reproductive health is useful only if the findings are shared
with other researchers, with those who set policy and implement service programs, and
with thosc who are users or potential users of contraceptive methods. FHI has developed
and employs a number of mechanisms to reach a wide audience with important research
findings and programmatic information.

Network: Through this quarterly bulletin, FHI distributes the latest scientific and
programmatic information on reproductive health issucs in a timely manner to readers
around the world. Articles synthesize a broad range of information in an
easy-to-understand format, involving intemational experts and overseas journalists as
contributors. Network is published in English, French, and Spanish four times a year, with
a combined distribution of more than 40,000 copie. per issuc. Issues arc also published in
other languages for special projects.

Special Publications: FHI develops and produces special publications on issues of interest
to the family planning community. Such a publication on journalism training is ready for
production and a publication on barrier methods is planncd.

Information Dissemination: FHI provides a range of information dissemination services
and materials on reproductive health, especially on controversial issues, new technologics,
and new rescarch findings on contraceptive safety. FHI is called on by collcagues in
developing countries to assist with immediate and targeted response 1o specific issues
arising locally.

Accomplishments during this reporting period include:

] 13,000 copies of the English "Quality of Care" issue (14:1) of Network were
distributed in August; 25,000 were expected to be distributed in French and
Spanish in October.

L Approximately 8,000 copics of French Network issue (8:4) on medical barriers
were produced and distributed.
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17,000 Spanish copies and 8,000 French copies of issue (8:3) of Network,
focusing on women and AIDS, were distributed; this issue was funded by FHI's
AIDSCAP Division,

Translated and published Spanish and French Network issuc (8:4) on Quality of
Care; 25,000 Spanish copics and more than 8,500 French copies were printed for
distribution in October,

The number of individual subscribers increased by 64% for Spanish Network and
24% for the French version during this reporting period.

Translation of the Reduction of Medical Barriers issuc of Network into Russian
was completed and printed, and a plan was developed for distribution to the
Central Asian Republics, Russia, and the Transcaucasus.

Developing Health Journalists: A Training Manual for Improving News Coverage

of Reproductive Health was completed and sent for printing. This manual, based
on journalists workshops implemented by FHI in Africa and Asia, is designed to
provide trainers with the tools nceded to train journalists in researching and
reporting on population and health issues facing their nations.

FHI responded to more than 2,000 requests for information on contraception and
reproductive health issues from USAID Missions, health personnel, policymakers
and other organizaions.

In response to a USAID/Honduras and PAHO request, FHI prepared and
distributed 2,000 sets of materials in English and Spanish on the safety and usc of
progestin-only contraceptives (POCs) by breastfeeding women to researchers,
providers and media in Latin America and to selected health agencies in the U.S.
Also as part of this cffort, an article on this subject was published in Network,
recaching an estimated 40,000 readers in three languages.

In response to a request from USAID/Kenya, FHI worked with members of the
Kenyan media to counteract misinformation being spread that condoms supplied
by USAID were contaminated with HIV.

FHI distributed eight news releases on various contraceptive technology and
reproductive health topics, resulting in extensive media coverage in the U.S. and
developing countries, including Ecuador, Tanzania, the Philippines and Sri Lanka.

As part of its annual series of "-ench and Spanish-language translations of
important scientific journal ai.c.cs, FHI translated five articles in this reporting
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2.

period; 2,822 copies of the Spanish series were distributed in Latin America and
808 in French to Francophone Africa.

Conferences/Workshops

Sponsorship of conferences, workshops and seminars is part of FHI's strategy for
improving utilization of reproductive health research. These events provide a mechanism
for the dissemination of information and the discussion of health and family planning
issues and their program implications.

Conferences and workshops during this reporting period include:

Interagency Meeting on Long-Acting Progestins: Management of Bleeding

Disturbances: With increasing usc and availability of long-acting progestins, the

need to address concems relating to product side effects, particularly bleeding
disturbances, has become apparent. FHI sponsored an interagency meeting to
address this issuc and to suggest potential courses of action. Research on
counseling and medical treatments for oleeding problems were established as
priorities. Based on the discussion, it is likely that a first line of study would be
directed toward the evaluation of specific treatments when used in the first six
months following Norplant insertion, with a recommended follow-up of bleeding
patterns for up to 18 months. The treatments of interest would be: (1) combined
OCs, (2) Ibuprofen, (3) combinaticn of OCs and Ibuprofen, and (4) placebo.

A proposal was drafted for a three or four arm study comparing the effects of low
dose OCs, Ibuprofen and placebo on bleeding disturbances.

Barrier Contraceptive Conference: An international experts conference, held in
the Dominican Republic, was sponsored jointly by FHI and CONRAD in March,
1993. A draft of the proceedings was edited and technical assistance on
production was given by FHI during this reporting period.

Workshop on Postpartum and Postabortion Family Planning: FHI and the Pan
American Health Organization (PAHO), in: collaboration with AVSC, IPPF, IPAS,
JHPIEGO, Pathfinder International, the Population Council and UNFPA,
conducted a Workshop on Postpartum and Postabortion Family Planning in Quito,
Ecuador, July 12-15, 1993. The objective of the workshop was to assist in the
ntegration of postpartum and postabortion family planning into the existing
reproductive health services of nine Latin American countrics (Bolivia, Ecuador,
El Salvador, Guatemala, Honduras, Nicaragua, Paraguay, Peru and Venczucla).
Eighty-cight public health/family planning leaders and resource persons from 134
Latir. American countrics and the U.S. participated in the workshop.
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3.

East and Southern African Editors Seminar. A pre-workshop needs assessment
was conducted and the workshop program was designed; a four-day workshop to
imnrove news coverage of reproductive health in east and southern Africa by
incrzasing editors’ commitment to this type of coverage will be conducted early in
FY’94. Thirty editors from the leading news dailics and agencies in 10 countries
in east and southem Africa will participate.

Regional Experts Meetings on Reduction of Medical Barriers: Planning and
organization was begun for two regional workshops to improve access to
contraceptive services through reduction ui medical barriers. Workshops will be
conducted in Manila (for the Asia Region) and Panama City (for the Latin
America Region) in November, 1993, in collaboration with AVSC, JHPIEGO,
WHO, The Popu'ation Council, Pathfinder International and IPPF.

Research Capacity Building

Over the years, FHI has provided long-term assistance to research centers in selected
countries, in order to strengthen institutional capacities to conduct reproductive health
research and utilize and disscminate findings to influence family planning policies and
programs. Although the focus on long-term institutional development has decreased, the
principles of local capacity building remain important in all FHI activities.

During this reporting period, FHI has provided technical assistance in the planning, design,
implementation and dissemination of findings of contraceptive and reproductive health
rescarch to the following:

u University of Nairobi Department of Obstetrics and Gynaecology

= Mali Association for the Promotion and Protection of the Family (AMPPF)

n Government of Nepal: Population Division of the National Planning Commission
and Family Health Division, Ministry of Health

n Government of Egypt: National Population Council

= Bangladesh Institute of Research for Promotion of Essential and Reproductive
Health and Technologies (BIRPERHT)
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lll. Subproject Descriptions
i it bbbty bt

A.  Global Initiatives for Improvement in Contraception

FHI is engaged in a range of research activities, both in the U.S. and developing countries,
which will contribute to the improvement of contraceptives worldwide. This includes
initiatives in contraceptive technology development, contraceptive quality assurance,
improving compliance, and understanding benefits and risks of contraceptive methods.
Wherever the activity takes place, the primary objective of our work is to increase safe,
effective and acceptable contraceptive options for use in developing countrics.

The subproject descriptions in this section are for activities which are global in scope and
therefore would not fall under the regional and country programs presented in Section
IILB. Accomplishments in the last 6 months and plans for the next 6 months are given
for ongoing subprojects. Results are given for studies completed during the reporting
period.

1. Contraceptive Technology Development

FHI's work in contraceptive technology development is concemed primarily with
providing sufficient data to the FDA and other regulatory agencies to secure marketing
approvai of new products. During this reporting period, rescarch focused on the following
products: nonlatex male condoms, the REALITY™ Female Condom, an iodine sclerosing
formulation for nonsurgical female sterilization, the Filshic Clip for female sterilization,
biodegradable NET pellets, norethindrone (NET) injectable microspheres and Lea’s Shield.

Barrier Contraceptives and Spermicides

FHI has responded to the increasing rates of STDs, including HIV, in many parts of the
world with intensified efforts to provide new and better barrier contraceptives which may
offer protection from these diseascs, as well as from pregnancy. A major cffort is
underway to develop a thermoplastic male condom with advantages over the latex condom
in ease of use, acceptability, and prolonged shelf life. FHI is also cvaluating other barrier
contraceptives (the female condom and Lea’s Shield™), as well as various spermicide
products.
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Thermoplastic Condoms: Roll-on/Slip-on (8030-8037)

The cuirent AIDS pandemic is a major concern for the world community. Latex
condoms have significant limitations in their mechanical and aesthetic properties.
Natural latex rubber loses strength under adverse storage conditions or when used
with certain lubricants. The Materials Technology Division (MTD) is employing new
materials and unique manufacturing techniques to produce ¢ ndoms that will
overcome these limitations and has developed two viable prouact designs which differ
in their retention component. The sheath design is common to all prototypes. The
roll-on design uses a separate enclosed retaining ring; two pmtotypes have been
developed which differ in the structure of the retention ring. The sheath design
utilizes a flanged component that is constructed out of the sheath material and has
aperatures which allow the condom to be donned bidirectionally.

Objective: To develop one nr more cost-competitive plastic condom(s) that meet or

exceed the performance of latex condoms for durability, reliability, comfort, and ease
of use while providing extended shelf life under adverse environmental conditions and
to obtain FDA clearance for each of these condoms.

Accomplishments related to the roll-on design:
Through March 1993

®  Since the beginning of the project in 1991, a heat sealed thermoplastic condom
has been developed that utilizes unique materials, designs, equipment and
processing techniques. Studies to date indicate the product is stable with
acceptable toxicological propertics. Patents are pending on design and process
features.

®  In February, 1992, a 510(k) was submitted on an early condom design which
used a soft gel ring retention component.

®  There have been two rounds of FDA queries and responses regarding ihe 510(k),
however, final clearance from the FDA is still pending.

®  Novel pilot-scale manufacturing equipment has been designed, built and installed
throughout the project.

® A unique leak detection methodology was developed.

® A clinical testing program to support a 510(k) filing on a second product which
uses a knitted ring retention component has been initiated.

®  An Investigational Device Exemption (IDE) was submitted to the FDA and a
non-significant risk determination was received for a Phase 1A safety study of the
knitted ring roll-on condom.
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During the last six months

™

A computer systems validation audit was conducted April 12-13, 1993 at FHI by
a consultant auditor (Clinarium, Inc.) to determine whether or not appropriate
validation systems were in place for data handling and management at FHI prior
to the start of the phase IA clinical study of the Plastic Condom.

An audit report was issued by Clinarium on May 3, 1993. Copies of the report
were distributed to appropriate FHI management on May 24, 1993,

FHI’s Clinical Trials Division initiated the Phase I trial in June.

Notice was rcceived in September from the U. S. Patent and Trademark Office
that certain claims contained in the knitted ring patent application would be
allowed. Minor revision is underway in anticipation of patent issuance.

Sufficient dialogue was conducted during the reporting period with FDA to
finalize a clinical protocol comparing the roll-on condom to a latex condom in
terms of breakage and slippage rates. (Phase IB).

In August, 6 month accelerated aging studies were completed, with no significant
physical property loss observed.

A contract laboratory audit was conducted at National Sanitation Foundation
Intemnational on July 1, 1993 to determine their Good Laboratory Practices
compliance capabilities prior to contracting with them to conduct the
methylenedianiline (MDA) analysis on the plastic condom materials which was
requested by the FDA.

An audit report was distributed to appropriaic management on August 5, 1993.

Biocompatibility studies were completed in September.  Acceptable outcomes
were reported.

A clinical study site audit was conducted September 2-16 at the University of
North Carolina Hospital in Chapel Hill for the phase IA knitted ring plastic
condom study.

FHI's Regulatory Affairs and Quality Assurance Division (RA/QA) managed
clinical supplics and monitored regulatory compliance for the Phase IA safety
studies for the roll-on condom.

Analytical studies designed to quantify the level of MDA in the product were
initiated at the National Sanitation Foundation.

There was no action on the 510(k) for the gel-ring roli-on condom, as we are
awaiting results of MDA analysis. (see below)
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Plans for the next six months for the roil-on/ring condom:

The remainder of the semi-automatic processing equipment (ring welder and
stress-softener) will be received.

The roll-on manufacturing process will be validated.

Manufacture of condoms will begin for a comparative clinical trial afier the
semi-automatic equipment is installed.

In November, a three-ycar stability study will be initiated with the knitted ring
version and latex condoms representing several manufacturers. Physical,
chemical, and viral permecability properties will be assessed.

MDA levels in the gel ring version of this product will be determined and
provided to the FDA in response to queries.

A contract laboratory audit is scheduled to be conducted at Nelson Labs during
November 1993 to determine Good Laboratory Practices compliance capabilities
prior to their conducting viral permeability studies on plastic condoms for FHI.

A re-audit of FHIs pilot production facility, which is manufacturing
investigational plastic condoms for clinical studics, is scheduled for January
1994. This re-audit will be conducted to assure that corrective actions have been
taken to the findings of a quality assurance audit conducted in Jan.-Feb. 1993 of
that facility.

RA/QA will submit to the FDA the results of the methylenedianiline analysis
which are expected in the fall of 1993, for the pending 510(k).

RA/QA will continue to manage clinical supplies and monitor regulatory
compliance for both the Phase IA and Phase IB clinical studies of the roll-on
condom.

Accomplishments related to the slip-on design:

Through March 1993

The initial version of the current slip-on was proposed in April of 1991 afier the
original flanged design was determined to be unacceptable.

A small-scale acceptability study of the new design was completed in 1991 and
indicated favorable acceptability.

Fabrication cquipment was designed, ordered, and received.
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® A patent application for this condom and its manufacturing process was filed in
March, 1992,

During the last six months

¥ The manufacturing equipment reccived for slip-on manufacture required
significant redesign. It was reconfigured and is now functional.

B In August, candidate films for the sheath of this condom were narrowed to five
formulations. These materials were submitted for biocompatibility testing
sufficicnt to allow small scale acceptability testing.

Plans for the next six months;
B Biocompatibility screening will be completed.

®  Product design and film sclection will be finalized after the analysis of results
from donning and use studies to be completed in March.

® A small-scale acceptability study has been initiated with the product and will be
completed.

@ The study protocols and manufacture of condoms to initiate a large scale
slippage/breakage/acceptability study will be completed in March.

®  Production process and product specifications will be finalized.

®  Stability studies will be initiated and additional toxicology testing will be
conducled.

®  Final action from the Patent and Trademark Office is expected.

Safety Assessment of the Slip-On Thermoplastic Male Condom

(Clinical Trial) (2212)

This study will evaluate the feasibility, acceptability and safety of FHI's slip-on
thermoplastic male condom when used during vaginal intercourse.  About fifty

monogamous couples will be recruited at a single site. Safety will be evaluated
through vaginal and colposcopic examination.

Objective: To cvaluate the acceptability and safety of FHI's slip-on male condom.

Accomplishments:
During the last six months

B Devclopment of a study outline for this Phasc I trial was initiated.
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Plans for the next six months:

®  The protocol will be completed and the study site(s) selected.

Comparative Clinical Evaluation of the Slip-On Thermoplastic
Condom and a Latex Condom (2207)

This comparative clinical trial will be designed to evaluate the contraceptive efficacy
of the slip-on thermoplastic condom compared to a commercially available latex
condom.

Objective: To determine if the contraceptive efficacy of the slip-on thermoplastic
condom is substantially cquivalent to that of a commercially marketed latex condom.

Accomplishments:

During the last six months

B Development of study outline was initiated.
Plans for the next six months:

® A study protocol will be completed.

®  Site selection will be initiated.

Prototype Condom Evaluation: Donning (6386)

The intent of a series of studies to be conducted under this protocol is to "explore the
suitability of various condom designs and different polyurethane materials.” The
shapes, sizes and methods of application of the prototype condoms which will be
tested may vary considerably. A limited number of participants (up to 25) will be
enrolled for each iteration (round) of the study. Condoms used in these studies will
be donned only. Condoms will not be used for intercourse. The information
gathered in this series of studies supports the development of the FHI thermoplastic
condom.

Objective: To sclect the best materials (structural integrity) and designs
(acceptability) for prototype thermoplastic condoms.

Accomplishments:
Through March 1993

®  Several iterations of the plastic condom have been developed and cvaluated in
human testing.
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®  Clinical data for the knitted ring condom has been submitted to the FDA for
approval.

B Onc study of the slip-on condom has been conducted.

During the last six months

®  The protocol was developed and approved.

®  The recruitment materials were developed and approved.

B First study design was approved on September 30, 1993.

Plans for the next six months:

®  Study related documents (test instruments) will be devcloped.

® A study to determine the best aperture size for a slip-on condom will be initiated.
B Data (face-to-face interviews) will be collected.

®  Data will be analyzed and a final report wiil be issued.

@ The design of the next round of the study based on "aperture size" study results
will be determined.

Prototype Condom Evaluation: Acceptability and Feasibility for Use
During Intercourse (6386)

The intent of this series of studics to be conducted under this protocol is to "cxplore
the suitability of various condom designs and different polyurethane materials." The
shapes, sizes and methods of application of the prototype condoms may vary
considerably. The number of participants in any given study (round of study) will not
exceed 350. These studies will be conducted with couples who are protected by an
cffective form of non-barrier contraceptive and are not at risk for STD. Data from
these studies will be used to support the FHI thermoplastic condom project.

Objective: To cvaluate several different condoms to determine their feasibility for
development into marketable products. These investigations will assess device
acceptability and rates of breakage and slippage (device function).

Accomplishments:

Through March of 1993

®  Scveral iteratiions of the plastic condom have been developed and cevaluated in
human testing.
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®  (Clinical data for the knitted ring condom has been submitted to the FDA for
approval.

B One study of the slip-on condom has been conducted.

During the last six months

@  The protocol was developed and approved.

®  The first study design to be utilized was approved on September 30, 1993,
Plans for the next six months:

® The study related documents will be developed.

B The study to determine best functioning/most acceptable prototype will be
initiated

8 Approval of the design for the next phase of study will be sought.

Functionality and Acceptability Study of Three Lubricated
Tactylon™ Condoms and a Standard, Lubricated Latex Condom
(6002)

The purpose of this study was to evaluate the acceptability and device function of
three dipped polyurcthane plastic condoms. The study was done at the request of
USAID to cvaluate another potential plastic condom product.

The study evaluated the functional aspects (breakage and slippage) and general
acceptability of four different types of condoms. Three of the condoms were made of
Tactylon™, a thermoplastic clastomer or special type of plastic. The Tactylon™
condoms were of three different designs as well. Tactylon A had dimensions and
thickness similar to the latex condom. Tactylon B was constructed of softer (lower
modulus material) and Tactylon C had a bulbous end. The fourth condom tested was
the USAID distributed 52mm latex condom.

Objectives: The primary objective of the study was t< cvaluate the functionality
(breakage and slippage) of three non-latex condoms compared to the latex condom.
The secondary objective was to evaluate the acceptability of cach of the non-latex
condoms compared to the standard latex condom and to each otner.

ﬂ
Accomplishments:
Through March 1993

8  The protocol and related study instruments were developed.
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®  The study was initiated and monitored.

®  The data were collected and analyzed (N = 284 couples).
During the last six months

B A final report was issued in July of 1993,

Results:

®  The latex condom had the lowest clinical breakage rate (0.89%) while the
remaining three types had rates at Icast twice as high (Tactylon C at 2.18%,
Tactylon A at 3.44% and Tactylon B at 3.04%).

®  Tactylon A condoms had the lowest slippage rate (0.72%) while Tactylon C had
a slippage ratc almost four times as high (2.72%).

®  Latex condoms and Tactylon B had slippage rates in the middle of this range
(1.60% and 1.25%, respectively).

Phase II Evaluation of the Safety, Contraceptive Efficacy and
Clinical Acceptability of a Female Condom (2098)

This multicenter, contraceptive cfficacy study was conducted at nine sites; six (four in
collaboration with CONRAD) in the United States, one in the Dominican Republic,
and two in Mexico. A total of 377 women were recruited to use the REALITY™
Female Condom as their sole means of contraception for a period of 6 months.
Subjects were followed at 1, 3 and 6 months postadmission.

FHI rescarch indicated that the REALITY™ Female Condom was a safe and
reasonably effective contraceptive method. These clinical data were used as part of
the pre-marketing application submitted by Wisconsin Pharmacal to the FDA that
resulted in FDA approval for marketing this device.

Objective: To assess the contraceptive efficacy and safety of the female condom or
vaginal pouch (REALITY™, Wisconsin Pharmacal, Jackson, WI), obtaining
information necessary for Wisconsin Pharmacal to gain FDA approval of this device.
Accomplishments:

Through March 1993

®  FHI’s results were submitted to Wisconsin Pharmacal.

®  Wisconsin Pharmacal prepared and submitted a pre-marketing application to the
FDA.
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During the last six months
®  FHI responded to questions during the FDA review process.

B Two manuscripts detailing results of the clinical investigation arc in review at
Family Planning Perspectives and the American Journal of Public Health.

®  The FDA announced its approval of the female condom on May 10, 1993.
®  In August, FHI submitted its final report on this investigation to the FDA.

® In a letter dated September 10, 1993, the FDA acknowledged the receipt of our
final report and the termination of this investigation.

Phase II Efficacy and Safety of Lea’s Shield™ Used With and
Without Spermicide (2658)

Lea’s Shield™, a vaginal barrier device, is designed as an alternative to currently
available vaginal barrier contraceptives and can be used for up to 48 hours after
insertion. This contraceptive efficacy study is a six-month Phase I clinical trial
conducted by CONRAD in collaboration with FHI. FHI has contributed to managing
and monitoring the study and has served as the project’s data manager. The study
was initiated in 1991 and over 300 volunteers were recruited and randomly assigned
to usc Lea’s Shield™ with or without spermicide. Research results will be used as
part of the pre-marketing application to the FDA.

Objective: To develop a new barrier method, called Lea’s Shield™, which has the
potential of being used continuously for 48 hours, preferably without a spermicide.

Accomplishments:
Through March 1993

®  FHI provided assistance to the CONRAD study monitor in performing data
quality checks and verification.

®  Aninterim analysis was generated for CONRAD at their request in the carly
spring of 1993.

During the last six months

®m A progress report and a listing of current investigators was submitted to the FDA
on April 16, 1993,
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Plans for the next six months:

®  Data verification and loading will be completed.

®  Data analysis will be completed and a statistical report submitted to CONRAD.
®  Case report forms will be filed for storage.

B A progress report and list of investigators will be submitted to the FDA in
October.

®  Preparations for the Phase III study will begin.

Clinical Evaluation of Vaginal Contraceptive Film™ (2211)

This intemnational, multicenter contraceptive efficacy study will be conducted at four
sites which have not yet been identified. A total of 500 women will be recruited to
use Vagmal Contraceptive Film™ (VCF™) as their sole means of contraception.

VCF" is a barricr method commercially available in ‘e United States which contains
the spermicide nonoxynol-9. Subjects will be followed for a period of six months.

Data from this study will be used to assess the contraceptive cffectiveness of vaginal
contraceptive film when used under typical use conditions. Additional information on
compliance and acceptability will also be collected. The study is expected to begin in
early 1994,

Objective: To assess the cfficacy of vaginal contraceptive film (VCF™, Apothecus,
Inc.) in preventing unintended pregnancy as well as compliance and acceptability
when used by women choosing VCF™ as their sole means of contraception as a
possible substitution for vaginal tablets used in USAID programs.

Accomplishments:

During the last six mionths

®  FHI initiated recruitment of rescarch sites in September of 1993.

B Development of study protocol and case report forms was initiated.

Plans for the next six months:

®  Study protocol and casc report form development will be completed and
submitted to FHI's Protection of Human Subjects Committee for approval.

B Rescaich sites will be identified and staff trained in study procedures.
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®  Recruitment of study subjects will be initiated.

Pilot Study of the Physical Characteristics of Spermicidal
Preparations (2000)

While there are standard methods for the evaluation of many contraceptive methods
(e.g. condom testing, hormonal assays, etc.), there is at least onc major deficiency in
current methodologies: there is no standardized method to measure the speed of
disintegration or dissolution of vaginal preparations (e.g. vaginal tablets or vaginal
film). Such a method would be useful in the evaluation and comparison of new and
existing spermicidal products and forrmulations.

Objectives: To develop a method that can be used to compare the speed of

dissolution of various spermicidal preparations under different conditions. A second

objective is to asscss the feasibility of developing an in-vitro system for spermicide

evaluation which would mimic vaginal conditions.

Accomplishments:

Through March 1993

® It was indicated in an initial report six months ago that this project would be
completed in six months’ time. This has not occurred due to (1) competing
priorities for the time of the personnel involved and (2) the length of time
necded to obtain and sct up the laboratory equipment that will be used in this
study.

During the last six months

®  The objective was modified from measuring "disintegration" to measuring
"dissolution" of spermicide products.

® A test protocol was drafted.
®  Some of the equipment needed for the work was ordered and obtained.
Plans for the next six months:

® A protocol to test the speed of dissolution of spermicides in wet and moist
conditions will be finalized.

®  The laboratory equipment to measure nonoxynol-9 (N-9) dissolution will be set
up.

®  Tests will be conducted on two N-9 formulations: foaming tablets and filni.
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Barrier Guidelines (2204)

Expericnce in designing clinical trials for the evaluation of barrier contraceptive
methods has led to the recognition that there are a number of potential
methodological problems associated with these clinical trials. Some of the criteria
used in the design of barrier method clinical trials have been quite arbitrary, ill-
defined and inconsistent across studies. In particular, the criteria used for the
evaluation of contraceptive efficacy make the current knowledge of the efficacy of
these methods inaccurate.

Objective: To develop standardized guidelines for conducting clinical investigations
of barrier contraceptive methods.

Accomplishments:
Through March 1993

€ The main methodological problems in the clinical evaluation of efficacy and
safety of physical and chemical barrier methods were identified.

® A priority list of issues was developed with participating CAs.
® A draft document discussing FHI's considerations of thesc issues was developed.
During the last six months

¥ Because of competing priorities for staff time, there was no activity on this
project during the last six months.

Plans for the next six months:

® A manuscript is being finalized using a list of methodological issues in the
barrier contraceptives study and will be approved by various USAID CAs.

¥ A manuscript detailing guidelines will be submitted for publication.

Long-Acting Steroids

FHI is conducting rescarch for the development of new and improved long-acting steroids,
specifically, norethindrone 90-day injectable microspheres, a biodegradable norethindrone
pellet implant, and a sterile, single use pre-filled mechanism for use in delivering
injectable contraceptives. In addition to increasing the contraceptive options available to
women, these products would provide hormonal methods without the degree of user
compliance iequired for oral contraceptive use.

Phase I, II, and III Evaluation of the Safety and Pharmacokinetics
of Norethindrone 90-Day Injectable Microspheres (2031)
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These studies were conducted at 23 sites in six countries: Phase II Clinical (1986-
1987) - six sites in the US, Italy, Mexico and Chile; Phase II Endocrine (1986-1987)
- two sites in the US; Phase III (1987-1989) - 15 sites in the US, Chile, Mexico,
Singapore; and Phase I (1990-1991) - one site in the US. A final report for each of
these studies has been initiated.

This rescarch has been used to direct further development of norethindrone 90-day
injectable microspheres, but problems related to formulation and scale-up of
production of the microspheres have arisen. All future work regarding this product is
pending negotiations between USAID, FHI and Ortho, to whom activities regarding
this project will be transferred.

Objective: To devclop a safe, FDA approvable, injectable contraceptive that will

provide continuous efficacy over 90 days while utilizing less than the equivalent

steroid dose in other available injectable contraceptives.

Accomplishments:

Through March 1993

®  Medisorb, a company established by Stolle and Dupont to further develop
microsphere technology, has refrrmulated the NET-90 (norethindrone)

microspheres.

®  In the winter of 1992, two solvent systems were identified for producing the
product and non-GMP batches were made and tested in baboons.

During the last six months

®  Further testing in baboons was funded by Medisorb using GMP batches of
reformulated product. FHI has not received copies of the final results. If the
results prove to be favorable, the product will move to clinical evaluation.

®  Work was initiated on a final report of all previously completed studies.

Plans for the next six months:

®  FHI expects to complete the final report on the Phase I, II, and III clinical trials
conducted on old formulations.

8 The IND for this product will be transferred to Ortho, pending negotiations
betw cen USAID, FHI and Ortho.

®  Any further activities with this product arc dependent on negotiations between
USAID, FHI and Ortho and on progress with the product formulation.
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Phase II-A Pharmacokinetic Evaluation of Biodegradable
Norethindrone Pellet Implants (NET Pellets) (2041)

This Phase II-A study was begun in October of 1991 and is being conducted at two
sites in the United States (New York, NY and Norfolk, VA). Recruitment ended in
April of 1992. A total of 39 subjects have been enrolled and assigned to either a four
or five pellet treatment group. Blood levels of norethindrone (NET), the active
ingredient, are being followed in these subjects from day 1 after insertion until levels
reach the limit of detection of the assay or until subjects discontinue from the study.
Participants are also being followed up in order to determine the product’s efficacy
(pregnancy rates) during the first 13 months in the study, and to assess safety
including adverse events and bleeding pattems. Follow-up will continue at least
through April of 1994 and possibly up to April of 1995.

Based on NET serum blood levels to date, the four pellet system may provide
effective protection for at least 1 year and the five pellet system may be effective for
up to 2 years or longer. Therc were no pregnancies during the first 13 months of this
study, after which time subjects were asked to use altemative non-hormonal
contraception. Therc have been no definite indications of any serious product related
side effects.

Results from this study will provide information for the development of a Phase III
protocol. Future work with this product is dependent upon negotiations between FHI
and Endocon, the holder of the IND.

Objective: To develop an inexpensive, hiodegradable contraceptive implant that will
be effective for 12 to 18 months, but that can be removed at any time.

Accomplishments:
Through March 1993

®  The IND for this product was transferred to Endocon on September 28, 1992,
Future work with this product is dependent upon FHI negotiations with the
manufacturer.

During the last six months

®  There was one serious adverse event reported in May of 1993 for a subject
hospitalized in April at the CONRAD site (Norfolk, VA). This subject had an
extended history of chronic lupus erythematosus and experienced a lupus flare
requiring hospitalization and maintenance steroid therapy. It was the
investigator’s opinion that since the subject had completed over 18 months of the
study with no other adversc events, it was unlikely that this event was related to
the study product.
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B Work was initiated on a Progress Report which will describe the first 15 months
of experience of subjects in this study. Meetings were held with Dr. S. Mitchell
Harman, a clinical consultant to Endocon, to discuss the contents of the report.
This report will be submitted to the FDA in carly 1994,

Plans for the next six months:
B Subject follow-up for safety parameters and evaluation of serum NET levels will
continue under a protocol amendment which extended follow-up past the original

24 months to 36 months. This will allow full evaluation of the tail of NET
levels in all subjects.

B The Progress Report covering the first 15 months of experience will be
completed in November.

Uniject Development (8019)

Injectable contraceptives such as DMPA are popular among many users. However, in
many countries barriers exist to its safe use, including a shortage of sterile syringes,
and the low educational level of some providers which may make administering
proper dosages problematic. In collaboration with PATH, a sterile, single use, pre-
filled mechanism is being devised for injecting the contraceptive.

Objective: To coordirate the development of the PATH single dose delivery system
for DMPA.,

Accomplishments:
Through March 1993
® A subagreement for the project was finalized and approved by USAID.

B A visit was made to the manufacturer of the injection mold UNIJECT
mechanism.

During the last six months

®  The design for the Uniject mechanism was virtually completed, and final tooling
for preparation of a larger needlc insert is in progress.

Plans for the next six months:

®  Mechanism development will be completed and the larger needle component will
be tested.

® A company to conduct the aseptic filling of the device will be identified.
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®  Planning of human trials of the device using other medicinals will be initiated.
The device will be tested in one or more overseas sites.

Female Sterilization

FHI has a long history of research on female sterilization. Work begun in the 1980s on
the Filshie Clip has resulted in a PMA to the FDA. At present, FHI's efforts focus on the
development of a method for non-surgical female sterilization using iodine.

Filshie Clip Tubal Sterilization (2091)

The Filshic Clip is a small device that was developed by Dr. Marcus Filshie. It is
similar in concept to the Falope-Ring Band and the Hulka Clip and is widely used in
a number of countrics outside the United States. It can be applied to the fallopian
tube by surgeons doing laparoscopic surgery or mini-laparotomies, and has the
advantagc of potentially being more casily reversible than other surgical methods.

Objective: To obtain FDA approval of an cffective and casy-to-use tubal occlusion
device that limits tubal damage, thus facilitating potential sterilization reversal.

Accomplishments:
Through March 1993

®  From 1983 through 1989, FHI conducted Phase III clinical trials in 21 countries:
Haiti, Mexico, Veneczuela, Guatemala, Malaysia, Dominican Republic, Panama,
Indonesia, Thailand, Peru, Kenya, Brazil, Canada, England, Scotland, Taiwan,
Philippines, Finland, Korea, Austria, Nigeria.

® In collaboration with the British manufacturer, FHI prepared a pre-marketing
approval application (PMA), requesting approval to market the Filshie Clip in the
United Statcs.

®  FHI submitted the 77-volume PMA to the FDA on September 9, 1992,
During the last six months

W Although the Filshic Clip PMA was submitted to the FDA on September 9,
1992, they had not formally responded by Scptember 30 as to whether our
submission had been filed. Recent informal communications suggest that the
PMA will be filed and that we will receive a list of questions in October 1993,

Plans for the next six months:

®  FHI's Regulatory Affairs, Biostatistics and Clinical Trials Divisions will interact
with the FDA throughout the PMA review process.
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®  FHI will respond as effectively and as quickly as possible (o the FDA’s querics.

Evaluation of the Safety and Effects of Intratubal Administration of
an Iodine Formulation on the Genital Tracts of Women Awaiting

Hysterectomy (2087)

Used as a transcervically delivered sterilization method, iodine could be an
inexpensive, less invasive altenative to surgical sterilization for women in 