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EXECUTIVE SUMMARY 

The Population Council's contraceptive development and contraceptive 

introduction programs have been extremely successful. The Population Council has 

been one of the most successful public sector programs in the contraceptive field 

and have indeed got more new methods to the market place than any other 

program. ihe ET2 is extremely enthusiastic about the past performance and the 

proposed continuation activities. It is felt that AID support has been critical in 

ensuring continued progress by the program and has been a most successful 

investment as judged by both actual and potential returns. The quality of the 

research performed, both basic and applied, has been exceptional. 

The ET2 did. however, have some concerns that require attention. These 

involve the sufficiency of staffing in certain key areas of the development process, 

e.g., dosage formulation, toxicology, regulatory affairs, clinical trial coordination 

and monitoring and field staff for introduction activities. Some of the delays in 

registration of NORPLANT in the USA can be attributed to this lack of manpower. 

The ET2 therefore recommends that additional funding be provided to enable 

additional staff to be recruited, and that this funding be kept stable over a period 

of years. It isrecommended that sources of funding for introduction activities other 

than from AID be explored, but !hat AID funding should also be increased. A 

portion of this funding (approx 10% of that devoted to contraceptive research and 

development activities) should be allocated broadly to basic probing studies and not 

allocated on a line-by-line basis. It isalso rc .ommended that the Population Council 

consider whether the needs for increased space to house the additional staff can be 

met in their present location. Itwould be useful to develop along-range plan which 

would consider the optimal size for the organization (funding considerations aside) 

and how it should be optimally housed. Development of such a plan would be a 

useful tool for solicitation of the required funds from avariety of sources. 
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I. INTRODUCTION
 

The Population Council, an international, nonprofit organization, undertakes 

social science and biomedical research, advises and assists governments and 

international agencies, and disseminates informat.ion on population issues. 

Established in 1952, the Council isgoverned by a Board of Trustees whose members 

come from twelve countries. The Council is committed to the enhancement of 

human welfare and works in three areas: biomedical resar.h in the field of human 

reproduction to develop and improve contraceptive methods; social science 

research into the causes of population change, their societal implications, and 

appropriate policy responses; and provision of technical assistance to family 

planning and other population-related programs at local, national, and regional 

levels. The Council produces publications for researchers, policymakers, and the 

concerned public and supports advanced training for population specialists. 

To carry out its work, the Council is organized into the Center for Biomedical 

Research, the Center for Policy Studies, International Programs, and Program 

Support and Services, which includcs the Office of Communications (Fig. 1.). 
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The Center for Biomedical Research endeavors to develop and improve 

contraceptive methods. Another important research objective is elucidation of the 

mechanisms of human reproductive physiology, especially in the male. 

The Center for Policy Studies seeks to contribute to the understanding of 

population policy issues and to advance applications of that knowledge to the 

design of policies responsive to both individual and social needs. These goals are 

pursued through a program of social science research by Center staff. 

International Programs brings the Council into working partnerships with 

policymakers and population professionals in developing countries. The Council 

maintains area offices in three regions: Latin America and the Caribbean, West Asia 

and North Africa, and South and East Asia. Council activities in sub-Saharan Africa 

are currently administered from New York. A multidisciplinary professional staff in 

New York provides interregional support and coordination. Areas of current work 

include contraceptive introduction, family planning programs, efforts to enhance 

women's roles and status, improvements in child health and survival, and 

population policy. 

From the base of the work undertaken in the two Centers and International 

Programs, the Office of Communications publishes and disseminates scientific 

information to professionals and to a broader audience of policymakers and 

nonspecialists. The Office produces the Council's two journals, Population and 

Development Review and Studies in Family Planning, books, pamphlets, and 

brochures. 

/.1. Cooperative Agreement 

The Cooperative Agreement between the United States Agency for 

International Development (AID) and the Population Council No. AID/DPE-3005-A

00-3003-00 provides support for a program in family planning services for the 

period 17 May 1983 through 16 July 1988. Programmatic areas supported under the 
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agreement are contraceptive development, contraceptive introduction, and family 

planning program design, implementation, evaluation, and dissemination. 

1.1.1. Contraceptive Development 

Support was provided for contraceptive development projects on 

levonorgestrel subdermal implants, contraceptive vaginal rings, levonorgestrel

releasing IUDs, LHRH analogs, inhibin, gonadotropin surge inhibiting factor and for 

a New Drug Application on NORPLANT,& 2 subdermal implants. This work was 

carried out "in house" and under sub-awards and sub-contracts to other 

institutions. 

1.1.2. Contraceptive Introduction 

Support was provided for the Pre-Introduction Evaluation of NORPLANT® 

contraceptive subdermal implants. The planning phase of a major conference on 

NORPLANTI , Subdermal Implants was initiated. Pre-introduction evaluation of 

NORPLANT& contraceptive subdermal implants studies continued in Brazil, Chile, 

Colombia, Dominican Republic, Kenya, and the United States; and a pre

introduction study was initiated in Mexico. 

1.1.3. Family Planning Progiram Design, Implementation, Evaluation, and 

Dissemination 

Support was given to build on the Council's ongoing family planning research 

and evaluation activities in Asia, Latin America, the Middle East and sub-Saharan 

Africa. The activities included program development, subawards to local 

institutions, monitoring and technical assistance publications, as well as synthesis 

and dissemination of the broader policy implications of these and related activities. 

Special emphasis was given to program development, technical assistance and 

implementation of field-based projects in sub-Saharan Africa. In addition, support 

was given under this component for the continued operation of the Council's 

Bogota, Colombia office. 



L2. Evaluation Scope ofWork 

This evaluation was conducted at the Population Council, New York City 

on Jan 12-14, 1988 by Drs Michael J.K. Harper, Terrence Jezowski, Michael E. 

McClure and J. Joseph Speidel. Dr Laneta Dorflinger, AID was also present. The 

purpose of this evaluation (ET2) is to assess AID's support to the Population Council 

under the ProGrammatic Cooperative Agreement DPE-3005-A-00-3003 for activities 

conducted during the period from March, 1983 through December, 1987. For the 

contraceptive development portion of the portfolio, this evaluation will essentially 

update the previous interim evaluation (ETI) conducted in October, 1983. The 

evaluation team was to look both broadly and on a project-specific basis at activities 

funded over the five-year period of the agreement, and analyze the general 

portfolio and accomplishments of the program overall, the development and 

implementation of specific activities, project management, reporting and 

monitoring or evaluation of sub-activities, and collaboration and relationships with 

other organization, in the field. In addition, since AID is interested in determining 

any ways in which a follow-on program might be changed or improved, the team 

was to focus on the directions proposed for research over the coming five years, and 

discuss, when possible, how these proposed activities will complement those of 

other programs. 

A list of issues to be discussed by the team, isset out below. 

1.2. 1. Interim Evaluation 

The evaluation team -ET2) should review the report of the interim evaluation 

(ETI) conducted in October, 1983 and the Population Council's response to the 

recommendations made following that evaluation. 

I.2.2. The Contraceptive Develop m en t Portfolio 

The evaluation team should take a general look at projects being supported 

under the contraceptive development portfolio. They should examine plans for the 



12
 

future, particularly the next five years, and discuss any hurdles they perceive for the 

methods under development addressing what these hurdles might mean in terms of 

funding needs. 

Some specific questions to be explored by the team include, but are not 

limited to, the following: 

A. 	 The way in which leads are chosen and projects are developed. 

B. The status of current leads including the level and duration of funding of 

those leads. 

C. The efficiency of reaching goals in the shortest amount of time and at 

the lowest cost. 

D. 	 Any overlap or duplication of other R & D efforts, if applicable. 

E. 	 Basic leads such as inhibin and GnSIF 

i. 	 how leads are chosen 

ii. 	 how activities are reviewed "ir. house" and "out of house" 

iii. 	 how leads are coordinated with other contraceptive development 

programs working on similar areas of research 

iv. 	 the process for reaching a decision point regarding the 

contraceptive potential of these compounds 

v. 	 the appropriateness of AID support to these basic areas 

F. Overall research staff strengths and weaknesses either in numbers or 

skills 

G. 	 Capacity for regulatory filings 

i. 	 management plan for preparing INDs and NDAs - in the U.S. and 

abroad 

ii. 	 use of "in house" staff versus consultants 

iii. 	 could these areas be strengthened 
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H. The potential relevance of various contraceptive development projects to 

AID's overall program 

I. 	 The way decisions are made for allocation of AID funds by project 

J. 	 Are important areas being missed, perhaps for reasons of funding 

1.2.3. 	Contraceptive Introduction Activities 

A. Overall strategy for product introduction, addressing NORPLANTO 

implants and the Copper T380A separately. 

i. effectiveness of the overall strategy 

ii. 	 speed in implementation of strategy 

iii. 	 staffing utilization and any constraints - currently and looking 

toward the future 

iv. 	 coordination with other organizations 

v. 	 user perspective studies 

vi. 	 development of country-specific informational materials 

B. The interaction and coordination between the contraceptive 

development and contraceptive introduction staff 

1.2.4. 	Family Planning Program Research Activities 

A. 	 Project development and implementation 

B. 	 Project priority setting 

C. 	 Staff utilization and project management and oversight 

D. Interactions with family planning programs and other AID cooperating 

agencies 

E. 	 Value of AID support to this area 

1.2.5. 	Overall Staffing Pattern Funded by A.I.D. 

A. 	 Isexpertise available in all required areas? 

B. 	 Isstaffing level sufficient to meet needs in various areas? 

C. 	 Issubproject oversight effective and efficient? 
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D. Use of consultants - not enough or too much? 

1.2.6. Relationship of the Program with A.I.D. 

A. Washington staff 

B. AID missions 

1.2.7. Funding 

A. Isthe funding level of the current Cooperative Agreement sufficient? 

B. Can new leads be adequately pursued? 

C. To what extent do non-A.I.D. funds fill gaps in program or vice versa? 

D. How are decisions made as to when and how AID's funds are utilized? 

1.2.8. Procedure of Evaluation 

The Evaluation Team (ET2) met for a briefing at the offices of International 

Science and Technology Institute Inc., Population Technical Assistance Project, 

Arlington, VA on Jan 11 and then travelled to New York for the actual site visit on 

Jan 12-14. All members attended all presentations by the Population Council staff, 

but the leadership for the different areas of evaluation was divided as follows: 

Drs. Harper and McClure - Contraceptive Development Program 

Dr. Speidel - Contraceptive Introduction Program 

Mr. Jezowski - Family Planning Program 

All drafts were sent to Dr. Harper for collation into a final draft which was 

then sent to ISTI/Pop Tech. A debriefing session was subsequently held at ISTI/Pop 

Tech on Feb 1, 1988 to agree on the final version of the report. 

II. RESPONSE TO INTERIM EVALUATION 

A previous evaluation had been done by Dr. Michael J.K. Harper (Chairman of 

the Present Evaluation Team) and Dr. Robert H. Williams in October, 1983 (ETI). At 

that time while, in general, the Contraceptive Development Program of the 

Population Council was felt to be successful and soundly based, certain specific 
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matters were felt to give rise to some concern. On these points specific 

recommendations were developed. A restatement of these recommendations is 

shown below. 

11.1. General Conclusions of ET1 

The evaluation team were very enthusiastic about the quality and relevance of 

the projects at the Population Council being supported by AID. This isone of the 

most successful programs in the contraceptive R & D field. The leadership of Dr. 

Bardin isexcellent and the quality and dedication of the staff commendable. The 

fact that two products are very near successful introduction speaks for itself, and 

the team has very few substantive recommendations or suggestions. These are 

listed below under specific recommendations. Despite these, the team feels that 

this is a highly successful program and that due credit should be given to all involved 

in it. 

11.1.1.General Recommendations 

A. Expansion of the membership of the ICCR and/or more frequent 

rotation of existing members should be considered. 

B. Making efforts, in advance of need, to identify companies that can 

provide the expertise, commitment and financial resources necessary to 

complement the Population Council activities would be helpful. 

C. Nominating one individual to be responsible for all toxicological 

studies while another (Dr. Moo Young) is monitor for good laboratory and 

manufacturing practice could improve efficicncy. The individual in charge of 

toxicology could be the focal person for interaction with the FDA for reporting all 

severe adverse reactions occurring during clinical trials. 

D. Some of the burden shouldered by Dr. Nash should be lightened, 

either by greater delegation of more routine matters and/or provision of extra staff 

assistance. 
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E. The use of a part-time consultant to assist with FDA filings is 

commended. 

F. The addition of a staff member to act as clinical coordinator and 

monitor is felt to be useful. 

G. The evaluation team were, in general, highly enthusiastic about the 

Contraceptive Development Program (CDP) of the Population Council, and the 

quality of its leadership and staff. 

11.1.2. Recommendations on Specific Lines of Research 

It should be noted that the points made below reflect, very largely, thinking 

already done by the Population Council, and therefore do not represent criticism, 

only a restatement of existing major priorities. 

A. Continued major interaction with Leiras to ensure the speedy and 

effective introduction of the NORPLANT4 and the levonorgestrAl IUD isessential. 

B. Completion and interpretation of the various toxicological studies 

with the CVR must be a major priority. Alternate strategies should be de,.;-ed to 

circumvent adverse toxicological findings. 

C. Mechanization of the closure process for the CVR needs to be 

speedily resolved. 

D. There needs to be resolution of the toxicological problems with the 

LHRH antagonist (LHRH-22) and an alternate compound selected before too much is 

invested in the present one 

E. Major investment in the LHRH analog field should await the 

development or acquisition of a suitable delivery device, or convincing clinical 

evidence of their efficacy as male contraceptive agents. 

F. A delivery system suitable for long-term administration of 

androgens needs to be developed or long-acting androgens acquired, as they will 

be required for successful use of LHRH analogs as male contraceptives. 
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G. The potential consequences of long-term anovulation and/or 

reduced luteal activity needs to be considered prospectively when clinical trials of 

agents with such properties are being designed. 

H. Major investment in the inhibin area should await isolation and 

characterization of a pure protein/peptide with the desired biological activity. 

Funding at the present level seems likely to provide this information in the next 12

18 months. 

Il1. FINDINGS AND CONCLUSIONS 

One of the first requests from the present evaluation team (ET2) was for the 

document prepared in response to these recommendations of ET1 outlining the 

corrective measures to be undertaken by the Population Council. No such 

document had been prepared at that time. It is understood by ET2 that verbal 

communications with AID staff provided satisfactory assurances that corrective 

measures would be applied or that the recommendations were not felt to be 

practical or relevant. 

With the benefit of hindsight, the ET2 believe that some of these concerns 

were indeed warranted and that history has proved this. In response to the request 

of the ET2 a document was prepared dated Jan 6, 1988 which provides an indication 

of the views of the Director of CDP of the Population Council at the present. [This 

document isattached as Appendix I]. 

Il1.1 ICCR Membership 

The present membership is shown in Appendix 2. Expansion is contemplated 

in 1988, but this is largely due to certain members or consultants retiring for a 

number of different reasons. New members are presently under evaluation as 

replacements one of these is a clinician from Shanghai, People's Republic of 

China and the other d clinician from France In addition, more use has been made of 
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outside consultants at ICCR meetings. Thus, the recommendation of the ET1 has 

been implemented, even if somewhat more slowly than envisaged in 1983. 

Since many of the ICCR members are involved with those clinical centers in 

which initial clinical trials of new methods are conducted, the ET2 accepts the 

rationale for maintaining the central permanent nucleus However, it is felt that 

addition of new members representing clinical centers in other regions that could 

also be involved at an early stage in new and ongoing clinical trials would be an 

advantage for the subsequent work of the Contraceptive Introduction group. 

111.2. Relations with Industry 

The Population Council had been urged by ET1 to make greater efforts to 

identify companies with relevant expertise and commitment to the contraceptive 

development field in advance of need. 

It was pointed out that the choice of companies available when patents are 

concerned was limited, and that many companies with relevant expertise did not 

wish to be involved with contraceptive products Despite the concerns of the ET1 

concerning the size of Leiras Pharmaceutical,) and its ability to provide the support 

needed, it now appears that Leiras has been able to do most that has been required 

in a timely manner. Indeed the principal delays In the NORPLANT4,/NORPLANT 

development programme have been due to factors not related to Leiras. 

It isnow apparent that more companies are willing to be involved in assisting 

the Population Council. Large companies are still not interested in products with 

total sales of less than $30 million, and for many of the products being developed by 

the Population Council, e g levonorgestrel IUD (LNG IUD), annual sales to the 

private sector would be less than $10 million However, such companies now 

appear more willing to releise interesting compounds, and Information on their 

own studies with such products, to orgriizations like the Population Council than 

previously -- perhaps because of a sense of corporate responsibility to LDCs. Thus, 

2 
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the Population Council has under evaluation, in probing studies, sev ral spermicidal 

agents for development of new barrier methods. 

In contrast, for smaller companies and new start up companies in the health 

care field, there is a window of opportunity to become aggressively involved in 

contraceptive development Their strength is in registration and product sales, but 

not in the R & D process. Consequently they are eager to cooperate with the 

Population Council, as isexemplified by the licensing agreement recently completed 

with GynoPharma Inc (anew start-up) to market the Cu T 380A IUD. 

Indeed, the Population Council now has agreements with some 10 companies 

at various stages, these range from letters of agreement for probing studies to full 

legal contracts for production and marketing. Legal advice is obtained at all stages 

of the agreement process to ensure that Population Council policy regarding 

provision of contraceptives to LDCs at the lowest reasonable cost is adhered to. 

The ET2 commends the contraceptive development program of the Population 

Council for the efforts that have been made in this direction and for the success that 

they have achieved in involving the cooperation of industry in the contraceptive 

development process 

111.3. IndividualsResponsible for Toxicologyand QualityAssurance Programs 

ET1 had recommended that Dr. Sundaram should be responsible for all 

toxicology and Dr Moo Young for the Quality Assurance Program. 

This recomrerldation has been implemented The concern of ETI was that 

these were critical areas for the program and though in 1983 only at the initial 

stages would become of necessity more importarnt as the development process 

proceeded In 1983 there had been a breakdown in monitoring some of the 

toxicological studies required by the FDA This was felt to be due to the lack of a 

designated rvslpoflsible individual 
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ET2 is therefore pleased that this situation has been rectified and that Dr. 

Sundaram is now in charge of all toxicology studies and interaL..s with FDA staff 

concerning the design of the studies required The question was raised as to the 

cost-effectiveness of conducting short-term toxicology studies at the Population 

Council rather than through contracts to specialized contractors, Dr. Bardin noted 

that in 1983 toxicology studies were not done at the Population Council, but now all 

short term studies were. Long term studies were still, and would continue to be, 

contracted to others. He felt that there were significant advantages in having a 

trained physiologist, such as Dr. Sundaram, a member of the Population Council 

staff, supervising such activities because more information might be gained. As an 

example, the histamine-releasing effect of some LHRH analogs was noted during 

Population Council studies but had been missed in all other toxicological studies. In 

addition, many of these studies are funded by NICHD and can be done more cheaply 

by the Population Council than by a for-profit contractor. Dr Bardin is convinced 

that one must understand the physiological processes affected by a compound 

before one cdn be convinced that it issafe Lack of observable pathological changes 

in specified organs may not be adequate for such a con, lusion 

Dr. Sundaram is not engaged full time in these act.vities, and is assisted by a 

research associate, an animal technologist and an animal care technician. About 5 

toxicity studies have been done in the last 5 years When pressed Dr. Sundaram 

admitted that if the requirement for such studies increased more staff would be 

required For the foreseeable future a]dequate space in the Rockefeller University 

animnal facility would be availaible. his is d well rminta itned facility with AAALAC 

accreditation, excellent v0terinary cre and an adequate disease control program. 

Per diems for animals while average for New York are igh by comparison with 

institutions elsewhere 



21
 

Dr. Moo Young is responsible for quality assurance inspections and record 

keeping, except when his own projects are involved, in which case another 

professional staff member serves. Dr.Moo Young interacts with FDA personnel on 

all aspects of the GLP procedures. 

The ET2 is convinced that the present allocation of responsibilities is 

appropriate and that these key areas are well controlled and conducted. They are 

also persuaded that the conduct uf the short term toxicology studies "in-house" has 

proved to be cost-effective ar-d also informative. 

111.4. Responsibilities of Dr. Nash 

The recommendation of ETI that the responsibilities of Dr. Nash should be 

lightened by more delegation of routine matters was not implemented. ETI was 

concerned that slippage in projects which was occurring could be avoided by 

reducing Dr. Nash's work load. The designation of Drs. Sundaram and Moo Young 

to be in charge of toxicology and quality assurance respectively was conidered 

likely to be helpful in this regard, but of itself might not be sufficient. 

Hindsight has proven the failure to implement this recommendation to be of 

key importance in the delays encountered in the filing of tle NORPLANT', NDA (see 

below) It is recogniied that Dr Nash's ma iag e nnt style is riot to delegate, and 

given his breadth of experience and expertise, his value to many facets of the 

Population Council program is incalculable Nonetheless, soomewhat belatedly, a 

managemenit reorgari/ation has taken pla(e, pirtly due to Dr. Nash's wish to scale 

down his ac tivitis, which may reflect his own realiation of delays occurring due to 

work overload 

Dr Nash will now concentrate on the NDA filing for NORPLANPT, arid dosage 

formulation sttdies in the laboratory Day to day managernent of the program has 

been assumed by Dr Rosemary Tlhau She was found to be the best (andidate ou t of 

30 applicants and has enthusiastically embraced this new challenge. To permit hei 
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full time devotion to this position, she has ceased to be director of the NIH-funded 

radioimmunoassay core facility (assumed by Dr. G. Gunsalus) and has turned her 

laboratory work on vaccine development over to her associate (thus acting only in a 

supervisory role). One of her first responsibilities will be to reorganize the record 

keeping and management system to make it more effective and responsive to the 

rec1uirements of FDA. 

It is clear that her background has been more in biomedical research than in 

management, and that a learning process is required However, Dr. Bardin is 

confident that she will prove to be effective in her new responsibilities and the ET2 

wish her well. If after a year's evaluation of her performance problems are 

apparent, it would be necessary for the Director of Population Council to move 

quickly to reorganize the managerial responsibilities since this isa key position. 

111.5. FDA filings 

ETI had i',(comnmended that the use of a part time consultant for FDA filings 

would be helpful 

Apparently, such consultants have been used as needed Filings of INDs have 

been successful, sorne 56 have been filed and approvcd in the last 4 years. In 

addition, there are requirements for a certain amount of upkeep on ones filed in 

the 1970's, especially with regard to reporting of Phase III trial results. Annual 

reporting has on occasions been dilatory 

Only one IND filing has not been approved. This was for ST-1435, for which 

more toxicological studies were requested This request was predicated on changed 

FDA regulations 

The Population Council has had prior successful experience with an NDA filing, 

for the CuT 220C, jrid for the CuT 380A In tde case of NORF'LANTh, 2, in 1983 it was 

anticipated that the NDA filing would have been completed by early 1985. 

However, the complexity of the task was underestimated, and in the interim period, 
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FDA regulations changed. Previous filings had been much less laborious because of 

the lesser standards required, e.g. use of published clinical papers. Now such studies 

all have to be re-analyzed according to a standard format and more information on 

adverse reactions has to be supplied. The need to file an NDA for NORPLANTO 

necessitated by the delays in NORPLANT'I 2 has also been complicated, since, all the 

NORPLANT 'Fand NORPLANT 2 studies were not finalized in FDA format ax the time 

of completion, and the necessity to go back and perform these tasks retrospectively 

has proved very time consuming. The revised date for this filing is June 1988. 

[Parenthetically it should be noted that this delay has impacted the Contraceptive 

Introduction program quite severely.] 

For the future it is anticipated that the next two projected NDAs - for 

NORPLANT"' 2 and the LNG IUD ---will be simpler and more expeditious. 

,NORPLANT is the first example of a device releasing steroids over a long time and 

hence more careful FDA scrutiny and docum12ntation is required. The next 

generation implant will be essentially a "follow-on," and if the same release rates 

and blood levels of LNG can be demonstrated then less documentation will be 

needed For the LrNG IUD additional toxicology may, however, be required because 

of the local action on the uterine endometrium. 

Individuals involved in FDA filings are Drs. Nash, Spitz, Schmidt and Sivin. Dr. 

Spitz is concerned with clinical trial reports and adverse reactions, Mr. Sivin with 

statistical evaluation of the data and tabulations, Dr. Nash for the major writing of 

the body of the document, and Dr Schmidt who has recently been involved full time 

in this process is the central figure in maintaining, updating and filing FDA required 

records, Through Dr Schmidt's activities it is anticipated that formulation of FDA 

required reports on clinical and toxicological studies will be done in a more timely 

manner All pivotal Phase III .inics (site visited by Drstudies are done in ICCR Spitz 

or Dr. Gill at least once per year), with a known good performance in such trials. 
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This also eases the burden of preparing reports of such multicenter trials for the 

FDA. 

The cost-effectiveness of preparing NDAs "in-house" was questioned. Dr. 

Nash indicated that exploratory inquiries with groups skilled in this art indicated 

that a cost of $2 5-3 million would be incurred which was not felt to be justified. 

The trade-off in time to filing was not, however, included in this calculation. 

One of the greatest concerns of ET2 is the delayed filing of the NDA for 

NORPLANT.&. Whether in tact the revised deadline of June 1988 can be achieved 

remains to be determined. Similar delays in the filings for NORPLANTW 2 and the 

LNG IUD would be unacceptable. Close monitoring of this situation is required by 

management, and provision of adequate help to overcome developing bottlenecks 

will be essential. Some assistance will be forthcoming from Wyeth Laboratories, 

who have become more enthusiastic about the potential of NORPLANT 2, but 

additional "in house" help will still be required. This will have budgetary 

implications (see below). 

111.6. Clinical Co-ordination 

ET1 recommended the addition of a staff member to act as a clinical 

coordinator and monitor 

In response to this Dr Spitz was added to the staff. He conducts all site visits to 

clinical centers and has conducted random sampling of patient records for FDA 

purposes. 

More frequent visits will be required by FDA in future and more intensive 

audits of patient chartsrecords (sometimes even 100% audit) will he mandated. 

This will increase the work load tremendously 

Clinical trials are discussed and designed at ICCR meetings, and the actual 

protocols developed by Dr Spit/ in conjuirtion with a small group of ICCR 

investigators At this tioe admission criteria, exclusion criteria and cut-off points 
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for each study are established. Consultation with Mr. Sivin is done to ensure 

statistically sound designs and enrollment of appropriate numbers of patients to 

demonstrate the significance of differences to be assessed. All protocols a,; 

approved by the Rockefeller University Institutional Review Board and by the 

equivalent local committee at each participating institution prior to 

commencement of any study involving human subjects. 

Once the trial isunderway, each center sends batches of forms monthly to the 

Population Council where Dr. Spitz and Mr. Sivin review them for errors or 

omissions. Mr Sivin then enters the data in the data base on the mainframe 

computer via local terminals. Up to date analyses are prepared for each four

monthly ICCR meeting. Mr. Sivin felt that he has adequate staff to handle all 

projected clinical trials, uniess FDA audits increase greatly. 

ET2 commends the clinical trial coordination and monitoring which seems to 

be in excellent shape. However, it isclear that additional manpower will be needed 

to assist Dr. Spitz. This individual need not be medically qualified but should be at 

least competent to conduct audits of patient records and knowledgeable 

concerning those medical events considered to be of importance. Dr Bardin 

indicated that recruitment of such a person was under consideration. ET2 considers 

this addition to be of high priority but recognizes that it has budgetary implications 

(see below). 

In addition, to these general recommendations the ET1 had made some 

specific recommendations related to individual program dreas, i.e. NORPLANT and 

NORPLANT", 2, vaginal rings, levonoroestrel IUD, LIHRI analogs, androgen delivery 

systems and inhibii The re,,pone to tlhese re(oilmtiendations is dlscussed in the 

section dealing with edc of these individudl program ireis 
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IV. CONTRACEPTIVE DEVELOPMENT PORTFOLIO 

IV. 1. Introductionto the Contraceptive Development Program 

Dr. Bardin opened the evaluation by a brief statement of how the program 

operated. Since contraceptive development is a long term process, with limited 

patent protection, and a difficult registration process, the number of 

pharmaceutical companies working in this area has declined. To be successful the 

Population Council has had to adopt a modus operandi more related to a 

pharmaceutical company than a University. This includes a team approach, filing of 

patents, INDs and NDAs, and defined objectives. 

Public sector research has been severely impacted in recent years by a 

changing mix of donors, the short term nature of funding, and often the absence of 

a clear path to development. In 1975, 75% of the Population Council staff time was 

devoted to exploration of new leads and this had been reduced to 20% in 1985. In 

contrast, the percentages devoted to clinical trials and management function have 

increased dramatically. The organization of the contraceptive development team is 

drawn in Fig. 2. The ET2 commends this focussed approach to the development 

process. The discussion of specific leads then commenced. 



Fig. 2. Organization of the Contraceptive Development Team of the Population Council 
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IV.1.1. Development of leads 

Most of the leads under development as new contraceptives were already 

under development at the time of the visit of ET1 in 1983, and their inclusion in the 

portfolio does not need to be discussed further here. The new areas that have been 

added since then include probing studies with GnSIF, vaccine development, 

nonsurgical sterilization procedures for men and development of new barrier 

methods/spermicides. Support from US.A.I.D has only been in the established 

areas of subdermal implants, contraceptive rings, progestin IUDs, LHRH analogs, 

barrier methods and probing studies on GnSIF and inhibin. Each of these areas is 

discussed separately. 

ET2 requested information on how new leads were developed. The process 

seems to be somewhat empirical in that at least once per year a portion of an ICCR 

meeting isdevoted to a brainstorming session. A running list of all the ideas - both 

rational and irrational - is maintained, and members of the ICCR are assigned to 

provide small presentations describing the present status of work in a particular 

area and an outline of how it might be developed into a novel contraceptive. From 

the current list of 20 or so ideas, most fall by the wayside, but some are taken up for 

further study and thus enter the area of probing studies. Probing studies to gather 

pilot data are not very expensive and thus do not impact the major thrust on 

established leads. In many cases new leads are developed through the efforts and 

interests of individual ICCR members, e.g. the progesterone-releasing vaginal ring 

and the LNG IUD. Others arise from basic research studies, e.g. inhibin, and yet 

others fro,n renewed interest of and/or approaches from industry, e g. incidence of 

sexually transmitted diseases (STDs) and barrier methods. 

Thus, there are many ways in which leads can be generated, and this catholic 

approach probably ensures that good novel ideas are not overlooked. Nevertheless, 
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certain criteria are applied before a decision is made to embark on a major 

expansion of work on a new lead. The proposed method must have a role in lesser 

developed countries (LDCs), (ie must meet an unfilled need), it must be not too 

technologically advanced, have no obvious competition (i.e. no duplication of R & D 

effort), have - ieasonable unit cost, be doable by the Population Council and most 

importantly have an open path to completion (i e. no patent problems, unfavorable 

toxicology, etc.). Final decisions on inclusion of new leads into the Population 

Council work plan are taken by Dr. Bardin after he has obtained advice from ICCR 

members, staff members and outside consultants. 

Despite this relatively unstructured approach to new lead identification and 

development, the success achieved by the Population Council up to the present in 

development of new contraceptives testifies to the success of this approach. Once 

an idea has been identified the further stages in the development process are 

relatively standard, as outlined in Fig. 3. 
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ET2 considered this process to be successful and makes no recommendations 

for any changes. Indeed, the success and minimal cost of the probing studies 

indicates that more flexibility of budget allocations in such areas would be cost

effective for A. D. ET2 recommends that a certain percentage of A.I.D. funds be 

allocated generally to probing studies without a line-by-line allocation. In this way 

the Population Council could allocate funds to whichever new leads seemed most 

promising Owing to their past success in identifying and development new leads, 

A.I.D. could accelerate this process by a global allocation of funds to Probing Studies 

rather than the line-by-line approach used to date. Line-by-line funding allocations 

for major leads already in the development process continues to be appropriate. A 

specific recommendation to implement this change is made in the discussion of the 

Budget. 

IV.2. Status of Current Leads 

IV.2.1. Subdermal implants 

The subdermal implant method entails introduction of a progestin in small 

tubes beneath the skin. The progestin diffuses out slowly to provide contraceptive 

effectiveness for as long as five years. The method provides long-term 

contraceptive action without requiring attention, except for the initial placement 

and eventual removal. The use of only a progestin in the implant is believed to 

avoid many uf (lie more serious side effects associated with estrogens as they are 

used in the combination pill. 

IV.2. 1.1. NORPLANTA 

IV 2 1 1.1. Status 

NORPLANT' , is the first product resulting from the Council's implant 

development project and is a levonorgestrel-releasing system consisting of six 

implants, with the trademark NORPLANT ' , , Its introduction into family planning 
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programs has advanced during the past four years with the approval of this method 

by regulatory authorities in many countries The implants are now approved for 

commercial distribution in China, Colombia, the Dominican Republic, Ecuador, 

Finland, Indonesia, Sweden, Thailand, Venezuela, Peru, and Sri Lanka The Council 

intends to file an NDA with the US Food and Drug Administration (FDA) by June of 

1988. Huhtamaki Oy/Leiras Pharmaceuticals, the Finnish company that 

manufactures the implants under a license from the Council, has filed for 

registration with regulatory agencies in more than a dozen additional countries. 

More filinos are planned for the future. The method has -eceived much publicity in 

both the lay and scientific press, and Council staff have participated in several 

international and US symposia at which discussion of the NORPLANTh method was 

prominent. A particular boost to its acceptance was a position paper issued by the 

,World Health Organi,,ition (WHO) that states: "In summary, .. NORPLANT 

provides an effeutive and reversible long-term method of fertility regulation. It is 

considered SLuit(Jble for use in family planning progrdmmes, along with other 

currently avdilable contraceptive preparations and devices, since it provides an 

important option for women desiring long term contraception " The staff of the 

Population Council's contraceptive development program continue to play a 

primary role in public:,ing clinical fmndings regarding the method ,and in 

familiarizing key persons in the developing world amid in other organi/ations with 

it. Tihe low pregnancy arid high continuation rates fourd ii the Council's earlier 

studies are being replicated in the ongoing preintroduction studies (see section on 

Contraceptive Introduction) 

In 1986 87 safety issues huve (oiitinued to receive ttention in ongoing studies 

conducted by the ((Fk a(nd by investigators parti(patitiq in the preintroduction 

trials New studies of tlie effects of im plant uoe of serurn (huemistry in Chile and 

Egypt have been published with no evidence of adverse effe~ts The consensus of all 
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the studies is that a slight decrease :n HDL cholt- ,ol occ,.r; ivithnut ;gnificantly 

changing total cholesLerol HDL ratios Additional safety information was derived 

from a study conducted in Chile on the effects of NORPLANT use on adrenocortical 

functions, which showed no adverse effects These observations wcre confirmed by 

studies in Sweden Additional detailed analysis of implant users indicated that the 

method does not cauSe endometrial cancer Studies in five clinics of the effects of 

implant use on the duration of lactdtion and on the growth of nursing infants have 

been generally reassuring the restri(tion on use of the implants in lactating 

women during the first six weeks postpartum will be able to be modified. Another 

study to assure the long term safety of the NORPLANTI" method has been organized 

in collaboration with WHO ind Family Hlealth International (FHI) to monitor 

prospectively the health effets caused by the implants. WHO will coordinate this 

study, which isexpected to take eight years to complete 

One problem became apparent in the NORPLANT" trials. Examination of a 

large number of cs: records revealed that the occurrence of pregnancies is related 

to weight Gross cumulative pregnancy i: iis for 3 and 5 years as a function of 

weight are as follows. 

Pregnancies/100 Women-Years 
Weight Class (kg) 

3yr 5yr 

<50 02 t 02 02 ± 02 

50-59 1.1 ± 04 30 ± 09 

60,69 2,3 ± 08 35 ± 14 

>70 63 - 20 76 ± 23 

All weights 1.9 - 0 4 3 2 ± 06 
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It is anticipated that this trend will be exacerbated in subsequent years of use. 

However, for most women the method has proven to be effective for 5 years and for 

those under 60 kg will probably be effective for 7years 

Studies have been done with two types of tubing used for manufacture of 

NORPLANT', types A and B Type A has a less dense matrix and therefore a higher 

diffusion rate Although most of the studies have been done with Type B devices, 

the final version will be with Type A tubing Indeed, available data which compare 

pregfr.incy rates uSin1g the two different types of tubing demonstrate the superiority 

of the A tubing Consequently, there issome hope that lower pregnancy rates even 

for heavier women in later years of use may now be achieved. Continuation rates in 

Population Council Phase III studies have been around 76 90 percent after 1 year, 

and at the end of 5 years have fallen to 25 55 percent The level of use depends 

greatly on the culture of a particular country 

IV2 1 1 2 Conclusions 

As discussed in Section III 5 on FDA filings, It is clear that the NDA filing for 

NORPLANT' has been greatly delayed Despite the cogency of the various reasons 

which have ca used tlls delay, tle conclusion must be that the introd uction of 

NORPLANTI" In many countries has been greatly hindered by the lack of FDA 

approval In) rlafy countries drug regulatory authorities are non existent or 

understaffed arid therefore feel reluctant, more for poloi coal reasons than scientific 

ones, to approve use of a US developed (ontracep(tive itn tile absence of FDA 

approval despite registr,ation In fhrlitnd, the country of mritifactmjre In addition, 

NORPLAN]", is relatively vxpensivw- (pil)li( sector price of at le,,st $12 00 or more) 

owing to the necessity for hand ni, rufcture Arvnortie(j over the life of the 

Implant, thue annual (,t e oriwes a niore rasuonble $2 2 10 However, tls cost 

has to be disbur-s.d "Ip front," ,arnd ier' A I ) sujpport for purchase of initial 

supplies of the implant is critical A I 1) policy is riot to purchase for widespread 
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distribution non-USFDA approved drugs or devices. Unless alternate donor agencies 

can be identified who will be willing to bridge the minimal 2-year gap before 

anticipated FDA approval, the contraceptive introduction program for NORPLANTO 

will be mainly "on hold." ET2 isconcerned for closer oversight of the introduction 

process to ensure that this situation be resolved as quickly as possible and not occur 

in the future with the new methods in the development process. 

IV.2.1.1.3 Recommendations
 

ET2 therefore recommends that:
 

(a) All avenues be explored for interim funding to purchase large numbers of 

NORPLANT sets for the Contraceptive Introduction program. Private foundations, 

UNFPA and the World Bank are possible sources that should be actively explored. 

This proposition could be made more palatdble by the fact that it is essentially a 

"stop gap" measure intended only to bridge the gdp until FDA approval and will 

not be an ongoing request. Parenthetically, ongoing support for this important 

program from other donors would be of enormous benefit to this important 

program of the Population Council and would be enthusiastically endorsed by ET2 

(b) More rnrlagL'rial control should be exercisd to ensure thdt FDA filings are 

rapid and tiniely The lessons ledrned from the NORPLANT' , NDA experience should 

be applied to future submissions, and additional staff may be needed to carry out 

such activitlies exp(Jlitiously 

(c) A ) may wi'Ii to reconsider their policy with regard to purchase and 

supply of only USrDA ipproved drugs arid devices An alternate strategy is to have 

a broader distribution on a i rrent resedrch basis 

IV 2 1 2 NORPIANIrV 2 

IV 2 1 2 1 Statls 

A major reseawah activity during the past four years has been a clinical trial of 

the NORPLANT". 2 contraceptive implant system. This niethod consists of two rather 
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than six levonorgestrel-releasing implants that appear to be as effective as 

NORPLANT, for up to three years. Tiese trials, which have been carried out in Chile, 

the Dominican Republic, Finlandand Sweden, were terminated in the fourth year 

because of high pregnancy rates, but are continuing in the United States, with 

different lots of rod implants. The massive job of organizing data for NDA 

presentation was well advanced, but delay in this effort occurred during the 

summer of 1987. The Council was informed by Dow Corning Inc. that they were 

discontinuing distribution of the particular Medical Grade Elastomer (#382) that 

formed the core of NORPLANTh'2 implants (as well as the levonorgestrel-releasing 

IUD and contraceptive vaginal rings) The decision by Dow Corning was associated 

with the proposed listing by the US Environmental Protection Agency of a possible 

component of Elastomer 382 as a suspected teratogen and carcinogen. After 

extensive scientific review, consultation with toxicologists, consultation with 

individuals interested in women's health, and review by clinical investigators, the 

staff at the Council concluded that Elastomer 382 posed no risk to humans as it is 

used in NORPLANV, 2 and other contraceptives WHO and the FDA have 

subsequently concurred with this assessment However, because Elastomer 382 will 

no longer be available, it is important to reformulate NORPLANTh 2. Another 

'Medical Grade Elastomer that is used in the manufacture of NORPLANT", miplants 

was found suitable for this purpose. A detailed comparison of the discontinued and 

the newly selected [lastomer will be completed within 6 weeks. These 

considerations have no effect on the availability or the introduction of NORPLANT, 

which does not use Elastoier 382 

One problem that became apparent in the NORPLANT' 2 trials was the drop 

off in plasmna levels of l,.vorrorges:',trel after 30 months. Pregnancy rates were low up 

to 3 years (about 1/100 woman ye,.rs) and then rose rapidly in the fourth year in 

some countries. NORPIANTI, 2 (annot be expected to be effective for more than 
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3 years, in contrast to NORPLANTw which has a recommended life span of 5 years 

(and can even be effective up to 7 years). As for NORPLANT4 both weight and time 

are implicated in the decrease in levonorgestrel plasma levels. It ishoped, but not 

certain, that the reformulation of NORPLANT) 2 will enable a long life span to be 

achieved. Whether an implant with a life span of only 3 years will be as acceptable 

in LDCs remains to be determined. ET2 recommends that all efforts be made to 

develop a reformulated NORPLANTh 2 that lasts for at least 5years. 

IV.2.1 2.2. Future Plans 

The Council will replace Elastomer 382 in NORPLANTN 2 with another 

elastomer early in 1988. Laboratory tests are being conducted to confirm the 

equivalency of the present NORPLANTP 2 and the newly formulated product. It is 

possible that clinical trials may need to be conducted to show that the pregnancy 

rates of the new formulation are the same in the third and fourth years of use. The 

information necessary for an NDA can then be assembled and an NDA application 

then submitted Council staff and ICCR investigators will review the comparative 

Phase IIItrials of NORPLANT', and NORPLANT1 2 to determine how the newly 

formulated NORPLANT' 2 can be integrated into this study 

The Elastomer that will be used to make the core of the newly formulated 

product has many desirable features which should facilitate manufacturing of 

implants arid eliminate the hand work presently required to produJce NORPLANTl 2 

implants. Studies will, therefore, be conducted to determine whether the 

manii u fact ure of NORIPI.AN ,' 2 implants can be conpletely mechaniied. Success in 

this endeavor would considerably reduce the cost of implants, increasing their 

availability to family planriirg progrnrins Althowgh the development of the 

NORPILANJI, implant system is viewed as completed, the ICCR will continue to 

monitor lots to assuire that the quality control procedures now in place are indeed 

appropriate, 

http:NORIPI.AN
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IV.2.1.2.3. Dosage Formulation and Findings 

The Population Council is examining several possibilities for the reformulation 

of the NORPLANT1 2 release system, Including medical grade adhesive and uncured 

tubing. In vitro tests are underway and Dr Robertson is ccnfident that by the end 

of February 1988 a satisfactory system will have been established. It will then be 

important to show invivo, as in vitro, that the release characteristics are simllar to or 

better than the original NORPLANTV, 2 so that all the data obtained in clinical trials 

conducted to date with NORPLANTP, 2 can be used to support the NDA filing of the 

reformulated NORPLANT" 2. If the release characteristics are not identica! or a 

resolution to the problem is not achieved by twe present in vitro tests then 

significant delays are envisaged. 

Dosage formulation is the key to the successful dvancenent of this project; 

concq,,ently, all efforis must be devoted to this aspect of activities. It was noted 

thai thc dosage formulation group was composed of 5 professionai and 4 technical 

individuals. However, the professionals were not devoting 100% of effort to these 

activities -- Dr. Jackanict was mainly involved with vaginul rings, Dr Robertson with 

implants, and Dr Moo Young on peptide releasing systems. Priorities were set 

mainly on which system was nearest frujition, and for this reason all effort was being 

c,.voted to resolution of the [lastomer 382 problem since this would be of 

significance also for the vaginal rings and LNG IUD However, work on the [NG IUD 

per se was on hold until the NORPLANII, 2systern was working satisfactorily It may 

be argued thai both devices should be pushed forward sinltaneously, especially as 

the ET2 are pirticularly enthusiastic about the potential of the LNG IUD 

Development of new fornitl,itions/delivery systems arises out of discussions 

within the cLiem cal gjrou p, arid th e inimts of th e Pos-ible options. Possibi ities are 

evaluated, and the poten t,.l cost effeclivriess ,ss:vsed A decision to proceed is 

then made in conjinction with the ICCR member or biologist concerned. Thus, 
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development of new and improved formulations/delivery systems is a continuum, 

and it is unlikely that this aspect of the work will be scaled down in future. With the 

heavy emphasis on delivery systems for delivery of all the leads in tile pipeline, this 

could become a critical bottleneck within the foreseeable future 

Staff indicated that there was j need for additional junior staff, for an 

additional professional staff person and for provision of facilities for pilot scale 

preparation With the present space availability it seems that it will be difficult to 

achieve this even if funding were to become available 

IV 2 1 2.4 Recommendations
 

ET2 recommends that:
 

'a) Reformulation itudies for NORPLANT ', 2 and LNG IUD take the highest 

priority and that all efforts be devoted to their resolution as soon as possible. 

b) Additional manpower and space be allocated to dosage 

delivery/formulation studies, with consideratioii of development of a more formal 

management structure for coordination of these activities and for setting priorities. 

IV.2.1 	 3 Second generation implarts 

IV 2 1 3 1 St ijs 

Over the pas' two years exploritory sttdies were conducted on implant 

systems that will eventually have some (dvantages over both NORPLANI ' dOsdge 

forms and will fill special niLlics in contraceptive practice One suclt implant 

contains the steroid S[ 1431) Its attractivetiess lies it it-, lock of (ffect on lipoprotein 

patterns, i(s poor ,sborptiori when administerred orlly, arid the po,,,ihilily that it 

can be incorporated in(i sijngl, irplrit effe(tive for two years It% poor oral 

absorption sugssthajt it may be appropriaite for kLotatmii w'-imen iru little 

active Aeroid will be abso)trbj,.d by nrsiig irfants ewven if it is.%ecreti-d ini milk In the 

pa ',progress Ias been in ipeded by lack of a sistamed release system, adapted to 

the properties of the steroid dd lack of suffi(i nt toxaolo(jy to permit advanced 
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clinical trials. During 1986-87 these problems have been finally solved, and 

development can now continue. 

The implant with ST-1435 will be comprised of a single unit and therefore 

easier to insert and remove. It is not intended to replace NORPLANTO or 

NORPLANT' 2, since it will only last 1-2 years. ST-1435 is a unique steroid in that it 

has a 3-fold higher affinity for the progesterone receptor than LNG. It circulates in 

blood bound to albumin, but not to CBG or SHBG. Thus, 13% of that present in 

plasma is not bound to protein. The amount required to suppress ovulation is 

therefore ten-fold less than that of LNG. ST-1435 is inactive taken orally 

(bioavailability about 15%)and is taken up and metabolized by the liver with a half 

life of about 6 h. The ratio of ST-1435 in plasma and milk is about 2:1 so little is 

taken up by the baby, and that ingested will have minimal effects due to the poor 

oral bioavailability. 

In pilot studies, a 40 mg s.c. capsule suppressed progesterone and estradiol 

levels for 1 year A specific RIA for ST-1435 has been developed. In the pilot clinical 

studies, bleeding problems were a problem for only the first 2 months in a small 

percentage of women with the 40 mg (30 mm) capsule. At present only a 90 day 

toxicity study in rats has been done. Further toxicology has been required by the 

FDA due to changed regulations. It is anticipated that these costs will be 

underwritten by CDB of NICHD. 

IV.2.1.3.2. Futu,e Plans 

The progestin ST-1435 will be subjected to 90-day toxicology studies in 

monkeys and two-year toxicology studies in rats and monkeys. These will be 

performed in sufficient numbers of animals to support developmental activities not 

only on ST-1435-containing implants, but also on contraceptive rings and 

transdermal preparations After dosage formulation, a two-year expanded Phase I1 

study will be conducted, and Phase IIIstudies planned, Experiments on the 
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manufacture of this implant system will be continued. Experience gained in the 

manufacture of NORPLANT ® 2 will facilitate progress on the second generation 

implants. It is anticipated that the core of this implant will be manufactured by 

extrusion and then covered with Silastic tubing. 

Another single implant method contains 3-ketodesogestrel, a progestin that 

also has minimal effects on lipoprotein metabolism. This implant has the potential 

to deliver contraceptive protection for two to four years. A plan for developing 

implants containing 3-ketodesogestrel has been concluded with the Dutch 

pharmaceutical company, Organon N.V. Phase I clinical trials on this implant to 

select the proper dose began in 1987 and will be completed by 1988. Phase 1Itrials 

will begin by the end of 1989. Studies on 3-ketodesogestrel to date have not been 

supported by A.I.D. So far, the Council has not received permission to study this 

implant in the USA. This may change in the future. 

IV 2.1 3.3. Recommendations 

ET2 was particularly enthusiastic about the ST-1435 developments and felt 

that this steroid had unique characteristics which could be explored by a variety of 

different delivery vehicles, e.g. vaginal rings, implants and transdermal patches. 

However, concern was expressed that development was proceeding without 

an adequate toxicological background, and it therefore recommended that: 

a) The requirements of the other implants under development have the 

highest priority, 

b) Work on ST-1435 should not be allowed to delay those key studies required 

for NORPLANTV-2 and the LNG IUD, and 

c) A first order of priority for ST-1435 is to start the toxicity studies required by 

FDA. 
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IV.2.1.4. Funding (see Appendix 3) 

Over the past 4 years 1984-87 inclusive $2.245 million were requested from 

U.S.A.I.D. for the total implant contraceptive development program. A total 

funding of $2.234 million was in fact provided, almost 100% of that requested. 

Shortage of funds would therefore not appear to have been a major constraint on 

the development process. However, it could be argued that if additional funding 

had been requested to support salaries of additional staff or consultants to assist 

with the NDA filing and the reformulation problems with NORPLANT 2 that 

further progress could have been achieved. Funding from other sources for the 

implant program totalled $0.388 million for 1986 and 1987 combined, which isonly 

23% 	 of the total funds expended on that activity for the same two years. 

ET2 recognizes that addition of staff involves an ongoing commitment and 

without an ongoing stable funding base can necessitate termination of 

employment or constraints on other parts of the program in the event of a 

budgetary shortfall. Nevertheless, serious consideration should be given to addition 

of staff in those areas critical to the development process. 

ET2 recommends that: 

(a) A.I.D. provide additional funds to be used for Core support of key 

personnel essential to the drug registration process, and that this commitment 

should be recognized to be a multiyear one. 

(b) The Population Council should explore all avenues to obtain funding from 

other sources to support the acceleration of the development and introduction of 

NORPLANTh and NORPLANTh, 2. 

IV.2.2 	 Levonorgestrel IUD (LNGIUD)
 

IV,2.2. 1. Current status
 

The levonorgestrel-releasing IUD involves the addition of levonorgestrel to the 

stem of a T-shaped IUD to enhance effectiveness. The development of this device is 
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considered fairly far advanced. Trials of limited scope have progressed through 

seven years in Scandinavia. More extensive trials conducted by the Population 

Council in Brazil, Chile, the Dominican Republic, Singapore, Sweden, and the United 

States will form the basis for regulatory approval. Additional studies are being 

conducted in Europe by Huhtamaki Oy/Leiras, co-developer with the Council of the 

device. The Council trials are beginning their fifth year. All of the trials indicate 

that this is one of the most effective IUDs ever developed, with pregnancy rates of 

less than 0.5 per 100 women-years. In addition to its high effectiveness, the device 

has the advantage of reducing two of the adverse effects of other IUDs: increased 

menstrual blood loss and menstrual pain. Studies of menstrual blood flow indicate 

that the volume of blood loss is markedly less than with other types of IUDs. These 

observations, coupled with results from blood counts, suggest that this IUD offers a 

particular advantage in societies where anemia is common. Furthermore, women 

using the levonorgestrel-releasing IUD have less dysmenorrhea than they 

experienced before using the device. This IUD may be suitable for women who 

experience cramps during menses; the levonorgestrel device would be expected to 

reduce such cramps, while other IUDs would increase them. 

Additional safety information has decently been gathered. The lack of change 

in serum chemistry suggests that the IUD does riot produce significant metabolic 

effects. To determine whether the device has any adverse local action, pathologists 

examined a large number of endometrial biopsies; no significant abnormalities 

were noted. A two year study in rabbits to determine the potential carcinogenic 

effects of devices releasing levonorgestrel directly into the uterus has been 

completed. To ensure that the test would be meaningful, the investigator used 

older rabbits, which spontaneously develop a significant incidence of endometrial 

cancer. At the end of the two-year treatmiient period, more endometrial cancer 
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occurred in the control group than in those treated with levonorgestrel-releasing 

IUDs. These observations give further reassurance regarding the safety of this IUD. 

IV.2.2.2. Future Plans 

This is a relatively mature project, as clinical studies are in the sixth year. 

Regulatory approval was being sought in Finland, the country where the IUD will be 

manufactured, and iscurrently on "hold." The drug-containing core of this IUD will 

be reformulated following the withdrawal of Elastomer 382. A suitable 

replacement for Medical Grade Elastomer 382 is being tested and studies to be 

completed in early 1988 will indicate whether additional clinical studies will be 

required before final approval can be obtained from regulatory authorities. 

IV.2.2.3. Findings 

ET1 had found this development of the LNG IUD to be an appropriate initiative 

by the Population Council and ET2 were pleased to see that the development 

process had proceeded very satisfactorily. Obviously, this process had been delayed 

due to the unavailability of the Elastomer 382 which could not have been expected. 

In view of the very significant advantages that the LNG IUD is likely to have over 

even the CuT 380A, ET2 feel that highest priority be given to its further 

development. At present as noted above highest priority for resolution of the 

elastomer problem has been given to NORPLANT4 2. Since the same formulation 

should be satisfactory for both devices, ET2 recommend that on successful 

conclusion of the current ini vitro tests, work should recommence on the LNG IUD. 

ET2 was impressed by some of the attributes that disting ish the LNG IUD from 

other existing IUDs, ini partiuilar endometrial suppression and reduced bleeding 

with immediate recovery after removal, very low pregnancy rates for all age groups 

even young patierits, absence of any hCG activity in any subjects (true contraceptive 

activity) and reduction of dysmenorrhea (suitable for most patients). It should be 

noted that the LNG IUD will be more than $5 per device, which is expensive 
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compared to the Cu T 380A. However, ET2 feels that the advantages of the LNG IUD 

will overcome this higher cost. 

IV.2.2.4. Recommendations 

ET2 felt that this device provided significant advantages over currently 

available IUDs and were therefore enthusiastic about its continued development. 

ET2 recommends that. 

a) Development of the LNG IUD proceed as rapidly as possible, 

b) Development should be in parallel with NORPLANTQ9 2 rather than 

sequential, and 

c) Additional funds be provided to enable this rapid development to occur. 

IV.2.3. Contraceptiv Vaginal Rinqs 

IV.2.3.1. Current status 

The contraceptive ring is a doughnut shaped drug delivery system 

containing either a progestin or a progestin plus an estrogen. It is placed in the 

vagina, where these steroids are slowly released by diffusion. The method's 

attractiveness for public sector programs lies in the fact that the ring can be placed 

and removed by the wonwan herself, so that minimal attention by medical personnel 

is required For rings containing progestin plus estrogen, the s.nedule of use is to 

leave the ring in the vagina for three weeks and to remove it for one week to permit 

withdrawal bleeding, rings conta rrung progestin only are left In the vagina 

continuously except that they may be removed for a few hours for hygienic reasons. 

An earlier, extensive investigtion of ai (ontraceptive ring delivering 

levonorgestrel itid estrjdiol showed thait the ring mietliod is d((eptble to women. 

Development of tlis pirticular forrntilation was dis(ontirnued in 1984 be(ause the 

total doses of rteorid .,S well as tle ratio of rrogestin estroger i were judged to be 

too 1higl r1i (JI.sIor) was bsed, iii part, on a two year study slowirig th at this 

ring slightly inreased the rate of atlherogenesis in female moiikeys on a high fat 
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diet. An unexpected finding in this study was that the same dose of levonorgestrel 

plus ethinyl estradiol given orally was protective against atherogenesis. This 

suggested that the dose of estradiol in the original ring formulation had been too 

low to coUnteract the unfavorable effects of levonorgestrel on plasma lipids. 

Formulations with a reduced levoriorgestrel dose and the same dose of estradiol 

were tested clinically on a small scale during the last two years The rings containing 

the reduced doses were also discontinued, as they led to unsatisfactory bleeding 

patterns and had a greater than desired effect on lipoprotein patterns. The new 

ring formulations described below were then developed 

All of the work on contraceptive rings conducted at the Population Council is 

affected by the summer 1987 decision of Dow Corning to discontinue manufacture 

of Elastomer 382. As with NORPLAN["r 2, the (ontraceptive rings are being 

reformulated with in alternative Medical Gradu [lastorner Rapid progress has 

been made in the last lhalf of 1987 As aI result, reformulated rings (ire expected to 

be ready for clinical tri ,s in early 1988 Ilnview of this rapid progress, it is 

anticipated that tle reformulation necessit a ted by the withdrawal of Hlastomer 382 

will riot delay ring development 

IV 2 3 2 Contraceptive Ring for lactiing Women 

Prelifnlinary trials corducted durirg the past two years suggest a special 

role for vaginal rings ir delivering progesterone as a menamv of exter dig the period 

of anovulition assoc ,ated wi tI l,(tatior Prog esterone is riot a useful orntraceptive 

in normal cycling women, but is highly effet ive wlieni given to womeii who are 

nursin( Pro(jestrone, a naitural produ.t of the ovarie, is aIgood (arididte for this 

type of contraception becue it is poorly ab-,orbed (or,llv,%o that t iorriount of 

biolog ailly ative (oemnpourtd asorbed by the niirii iirit isvery nmll Ue(sof a 

rig for pr ogest erorni ad miniist rat ion appears to be tI e method of choice because 
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the implant route is not suited to delivery of the doses required and oral 

administration has low effectiveness. 

In preliminary studies with rings delivering 10 mg of progesterone/day only 1 

pregnancy out of 1148 women months of exposure occurred; and this was due to a 

patient failure Brest feeding was unaffected by the use of tile ring, and the 

growth of the babies was normal A program to explore and develop th I means of 

contraception for use during lactation is being undertaken jointly with WHO. 

Clinical studies to determine the effective dose of this steroid have begun ET2 

welcomed this inititive but thought that rings releasing ST-1435 might be better 

because of the greater activity of SI 1435, combined with its known low oral 

bioavailobility Also it is a candidate drug for use in a ring for cycling women (see 

below), and development of fewer ring formulationis mdy be more cost effective. 

Priority for this ledd wais felt to be lower than for NORPLANrF', 2, LNG IUD and 

rings for cylirig women, since the target population is smaller and likely use of 

limited duration 

IV 2 3 3 Contraceptive Ring for Cycling Women 

Contiued exai1ridtion of alternative formulatiors after cessation of work on 

the original formiuItions was based on the conivi(tion thiat there is a definite place 

in the cortrtceltiy. ajtalo( for rings tlhat inhibit ovutl atiori and (jive good bleeding 

control One proiiq lternative ring (a,ndidate conitairis SI 1435, which is 

extraordiridily eflective ini iniibitiii ovtjlati(ri a(nd has no effect on lipoprotein 

tpatterns A mef-thod of ring rnijifa(ture wa, developed ill 1986 8/ that is 

consider-d dopt,ble to nrne(h ril/,11io1 a(rid 11i,1l ,1llow; ready adJistn 14nit of tile 

dose, of dmngV,.) delive-red .I 14V) will he explorod in a rig, both alone and in 

(ombirnation with low (JoY", of ,thinyl oestrdliol Iwo otflhr drug ui biniatioiis are 

also be.ing tested a. ring (ofllpofne nts rorethiidrone acetate plus ethinyl estradiol, 

and levonorgestrel a(etate plus eit i yl estFadiol f ot h of these coi(0 iat ions have 
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only minor effects on lipoprotein patterns, and are adapted to inclusion in rings 

manufactured by the newer techniques. Of the three formulations, the one 

combining norethindrone acetate with ethinyl estradiol has a particular advantage 

since these steroids are widely used in contraceptives and will therefore require 

minimal animal toxicity before inclusion in the ring dosage form. Results from 

Phase I studies of combinations of norethindrone acetate plus ethinyl estradiol 

indicate excellent control of bleeding patterns and no decrease in HDL levels. 

It is anticipated that these rings will be utilized over the same time period as 

oral contraceptive pills, that is inserted into the vayirai ol the fifth day after the 

start of menstrujl bleeding and contlued for 21 (days Ovultion is consistently 

inhibited over thu period of use Side effects are minimal usually related to 

expulsion, odor da)d L.otal problems IN B The rings unlike the diaphragm can be 

removed during actual colitus, but must be replaced within a few hr.] 

The formuldtion for tile new rirg will permit the, release of norethindrone 

acetate (560 jig/day) a.id etliryl estradiol (65 jig/day) his combinatorn gives good 

bleeding coitrol and slhows io vdverse effect oil plaIsma lipids uinlike the original 

ring for nulatrons Plasna levels of orethir drone were found to be 5 ng/nl and of 

estradiol 50 100 pg/mIil However, becuse of thvi relatively hi(jh release rates of 

ethinyl estradiol, aJilglotellsill levels were urrauceptably elevated Pilot studies 

suggest that tlie release of etli nyl estr,adiol ca he redued to 30 pg/day without 

increased blueditrg problerns, and coint(ideit with this, aingiotensi n levels are not so 

greatly increased 

IV 2 3 4 rrittire PIiis 

In the comrig period incresed effort will be focused on developing a 

contraceplive rmi A%tlhi,' i,(urrently riot a v4gijiial ritng ready for use in family 

planning programs, the ICCR will conduct inicl trials Ol tle most promising ring 
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formclations in an effort to select the one(s) with the most desirable features for 

rapid development. 

At present, the ring containing norethindrone acetate plus ethinyl estradiol 

would appear to be the best candidate for blocking ovulation, as it will require 

additional toxicology studies only to show the local effects in the vagina. Phase I 

studies will be completed to determine the optimal doses of the two steroids. It is 

anticipated that two-year Phase IIstudies can be planned in late 1989. Once a final 

manufacturing plan has been established, the rings for the Phase III trials can be 

produced by 1991 

An alternative ring containing ST-1435 alone or in combination with an 

estrogen will also be tested as a back-up device for the norethindrone acetate ring. 

The ilternative ring has the desirable features of high effectiveness and minimal 

effects on lipoprotelins However, as noted above, ST 1435 will require long term 

animal toxicology before it can be used iii Pliisu III cli ical trials Plats are currently 

being nade to shjre the (ost of these studies with the National Institutes of Health 

(Nil-) and the Coritrjaeptive eseArch and Development Program (CONRAD). These 

toxicology studie,, should Inake S1 1435 available for d variety of contraceptive 

products in iddition to the r rg 

Tlhe prorgesterone releasing vaginal ring will also receive very high priority in 

the comiig j r, nt period liere are few contr,a(eptives hit iare recommended for 

dtdtllact VaiIII.1in eA Ir.tl d that prevents preg la ncy when lactating wonerl begin 

to Slippli-nilelit Infaiit feeding with ,olid food aind that poses no potential risk to the 

baby would s%,rv to prolong la(tation dnd It', halth0 promloting effect on the 

infant Aftc-r lPha 11A.tjdic , are .corrliph'ted, gt1 d( ., inr Iiri of the! ICC 'Ind WHO 

will be cUllJt ted Il al e_,ffort to do'tetrirve wl.tl er o or 10 in of pro(jeterone per 

day istle optltrial dose for la,1atig rmothers (Once this I, known, Plhse Ill clinical 

trials will be plr ned 
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IV.2.3.5. Findings and Recommendations 

ET2 found these developments to be logical, but were concerned that 

development of too many rings might dilute effort on other higher priority areas of 

development. While ET2 felt that the ST-1435 might have the greatest promise, it 

recognized that the norethindrone acetate-ethinyl estradiol releasing ring would 

likely have a much shorter time to registration and market. Given that acceptability 

studies have shown that there is a segment of women who like this method of 

contraception, its development seems appropriate However, ET2 feels that if this 

newest version fails then rather than furthe, dose finding exercises, effort should be 

concentrated on ST-1435. If that fails then the whole approach should be 

reevaluated and probably abandoned. 

E12 recommends that work on contraceptive vaginal rings should be 

considered of lesser priority than NORPLANT, 2 and the LNG IUD Among the rings, 

development of the norethindrone acetate-ethinyl estradiol ring should have 

highest priority purely for prograrnmatic reasons, but the best long term hopes may 

be with a ring Lontining S1 1435 E12 had less enthusiasm for the progesterone 

releasing ring per se but agrees tha t a ring for Ictat ing women would be useful. 

It does not ppear thlat Idck of funding is directly constraining these 

developments, rdther this is due to a lack of manpower in the dosage formulation 

group. This may necessitjte provision of additional fuiids for hiring of appropriate 

personnel. 

IV 2 4 rBirricer Methods 

IV2 4 1 Current Status 

(Note, the work (dw(ribed here has not so far been supported to any great 

extent by A I) 1 

A review In early 1986 by the ICCR rioted that Infertility continued to increase 

in many parts of the world, primarily because of sexually transmitted diseases 
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(STDs). It was decided that research should be initiated to develop contraceptives 

that would offer the option of delaying as well as preserving fertility. Since barrier 

methods offer this potential, it was decided that this line of research should receive 

top priornt,, by the ICCR. Even though condoms provide excellent protection against 

STDs, it was concluded that ICCR studies should focus on methods that could be used 

by women. While plans for research on new barrier contraception were being 

formulated, the Population Council .taff decided that this project should be 

expanded to include agents and methods that offered protection against viral 

agents, such as herpes and HIV, particularly in view of the increasing evidence that 

the latter is transmitted lhetero'exually in many countries. Research has begun in 

three major areas selection of new agents that protect against pregnancy; 

selection of agents that protect against STDs when administered vaginally; and 

development of new systems for the vayinal delivery of agents that protect against 

pregnancy and SIDs. 

New agents that could be used as barrier contraceptives were identified, and 

negotiations were begun with companies and individuals for rights to use such 

products NegOtiations with one company were completed in early 1987 for access 

to an acrosir inhibhitor that blocks the fertilizing activity of sperm. A confidentiality 

agreement was siJgred in August, 1987 with another company which allowed access 

to a series of memnebrdne dctive compounds which render sperm incapable of 

fertilizatiorn If onie or a series of these agents proves, effective n animal tests, an 

agreement for d evelopmient by tlhe Comrncil will be si ed Discussion has begun 

with a third conipany to qjain jcess to idditionil tonmpounids 

New adgen itt lit c.ould be used to protet ,o(jairlt SiDs were also identified. 

Negotiations with o university based re',gr group began in May, 1986 After 

some suggestions by C.oJncil staff, the grutp lhjs (ontintied studies to provide 

additional evidem-e for effectiveness If results are promising, the Coun(l will sign 
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an agreement for joint development. Discussions have also begun with a company 

that manufactures antiviral agents to identify those agents that would not be 

absorbed vaginally and therefore could be used in high concentrations. 

Two new deliver, systems are currently under development by the Council. 

Several years ago an ICCR member developed a vaginal ring covered with a 

membrane envelope that would hold a disposable drug delivery system. Studies are 

currently under way to complete the development of a diaphragm for delivery of 

the acrosin inhibitor described above. 

IV.2.4.2. Future Plans 

To increase the health-promoting effects of barrier contraception in women, 

the Population Council will conduct studies directed at improving the delivery of 

spermicides that are already in use. Fibers that slowly release these agents will be 

developed and incorporated into diaphragms or into covers for vaginal rings. Such 

fibers are designed to deliver spermicide for up to 24 hours. Studies will also be 

conducted to identify new agents that render sperm inactive. Agreements with 

pharmaceutical companies have been concluded, which will allow access to a series 

of such products Studies on the mechanism of action, pharmacology, and 

toxicology of acrosin inhibitors and membrane acting agents will be conducted in 

animals. Products that are promising will be formulated into dosage forms that can 

be used in humans. These products will be tested for their effects on HIIV and other 

STDs in the Department of Microbiology at the University of lelsinki. 

IV 2.4 3 Re(.omnendations 

ET2,while recogni/irng thit IIV anid other SIDs are a major problem, feel that 

for the time being the Poptulition Coucil should concentrate all efforts on rapid 

advancement of th1ose methods dlready in the development process ET2 is 

concerned that a niew initiative such as this will dilute the concentrated effort that 
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will be required for NORPLANT16 and NORPLANTw 2, LNG IUD and even one vaginal 

ring. 

ET2 does not recommend that A I.D. fund this initiative at present. 

IV.2.5. Liuteinizing Hormone Releasing Hormone (HRH) Analogs 

In mammals, female ovulation and male spermaiogenesis are exquisitely 

dependent on the action of gonadotropins. LHRH, a peptide hormone secreted 

from a discrete region of the brain, controls the release of the pituitary 

gonadotropins-LH (luteinizing Hormone) and FSH (follicle stimulating Hormone) 

arid, thereby, the influenc, of these peptide hormones en gonadal function. 

Synthetic peptides with structures similar to LHRH, e., analogs, have been prcpared 

which evidence potent agonist or antagonist effects Agonist effects include 

desensitization of the pituitary leading to suppressed gonadotropin secretion, 

inhibition of ovaricn or testicular ster'idogenesis and sex steroid action diltagonism 

in reproductive tissues. The physiological effects of LHRH analogs on reproductive 

organ functions suggested that these compounds might be useful in appropriately 

designed protocols as contraceptives. Over t:_ past years, ICCR mermbers have 

conducted a number of animial and linical studies designed to elucidate the 

effectiveness and safety of UIIRH analogs as inhibitors of ovarian or testicular 

functions and, respectively, a potential for the develcpment of female or male 

contraceptive modalities. 

IV.2 	5.1 Contraceptive Potential in the Female 

IV 2 5.1.1 Findings 

The results of a numTiber of studies using LMHII igonists or antagonists in 

attempts to induce infertile cycles in womeri lfive. rnot been en(ouraginq In one 

approach, riot supported by A 1 1) ni.,tiqjtors, haive sthown thait the daily 

administration of asgofivt coniinicii g in the early lteil p did riot result in 

adeq ua ie I u teal insufficiency Vhe indrid tcion of sigri if icant u teo lysis was only 
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observed when the agonist was administered for one or two days at the day 5 to 8 

post-ovulatory point in the cycle. Since the time window for administration is brief, 

narrow, and difficult to identify, an effective routine dosage schedule would be 

difficult, if not impossible, to devise. Additionally, hCG activity was found to 

maintain high serum progesterone levels and lengthen the luteal phase in agonist 

treated women. These outcomes make it unlikely that this approach will ever be 

suitable for contraceptive purposes. 

In distinction to the above, studies in rats, monkeys and humans have shown 

an antifertility effect of agonists in which ovulation is significantly inhibited. For 

example, investigations designed to test the contraceptive suitability of this 

approach have been reported for the buserelin LHRH agonist [D-Ser (TBU)6-Pro9-

EAI-LHRH (HOE 766) formulated as a nasal spray. Clinical trials were undertaken 

subsequent to evaluations for animal toxicology, effective dose range, and delivery 

device reliability in order to evaluate tolerance and effectiveness. The overall 

results were disappointing in that daily 200-400 pg agonist doses had no effect in 

some women, inhibited ovulation in others and produced estrogen deficiency 

secondary to ovarian inhibition in still others. A more recent report described the 

results of a clinical trial of the efficacy of the agonist nafarelin acetate or (6-D-[2

napthyl]-alayl)-LHRH in inhibiting ovulation. The consequences of a once-a-day 

intranasal administration of the agonist (125 pg or 250 jig) for six months was 

followed in 24 women. The results indicated significantly fewer presumed 

ovulatory cycles at the higher (2 of 60 cycles) than the lower (10 of 54 cycles) doses 

with re-establishnent of average menstrual 33.7 andcycles within 28.5 days, 

respectively, after discontinuance. The side effects observed Included galactorrhea 

(2 subjects) and vasomotor symptoms (7 subjects) Although reliable ovulation 

inhibition was found in this study, the continuous administration of nafarelin 
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acetate was not considered to be a practical approach to female contraception due 

to unacceptable side-effects. 

IV.2.5.1.2. Conclusions 

The results achieved to date clearly indicate a significantly diminished 

potential for this contraceptive lead since the last evaluation period. The clinical 

application of LHRH agonists as a single therapeutic agent requires a serious 

consideration of the risks and benefits in view of the availability of alternative 

therapies. The continuous administration of agonist alone would not appear to be 

practical as a female contraceptive. Although no toxic manifestations occurred in 

women treated with the agonists, physiological consequences related to the long 

term administration of the agonist remain unresolved. These concerns include 

intervals of chronic anovulation with rrmal estrogen levels unopposed by 

progesterone leading to endometrial hyperplasia, intervals of hypoestrogenism 

leading to menopausal-like vasomotor symptoms and the possibility of enhanced 

bone loss through osteoporosis. Any resolution of the above concerns would most 

likely involve administ'ation of more than one therapeutic agent by more than one 

route of administration and this could lessen patient compliance. Extended long

term and costly endometrium and bone studies would be required to evaluate the 

risk of hyperplasia or osteoporosis. 

Although development of a contraceptive modality did not prove practical in 

this case, the reliable irhibition of ovulation induced by intranasally administered 

agonists may prove useful in the treatment of serious medical problems such as 

precocious puberty and some cases of endometriosis. 

IV.2.5 2. Contraceptive Potential in the Male 

IV.2.5 2 2. Findings 

Despite more than a decade of intense research efforts by numerous research 

groups throughout the world, an acceptable approach to reversible male 
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contraception based on the administration of one or more drugs has so far proved 

to be very elusive. LHRH analogs, which cause the inhibition of testicular function in 

animals and man, represent one of the few promising leads for the development of 

a reversible, non-steroidal contraceptive for men. 

Although the mechanism is not entirely clear, the agonists inhibit 

spermatogenesis by depressing pituitary gonadotropin secretion and testicular 

testosterone synthesis. Early observations of the effect of chronic agonist 

administration on men showed, in one case, that small subcutaneous doses (5 pg 

daily) decreased serum testosterone and gonadotropin levels without affecting 

spermatogenesis or potency. In another study, larger subcutaneous doses (50 pg 

daily) showed more pronounced endocrine cffects with a loss of libido and 

significantly decreased sperm counts and motility scores. In a follow-up study, 

another agonist-treated group receiving testosterone enanthate (100 pg every two 

weeks) supplementation evidenced no loss in libido with sustained, reversible 

oligospermia. In all of these studies, the effects of the treatment were deemed fully 

reversible. These observations demonstrated that androgen replacement therapy 

was a necessary adjunct if LHRH agonists are to be used as a male contraceptive. 

Men seem, in this regard, to be relatively sensitive to the effect of chronic 

agonist treatments. Significant species differences have been observed, however. 

Chronic LHRH agonist treatments in the rat and dog lead to markedly decreased 

serum testosterone levels, decreased libido and loss of mating behavior. In contrast, 

mice are insensitive to such treatments and the rhesus monkey appears much less 

sensitive to the agonist effect than the rat, dog, or man. It is of interest in the latter 

regard that the mode of administration was found to be an important factor. In 

earlier studies by ICCR members, the daily (noncontinuous) administration to male 

monkeys of relatively large doses (25-100 jig) of agonists ([D-Ser-Iisb-Pro9-NEtJ-

LHRH or [(imBzl)-D-His5.Pro9NEt-LHRH) resulted in plonounced pituitary responses 
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without a significant impairment of testicular steroidogenesis or spermatogenesis. 

In a subsequently reported monkey study from another laboratory, the continuous 

subcutaneous administration of agonist ([D-Ser-TBU 6-Pro9-NEtJ-LHRH) via osmotic 

minipumps (48 pg daily) resulted in dramatically suppressed levels of serum 

gonadotropin and testosterone within four weeks and a loss of the ejaculatory 

response by the thirteenth week. Restoration of the ejaculatory response was 

effected by the subcutaneous implantation of slow delivery, testosterone-filled 

silastic capsules. The restored ejaculates were, however, devoid of spermatozoa. 

This exciting new development suggested the possibility of using LHRH agonists in 

combination with androgen supplementation for contraception in men. 

In a very recently reported study conducted by ICCR members, three of four 

male rhesus monkeys were rendered aioospermic by the chronic administration 

(100 jig daily) of a potent agonist (f(imBzl) D Hiesb-Pro9-NEtJ-LHRH) via subcutaneous 

osmotic minipurmps. However, the LIRH cgonist failed to suppress testicular 

function uniformly in all the monkeys In one monkey, some decrease in the sperm 

count occurred, but the ejaculatory response continued In the three responsive 

monkeys, serum testosterone levels fell by 90%,0 and the response to 

electroejaculatlon was lost Androgen replacement using subcutaneous silastic 

implants releasing 7 methyl 19nor testosterone acetate restored the ejaculation 

response, but the ejaculates were devoid of spermatoioa Urnder this schedule of 

treatment, azoospermia was maintained for about eight months. After more than 

one year of agonist suppression, withdrawal led to a complete restoration of 

testicular function 

The Poptul,ition Council studies have also investigated the potential of LHRH 

antagonists for contraceptive development. Unlike agonists, which act by a 

desensitization mechanism, LIRI antagon,'Is competitively achieve their effects by 

directly blo(king pituitary I.1RII receptors. The expectation has been, therefore, 
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that they might be more successful candidates for contraceptive applications. 

Studies have been reported in the literature showing that the in vivo administration 

of an antagonist leads to a rapid decline in serum gonadotropin levels and the 

subsequent impairment of gonadal function. Only in recent years, however, have 

LHRH antagonists been synthesized that are potent enough to have practical 

applications. Studies in cynomologus monkeys by other workers, for example, have 

shown such antagonists to cause an immediate arid precipitous decline in serum LH 

and testosterone levels, decreased testis volumes, and, in most monkeys, 

azoospermia As in the case of the LHRH agonists, species differences in sensitivity 

(resistance) to the antigonadal effects of LHRH antagonists have been reported. 

The ICCR plans to test one such antagonist were terminated by the unexpected 

finding that its binding by rat mast cells caused histamine release leading to 

transient edema of the face and extremities This effect was not seen in mice, 

rabbits or rhesus monkeys, which are species more resistant (or insensitive) to the 

agent's effects. ICCR studies alerted the biornedical community to the toxicological 

problems with -1II-22 and subsequently determined a correlation of the effect 

with the preserce of d basic jnino acid in position 6 of O'le peptide. At the 

Population Councill0, IIRI 22 studies have been discontinued and replaced by 

Studies based on In e(1u ally potent anitagon ist (LIRII 34) which causes miniii mal 

histamine release Animal studies prepardtory to clinical trials with LIIRII 34 have 

been conducted and an Investigat(ional New Drug application has been submitted 

to the FDA Phase I clinical trials were begun in the summer of 1987 and are in 

progress. 

IV,2 5 2 3 Conclusions 

Consideration of the available experience using LIIRH analogs to interfere 

with gonadal function suggested that it may be possible to devise a protocol for 

achieving azoospermnia in men It is hoped that this could occur without a 
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significant decrease in libido by selecting the right dose, timing, and mode of LHRH 

analog administration coordinated with the subsequent rescue of libido by the 

appropriately timed administration of a supplemental androgen. 

Studies recently conducted by the Population Council in monkeys have 

confirmed that the continuous administration of an LHRH agonist with the 

subsequent provision of an appropriate androgen did achieve a controlled, 

reversible state of azoospermia in some monkeys with a simultaneous maintenance 

of the ejaculatory response. These studies, however, showed the LHRH agonist did 

not uniformly suppress testicular function in all the monkeys. One monkey 

undergoing the treatment schedule showed some decrease in sperm count with a 

sustained ejaculatory response indicative of resistance to the agonist effect. A 

second monkey showed variability in spermatogenic suppression and maintenance 

of the ejaculatory response. 

Findings from clinical trials reported elsewhere have shown agonist efficacies 

in suppressing spermatogenesis in men to be somewhat equivocal, and particularly 

so when exogenous androgen was provided to maintain libido and secondary 

sexual tissue functions In one such report, stepwise increases in analog 

administration in successive trials failed to achieve azoospermia at even the highest 

dose (440 p ./day) Evidence has been noted in such studies that the administration 

of testosterone (intermittently) orally or by injection may counterproductively 

stimulate sustained sperrnatogenesls. 

The sequential administration schedule designed by the Population Council 

has adequtely cons idered these aspects anid sought to incorporate an opumized 

schedule of swquerlitial (Irtig jadmininistratiorn first to suppress sper iatogernesis to 

azoospermni( levels and thein to rescue libido Current results sh ow that the design is 

highly effective in some individuals for a period of up to one year These results also 

show, however, that some individuals are more sensitive than others in this regard. 
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Given the inter- and intra-species variations in sensitivity noted for such an 

approach, it would seem that genetic factors might determine responders aid non

responders within study populations. The genetic control of gonadotropin induced 

ovulation rates in sheep suggests that Such controls may also be a factor in males. In 

contrast to the highly inbred nature of many of the aninal models being used, tile 

human is an outbred species and genetic variation in sensitivity to gonadotropin 

suppression may determine responder and non-responder subsets omplicating the 

global application of this approach. 

It seems reasonable to expect, however, that the approach may yield a long

term contraceptive method acceptable to a subset of men, requiring a minimum of 

two episodes of physician contact per year While the requirement for ,nultiple 

contacts with health care professionals would somewhat limit the rnethod's 

widespread applicability, it does seem likely that the method could be acceptable to 

a significantly large population of potential users to warrant further development 

as a contraceptive lead 

The Population Council is currently pursuing this further development with 

studies on two implant systems designed to deliver, respectively, a constant amount 

of a hig lily potent agonist and a constant amoun't of androgen Prototype implant 

systems are now being tested (separately) in animals, (rats, monkeys, dogs) If 

promising resu lts are achieved, toxicology Studies are pl,nned 1nsupport of future 

clinical trials The hydrogel implant system that has been devised for the LIIRH 

analog isa joint project of the Population Counil nd a plh(irmaceutical company 

It is constructed of a material that permits he slow diffu, ion of small pf'ptides, such 

as L0M, into the blood over d prolonged period lhe ;iiccessfijl developrrncril of 

this ifliplarit systerni would indeed represernt a bwrktliroug+li for the delivery of 

various conitraceptive peptides Separately, a long tern delivery iinplint is being 

tested for administering the androgen, 7 (1 methyl 19 nor testosterone acetate, at 
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effective levels for a one year period. Even if these implants are not subsequently 

incorporated into contraceptive applications, other medical applications could find 

them of immense value Although this latter aspect may not reflect the priority 

interests of A I D , its importance per se should not be overlooked 

The developmental I -.,ntial of LHRH analog approaches to male 

contraception appies to be at a critical stage Inrtime with respect to programmatic 

man;jgemient Interests The ongoing animal arid clinical trials will soon determine 

whether sufficient promise exists to (ontinue. If induction of aioospermia with 

libido rescue cannot be demonstrated InI sensitive species, including man, then there 

Is no reason) to cotnrle the program 

In comparisons of the agonist and antagonist studies currently available for 

evaluation, it would seem tfliit the arjonist approach is the only possibility for rapid 

development at prLSeset Despite the advaniti1je of the antagonist mechanisrl of 

action, a candidate anttagonist would have to shoow a major advantage over the 

available high poten (y agonists to warranit consideration of Its further 

development In ,ddition, while mininial histarmine release has been ac(orded to 

antagonist lIlM 3.1, its potential toxicological problems do riot ppejr to have 

been co mplh t-ly resolved at tle preserit tinne I xt.ended toxicologi cal studies will 

be required to est,blish that another initog.onist, CD1328/6, whi0h is purported to 

have no histmrintm., relea ng activity, issafe anrid doe" in1de'ed fail to elicit hiistamidie 

release nider tli. dose ind idiniitrwAtionnmde nv(ssary for long term 

effectiveness in sujppressinq Hernnlatoeesis uselie present experienhe with of 

cinalogs ats male- ontr,(ieptives doe,, riot enLotjrage th(e (re,ition of I program to 

synttiesi/e new ritagonists ul ,ijfi( eritly high potency to override the advantages 

of the (turreit (,jomiit ,jpprocies 

In regdrd to lhe tuse" hi lIHIM analogs ais agenits of riale fertility regulation, it is 

instructive to considier whether the experience so far has met the requirements 
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envisioned for such an approach The drug regimen employed must achie te 

complete azoospermia over a long period of time. Evidence indicates this can be 

achieved in some, but not all individuals, in the study population Relaxation of this 

requirement is only reasonable if the spermatozoa of oligospermic individuals can 

be shown to be completely nonfunctional with respect to egg fertilizing ability On 

this point, there is at best a paticity of inforarntion Libido diminishment or loss 

must be avoided lhe agonist induction of suppressed spermatogenesis also results 

in the suppressed production of afd rogens having important roles in erythropoiesis, 

protein metabolism, bone metabolism,secondary sexual tissue functions, libido, and 

potency Any use of an exogenous steroid replacement regimen to rescue libido 

must lead to the recovery of these systemic androgen dependent functions without 

restiniulating spermatogenesis In this regard, the two phase regimen developed 

by the Population Council does show promise lastly, the withdrawal of the agents 

inducing the sustained aioospermia must result in an adequate restoration of 

spermatogernesis arid seminal vesicle/prostate secretory functions. The steroid 

therapy involved will require (aire ful monitoring for side-effects, particularly with 

regard to the long term (ot sequences to the seminal vesicles and prostate. 

IV 2 6 Irihibin 

IV 2 6 1 Findings 

Evidence from numerous studies has established that peptide hormone-based 

endocrine -up'resion mettiods which inhibit spermatogenesis usually suppress 

dndrogen prop(uctiun s ile a(ceptbl: ,ide of tlie litterwell sr effects thus 

require androqeji replerw'it theiripy ai (o ponent of any proto(ol for this 

mode of illle (.ornitrfaiipli)oi lhis rvequirteient poses ,idditional compiIjlexities and 

probleims that (ouhJl, be jivoided, if jii endo(ri, suppre)sion (1mechanifli Was 

aValabhl, which sele tively ellimlinated IS1 a(tivity alone and, thereby, !,uppressed 

spermatogenesis without interfering with LH mediated I eydcg cell steroidogenesis. 
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FSH immunoneutralization studies in monkeys have demonstrated the feasibility of 

such an approach. 

More than fifty years ago, a non-steroidal testicular factor was postulated to 

exist that inhibited pituitary functions. Subsequently, a proteinaceous factor 

termeJ inhibin w,js described that appeared to suppress FSH secretion selectively. 

Recent evidence has shown that ovarin follicular fluid from a number of species 

conte,,s an inhibin like fator which suppresses pituitary FSH secretion in a dose 

dependent manrner without altering LH secretion (in vitro or in vivo) under basal 

endocrineconditions The differential suppression of FSH and LH secretion has been 

attributed to an ovarian hormone terned folliculostatin or ovarian in1hibin1.Other 

experiments Showing inlhibir-like actIity In)the media of cultured rat Sertoli cells 

suggested ASite Of inlubin synthesis inI the testes Over the last decade, intense 

efforts have been undertaken by nJIImero us laboratories, to isolate in hibin Until 

recently, these efforts produced equivocal results and inconsistent products Of all 

the reproductive I oriories, none have had a more equivocal reputation than 

inhibin 

In Januairy 1983, the Conitraceptive Devilopueit programI of tile Popuilation 

Council Initiated probing, level efforts to purify, chajracteri/e, and test rnale inhibin 

as a canididate for n,,le (ontraceptive developilent lII De(eLnber 1985, the full 

sequences of two 32 K Dalton (nolecular weight) forris of porcine ovarian 

(follh(uldr fluid) rnhbiri (inhibinr A id inihibin H3) were reported by other workers 

and tti'. was sub-,equently (orifirried for bovine iniibini js well ld(h form was 

found to be (ofllpfjw(d of two i'ross linked ibjnits (orisit ni of a larger (18 K Mr) 

alpha (dair conion to both foris (rid a distin(ll ',illr (14 K Mr) beta chain. 

Two forms of tIn, la1tt1r hain were identified (beta, A or beta 13) having amino 

terminal differene, Ouring 1985 1986, , IJ S A ID lifunded Population Council 

project collabortiing with investigatois at tile Hlorida lIntitujte of 1e(linologJy and 
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the Salk Institute succeeded in isolating sufficient amounts of inhibin from ovine 

rete testis fluid to permit its characterization. This was the first reported 

purification and partial characterization of male inhibin Based on in vitro bioassay 

monitoring, a 3000-5000 fold increase in specific activity was accomplished during 

purification. Two forms of ovine testicular inhibin were isolated and the N-terminal 

sequences of the alpha and beta subunits determined. Both formswere found to be 

heterodimers of one 18 0 K Dalton and one 16.5 K Dalton subunit. The two isoforms 

differed at the N terminus of the alpha subunit by one having 15 fewer amlno acid 

residucs. The testiculdr horrmone was found to be homologous with ovarian 

irhibins in other species It is notable tha: p>ircilne and hunan beta-A chains are 

identical to each other I te amfim acid sequences of huran alpha-inhibin deduced 

from the reported (DNA isoloted froi testicular libraries is also the same as that 

reported for the ovwridn and placental peptides Charaterization studies of the 

rndle inhibin isolated by the Population Council project has shown that 

immuniosta rtable male irnlhibin is present in) rat testes in the same sites as other 

Sertoli cell proteins known to be secreted into tubular fluid 

With tle lVdildhility of highly [)urified ovie teStI(Oldr 1inhibin, porcine activin, 

antisera to the alpi, or beta suibunit ,, ind an RIA for the alpha-chain, it was 

possible to (rid uct tia variety Cof an ato inic aind ph ysio Ioqi cx pe2riinients In addition 

to effects on FSI1 s(retion, inhibinr (nd ictivir (a heterodimer of inhibin beta

subunits) are krown to st nulate arid inhi bit, respetively, testusterorme secretion by 

test(cu(lar l eydiq (elIs Other phiysioloqi aStudies at the Population Coldi ici I have 

shown that f SHt is a iajor positlv regul,ator of iiihibin i ((unulation in Sertoli

enriched (iriniturn, rat) (ell(ciltt n-,with st.roids lhavefn a variable suppressive 

effect of) iiiiibii IIlthe latter rogard, isto,,terone had a minor 

influen(e and aidrostenIed()n(, a signifi(ant oI( ilhe (urrent results taken 

(ollektively suggest that inhibin i,,a Sertoli cell protein product which exerts a 



65
 

negative feedback control on pituitary FSH secretion. The latter, upon stimulating 

inhibin secretion, closes the circuit of a long feedback loop system. Since inhibin 

appears from current evidence to also facilitate testosterone secretion by testicular 

cells, an intra-gonadal short loop regulatory system may also be operant within the 

testis which reprcsents an intra testicular communication system. 

IV 2.6 2. Conclusions 

The Population Council project on inhibin has achieved remarkable advances 

in the last one to two years Rising from the nebulous uncertainties apparent at the 

last evaluation, the project has generated significant and truly exciting progress. 

Although the mec.anism of action of inhibin ismore complex than first envisioned, 

inhibin continues to offer a clear potential with respect to niw approaches to a 

mode of male contraception. The paucity of contraceptive leads for the male 

further heighteris the current interest in inhibin as an agent that may provide the 

first acceptable mal, con'raceptive based on an endocrine suppression mechanism 

which selectively suppresses FSH secretion arid does not suppres, LH mediated 

androgeri production 

The purified mihile riiibin has been charcteri/ed sja 32 K Dalton heterodimer 

consisting of one alpha and one beta subunit Testlicular inhibin made available by 

the Population Council project permitted physiological studies that have 

documented the ric_,ed for further studies in several areas. The calculated EC50 

values obtained for the suppressiol of GriRiI stimulated gonadotropin release by 

inhibin in a cultured rat pituitary cell system demorstrated significantly lower 

values for inhibin inI the prtesence of androgefi than for inihiiin alone These results 

suggest tfat the pathiways take n by tle two ItiageIrIts infl nencir(g qoriadotropin 

secretion may overlap Do they) III in vivo tudics, the purified inhiibin strongly 

reduced GnRIl indu(ed I SI secretion InI the inilmatLure rat model with no observed 

effect on I-II release ihe discrepancy between the in vitro arid in vivo effects 
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requires further work to provide an explanation. These in vivo results remain most 

encouraging 

Recent studies have shown that ovine inhibin and activin modulate the 

induction of hemoglobin accumulation in a humii erythroleukemic cell line (K 562) 

and the proliferation of erythroid progenitor cells in human bone marrow cultures. 

Activin was a potent agonist and ovine inhibin an antagonist of the induced effect. 

These results suggest these proteins may be involved in a humoral regulatory 

mechanism controlling erythropoiesis. If this is the case, would side-effect 

influences on erythropoiesis represent a significant negative concern for the use of 

inhibin as a mode of contraception? It would be most instructive to have further 

consideration directed to this aspect 

Major issues regarding the chemrs!ry and physiology of inhibin and activin 

remain to be resolvd Most of the studies needed, Indeed required, to be pursued 

wil! only be able to be pursued when adequate amounts of purified inlhibin are 

made available for this purpose. While the use of native inhibii and activin isolated 

from biological sources has sufficed to prepare antibodies and reagents for the 

limited key biological studies already conducted, it ISclear that if in hi hl n is to be 

considered as a potenti l male contraceptive, a urears of producing large amo unts 

of pure inhibin mut be devised the arnounts that call be isolated from natural 

sources are very small, require a highly labor intensive (costly) effort, aiid face non

trivial losses ( u e to surf .ceadsorption and bio( rem cal alterations Moreover, it 

has been estimted tht I further development of another 3 to 10 fold in 

purification (ajbove 30(J() fold) wo l(dbe required in order to obtain a protein 

preparoi!jnr iufficiitly pure to be(alled pure he 500 fold level achieved it)some 

isolatlonls arid thre rclri,tlor that (jenetic enqineerinrq(j approachies represeint the 

most likely aventue of producinig inhibin in the ariorint ard purity required have led 

to a mujor concentration on the latter aspect by the ICC rmembers 
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The collaborative arrangements previously established for the effort to isolate 

male inhibin from biological fluids have been discontinued. The Population Council 

project has assumed a lead role fo; the completion of the cloning of the inhibin 

genes and devising a mammalian cell expression system. In the latter respect, the 

biological studies completed to date suggest, as a first step, that Sertoll cells might 

be used to produce an inhibin expression system. It is possible that useful transgenic 

animal models might be constructed in the future as a megasecretory source. 

Work conducted by the Population Council investigators resulted in the 

construction of human testicular cDNA libraries which were screened with probings 

representative of selected sequence segments of the porcine or human inhibin 

alpha-subunit. Two hurn testicular-a!pha-inhibin cDNAs were obtained and 

subcloned into a plasmid (pGEMtr,- 13 blue) vector. The resultant cDNA clones were 

then sequenced. In a similar fashion, the two beta-subunits (beta-A and beta-B) 

were cloned One clone specific for the human beta-A inhibin subunit and seven 

clones for the human beta-B subunit were isolated, subcloned, and characterized by 

restriction mapping The two beta-B clones with the longest cDNA inserts were 

sequenced and provided the first information available for the signal peptide 

sequence for the beta Binhibin protein. Signal peptide sequences are diagnostic of 

proteins that move through membranes The analysis of the beta-A subunit specific 

cDNA is under Investigation at present Given the importance of the beta A subunit 

in the heterodimer form (activin, FHP) In stimulatifng Pituitary FSH secretion, it is 

hoped that rapid progress on this aspect will be quickly forthcoming. These studies, 

begun at the end of 1987, are scheduled for continued efforts through 1988. 
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IV.2.7. Other Basic Lead Approaches 

IV.2.7.1. 	 Gonadotropin Surge Inhibiting Factor (GnSIF) 

IV27.1.1. Findings 

A number of biological studies in monkeys and humans performed by Dr. Gary 

Hodger and his associates over the past eight years suggest that there is a peptide 

in porcine and human follicular' that will inhibit the surge of LH secreted by the 

pituitary in response to LHRH. . substarce was designated gonadotropin surge 

inhibiting factor (GnSIF). Dr. Hodgen proposed to A.ID. that it would be 

worthwhile to isolate GnSIF as a potential contraceptive A collaborative study was 

therefore initiated between Eastern Virginia Medical School, which collects ovarian 

follicular fluid and performs the bioassdy of GnSIF, and the Population Ccuncil, 

which develops procedures required for GnSIF purification. The isolation of GnS:F is 

a probing study 

Present evidence suggests that GnSIF is a small peptide that could be used as a 

nonsteroidal form of contraception inhibiting ovulation. Since the project was 

initiated, a method of bioassay for GnSIF has been established that relies on 

cultured pituitary cells. Since inhibin in high doses inhibits the action of LHRH on 

pituitary LIH secretion in vitro but not in vivo, it was important to distinguish GnSIF 

from inhibin. A technique for separating these peptides from one another has been 

developed, and the biological identity of GnSIF established. "i-eliminary studies 

established an approach to purifying this protein on analytical high-pressure liquid 

chromatogriphic columns. Studies conducted in 1987 designed a scale-up of this 

method using prepdrative high pressure colurnns It is claimed, but unlikely, that 

highly purified GnSIF will be available for animal studies in 1988 Should these 

animal experiments prove interesting, toxicology arild pharmacology will be 

performed in anticipation of human studies. 
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IV.2.7.1.2 Conclusions 

During the past twelve month period efforts have been made to isolate GnSIF 

from porcine follicular fluid These efforts have demonstrated that the purification 

of GnSIF is a more formidable task than had been expected due to its presence in 

extremely low concentration in follicular fluid, its heterogeneity, and the difficulty 

in discriminating it from inhibin. Progress has been achieved most recently with the 

demonstration that the major GnSIF activity of enriched preparations can be 

fractionated on a Vydac C4 reverse-phase HPLC column into three distinct peaks. 

The reason for the multiple peaks is unknown, but may relate to molecular 

aggregation or contaminant co-aggregation effects. The first clear evidence that 

GnSIF was not related to inhibin and isa separate entity has been obtained with the 

demonstra:ion that inhibin is retained on a heparin-sepharose affinity column while 

GnSIF was (luted from it. A protocol for scaling-up the purification scheme to a 

preparative level has been devised and is proposed to be tested. The Population 

Council's role is to develop the separation 3nd purification procedures, while the 

EVMS role is to provide the follicular fluid used as the biological source of GnSIF and 

to perform the bioassays of its activity. The overall usefulness of this project and its 

approach can only be considered from its strictly theoretical potential at present, 

since it has not yet been purified, characterized, or used as a contraceptive 

prototype in experimental trials. ET2 does not recommend significant funding of 

th,, initiative at this time. 

IV,2.7,2. Anti-LHRH Vaccine 

[Note that this work has not been supported under the present agreement.] 

IV2.7 2.1 Findings 

LHRH isa 10 amino acid peptide made by the brain that regulates the secretion 

rnf LH and FSH. Neutralization of this peptide by antibodies is known to reduce the 

secretion of pituitary hormones and produce infertility in animals. Since both LH 
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and FSH are suppressed, both androgen production from the Leydig cells and 

spermatogenesis are blocked. Council scientists working with special funding from 

a US-Indo collaborative program have conducted studies in animals to determine 

the extent to which an LHRH vaccine would produce infertility in animals. Studies 

have now been completed using LHRH coupled to a carrier protein in different 

positions. In both rabbits and rats effective antibody titers produced infertility. 

Supplementation with low doses of androgens maintained sexual behavior so that 

it was possible to demonstrate that the animals were indeed infertile. If continued 

animal studies in monkeys suggest that this might be an appropriate vaccine for 

humans, then a long-term androgen replacement system would be needed in 

immunized individuals. The androgen implant currently being developed for use 

with the LHRH analog implant system for men might serve this need. 

IV.2.7.2.2 Conclusions
 

As reported, probing studies on this lead 
 have largely been completed. 

Studies in animals conducted at the Population Council and in the National Institute 

of Immunology in India have shown that vaccines using LHRH coupled to tetanus 

toxoid k -' might provide a useful approach to developing a contraceptive for men. 

One advantage of LHRH is that this decapeptide can be supplied by synthesis rather 

than by isolation from biological sources. A disadvantage of the approach is the 

complexity arising from the necessities of marrying active immunizations, 

immunological neutralization, endocrine suppression, and hormonal replacement 

protocol components into one design for an azoospermic outcome of prolonged 

duration. The potential for variations in individual responsiveness to the regimen at 

each level could lead to non-trivial problems of efficacy, acceptability, side-effect 

monitoring and ease of delivery with respect to LDC applications. The Population 

Council investigations have shown that animals receiving an anti-LHRH vaccine will 

require androgen replacement therapy since the anti-LHRH antibodies will also 
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cause a decrease in testosterone secretion. However, this problem appears 

resolvable since androgen substitution, either by injection of a long-acting 

testosterone ester or by testosterone-releasing implants, is effective in maintaining 

normal sexual behavior in rats and rabbits which had become infertile following 

immunization against LHRH. The androgen implant being developed at the 

Population Council for use with LHRH analogs could provide an elegant mode of 

androgen administration for up to one year if the vaccine were proven suitable for 

human use. 

The status of the current studies suggests that considerable work remains to 

be done before a vaccine formulation could be available which is suitable for 

further primate trials. Research in lower animal models is still needed to determine 

the optimal amount of antigen required to induce azoospermia. Additional studies 

should explore whether multiple antigens can be rormulated which may optimize 

tile immune response. Several carriers and adjuvants approved for human use need 

to be tested as alternate delivery systems in order to minimize the number of 

injections. Animals need to be tested with and without androgen replacement to 

ascertain whether ,nfertility can be maintained for long periods of time and to 

determine whether the antifertility effect is reversible. 

IV.2.7 3 Antisperm Vaccine 

IV2.7.3.1. Findings 

In collaboration with the National Institute of Immunology of India, the 

Population Council proposes to develop polyvalent antibodies that can be used to 

identify sperm antigens that are suitable components of an immunocontraceptive. 

One antiserum has been prepared which agglutinates spermatozoa, blocks in vitro 

fertilization, and identifies only a few protein bands in extracts of human sperm on 

immunoblots This antiserurn will now be used to purify the proteins from human 

-,perm in preparation for cloning its gene(s). Partial funding for this collaborative 
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probing study with the National Institute of Immunology has been sought through 

a grant to the Indo-US Subcommission on Science and Technology. If promising 

results are obtained, additional support will be needed to scale-up the process once 

the cloning and exprcssiuii have begun 

IV.2.7.3.2 Conclusions 

An application to the Indo-US Subcommission on Science and Technology has 

been made to develop an antisperm vaccine in collaboration with the National 

Institute of Immunology of India. To develop this product, the investigators will 

produce additional polyvalent antibodies against human sperm membrane antigens 

and use them to purify antigens from sperm extracts. These antigens will be used to 

produce monospecific antisera in rabbits. Functional tests will be used to select 

antisera that modify the fertilizing ability of sperm These antisera will then be 

used to complete the purification of sperm antigens, so that the amino acid 

sequences can be determined and cDNAs selected from testicular libraries. The 

cDNAs identified in this way will be sequenced to determine the structure of sperm 

antigens. It is believed that antigens selected in this way will of thebe one 

components of an antisperm vaccine It isnot possible to evaluate the current status 

of the approach at the Population Council, since the research is only a proposal. 

Documented progress suggests such studies are just beginning. As evidenced by 

twenty years of literature reports, the approach is fraught with conceptual and 

technical difficulties It isunlikely that progress will be achieved as easily or directly 

as outlined. The probing status of this approach appears to be poised at the 

beginning of what may prove to be a long term, costly, and high-risk commitment. 

IV.2.7.4 Probing Study Reconmmnendations 

IV 2 7.4 1 Conclusions on basic Leads
 

New contraceptive leads are chosen by the ICCR based on 
members' 

recommendations from research findings reported in the world's scientific 
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literature. The proposed activities are evaluated by the ICCR prior to 

implementation. Initial (basic) probing studies appear to be largely supported by 

funding sources other than A.I.D. These approaches are coordinated with other 

contraceptive development programs on an international scale. There clearly does 

appear to be an effective decision point process regarding the evaluation of 

progress in the probing study areas and the upgrading of a "probing study" to a 

contraceptive lead" status. The decision point process involves the commitment or 

non-commitment of U.S.A.I.D. funding support to underwrite applied research 

activities. There appears to be an effective dialogue with and involvement of the 

U.S.A.I.D. program management system in this decision point process. Additionally, 

a continuous Population Council-U.S.A.I.D. interchange in monitoring progress and 

evaluating continuation of probing studies and contraceptive leads is apparent. 

Such activities have in fact been amplified or discontinued, as a matter of record, by 

the process noted. 

IV.2.7.4.2 Research Line Item Recommendations 

a) Discontinuation of the LHRH agonist studies as a lead for a contraceptive 

modality in the female appears warranted from the progress reported. The ICCR 

studies completed in this area represent a careful, thorough, ar I very deliberate 

series of investigations providing important documentation and guidance to the 

field. The termination illustrates the functioning of the decision point process of 

the ICCR mechanism for allocating U.S.A.I.D. funds. 

b) The LHRH analog studies in the male clearly represent an appropriate 

area of U.S.A.I.D support at the level of a cortraceptive lead Experience in this 

area is well beyond the probing level of basic research and offers Clinical 

applications of utility The current experience, however, suggests that th: lead is 

not one for Imminent development. Accordingly, a major Investment o," funding 

and a highest- priority status would appear to be a premature response at this time. 
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A number of technical and conceptual aspects require resolution before a major 

funding investment would be reasonable. 

* Although significant progress has been achieved in designing a 

mode and schedule for drug administration to induce and maintain spermatogenic 

suppression and provide libido rescue therapy, acquiring convincing clinical 

evidence of the regimen's efficacy should be pursued with the highest priority. In 

this regard, collaboration with the French group (P Bouchart) and the ICCR may be 

very expeditious and should be encouraged 

* The new implant delivery systems should be tested for efficacy of 

delivery for a minimum of one year, with a view to development of one or both 

implant units with longer periods of use Longer periods would minimize 

intervention intervals that may be a hindrance to patient acceptability and 

continuation of use. 

* Monitoring for side-effects of the steroid replacement regimen 

should give careful consideration to the degree, quaL.ty and duration of restoring 

seminal vesicle and prostate functioning after withdrawal of the inducing agents. 

Reassurance that the functional recovery of the testis is adequate and normal after 

long periods of suppression will be a necessary component of this mode of 

contraception 

c) The inhibin lead is an exciting one and, although yet a probing study, is 

of sufficient potential and importance to warrant U S.A I D support as a probable 

contraceptive lead. In view of the outstanding progress a(complished during the 

past two to three years, the inhibin work can now be entirely conducted solely at 

the Population Council Sufficient support should be provided to permit a 

significant effort aimed at the production cf inhibin by recombinant DNA 

technology. In particular, a priority effort should now be made to complete the 

cloning and characterization of the cDNAs for the human beta-A inhibin subunit 
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and to develop mammalian cell expression systems. Studies on the optimal 

conditions for the biological expression of inhibin in gonadal cells and physiological 

studies of inhibin-actvin effects should follow as the next level of priority At such 

time as sufficient material is available, the problem of a long term mode of 

administering inhibin-derived contraceptive peptide(s) must be addressed 

Although the implant system presently being devised for the delivery of LHRH 

agonists may be of p:omise, there is, at present, no assurance that this will be so and 

no other long-term delivery method is available 

d) The GnSIF probing study is a straightforward basic research project. As 

noted, by the progress reported, it is still in the most initial stages of achievement. 

The purification strategy and outcome is still developing The product so far is 

insufficient in purity, character, and amount to provide a true sense of identity to 

GnSIF. Clearly the expertise ison hand to pursue this project to a successful outcome 

given enough time and funding However, a significant investment of U S.A I.D. 

funding for GnSIF studies should await the isolation, characterization, and 

production of a pure protein/peptide product having the desired biological activity. 

e) The anti LHRH vaccine appears to require a considerable amount of 

further study at the basic probing level before a significant investment of U SA.I.D. 

funding would be warranted While it may produce a useful contraceptive lead 

appi' ,pr, te to U SA I D developmental interests, this consideration would appear 

premature at present in view of the unresolved complexities of the approach The 

Popul, tion Council investigators will not request U S A I D funding unless the 

androgen implant system being developed for use in conjunction with the LHRH

agonist implant becomes available and can be used as a component of the design 

protocol
 

f) The anti-sperm vaccine studies at the Population Council are preliminary 

in nature, basic probing in level, and insufficiently developed to be considered of 
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appropriate potential for USA.ID. contraceptive development funding. These 

studies are not currently funded by U.S.A.I D. Before a significant U.S.A.I.D. 

investment would be warranted, this approach must document the proven identity 

of one or more sperm antigens directly and causally associated with a critical 

fertility mechanism, demonstrate that an Immunological method exists for inducing 

effective antibody levels at the relevant reproductive tissue site, and provide 

reassurance that immunopathological sequelae are not a problem with the desired 

long teem use of this method. 

V. CONTRACEPTIVE INTRODUCTION ACTIVITIES 

V.1. Overview 

In 1983 the Population Council formally initiated a program to support 

systematic introduction of new contraceptives being developed by the 

Contraceptive Development Program. NORPLANTP was considered to need 

especially careful introduction 

The Population Council concluded that in the past, family planning programs 

had paid insufficient attention to this complex process which required activities 

which relate to. manufacture, supply, regulatory approvals, marketing, training of 

service providers, delivery system management and operations research, clinical 

trials, method information and educational efforts, consideration of country and 

program-specific parameters, and user needs and desires 

In short the Population Council believed a carefully planned and systematically 

executed effort for introduction of new technologie, -iould optirni,,e the chances 

of their success With partial support of an A ID Cooperative Agreement, the 

Population Council has carried out a program of contraceptive irotroduction since 

1983 



77
 

V.2. Purposes of A.I.&,. Support 

In the Population Council Cooperative Agreement dated 05/17/83 and its 

amendment on 08/08/86 A I D agreed to support contraceptive introduction 

activities 

The principal activities relating to Contraceptive Introduction to be 

undertaken during the 1983-1987 period were. 

1. Production of information materials to make donor agencies and 

opinion makers in target countries more aware of the advantages of new 

technologies. 

2. Training of local clinicians and program managers in appropriate 

use of new approaches. 

3. Pre-introductory clinical studies designed to give local health care 

providers first-hand experience with new products. 

4. Development of field wotker- and user-informational materials to 

enhance acceptance 

5. Securing agreements with pn vate sector organizations to provide 

the products at reasonable cost to nonprofit agencies, and with selected 

governments planning to establish local manufacture, thus assuring the wide 

availability of new technologies 

It was planned that during 1983 contraceptive introduction activities would be 

primarily directed to the introduction of the Copper T 380A IJ. Several countries 

were targeted for seminars, workshops, and introductory clinical studies. An 

integrated project, budgeted separately in 1983, waIs the development of course 

materials on contraception in clinical practice in Rra/il. 

Beginning later in 1983, strategy for the introduction of NORPLANTw was to be 

finalized and pre introduction training and infor mat:onal activities initiated, 

expanded in 1984 and continued for another two years Similar work for 
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contraceptives developed later such as the levonorgestrel releasing vaginal ring and 
IUD and LHRH analogs was expected to be initiated in 1985. However, it was 

recognized that the timing of initiating introductory efforts wa5 dependent on the 

progress of development and the regulatory status of each new product. 

V.3. Accomplishnents 

Throughout most of this Cooperative Agreement A.ID funds have been used 

for partial support of successful Contraceptive introduction activities for 
NORPLANT- and the Copper T 380A. For these two methods of birth control the 

activities described in section V 2. above have been carried out. These have been 

the only contraceptive methods for which product registrations (drug regulatory 

agency approvals for use) have been obtained in various countries. Details of 

policies and programs are provided below: 

V 3.1.1. Pol!cy 

In 1983 an explicit decmsion was made that the Population Council would 

assume responsibility for those activities needed to introduce ICCR-developed 

contraceptives and to enSure high quality of care for the users, rather than hand 

them off to an uncertain fate in tile custody of public and private sector service 
providers Population CouLci policy recognjzeS four levels of responsibility. 1) to 

potential and actujal users ffostering their informed choice of a broad array of 

competently provided methods, 2) to service providers -...who should have good 
information anid training, 3) to family pl.,nn ing program r1linagers whio need good 

technical and program ,riformaton arnd 4) to policy level decosion makers who need 

accurate in formation about the )enefits and draw backs of each method of birth 

control 

V 3 12 Stritegy 

A general strategy has evolved (see Fig 4) which features attention to a 

complex aray of tasks including manufacturing, registration, information 
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materials, development, training, and pre-introduction trials. The specific strategy 

for NORPLANT isshown in Fig 5 

V 3.1 3 Organization 

The Population Council's organization for contraceptive introduction activities 

has evolved over the past five years and now ,omprises a management 

infrastructure which has contributed to the success of the Contraceptive 

Introduction program. 

The infrastructure is coordinated by a central management team in the 

Population Council's International Programs Division and draws on the expertise of 

staff from this divis~on (both in the New York Inter regional Office and regionally

based offices), as well as the Center for Biomedical Research, the Center for Policy 

Studies, and linkages with other collaborating institutIons to draw upon additional 

resources and expertise available outside the Council. 

The central minagement team operates under the direction of the Vice-

President and Director of the International Programs Division Overall management 

for worldwide ictivities is provided by the Staff Associate for Contraceptive 

Introduction and management of administrative areas is handled by a newly 

appointed Project Coordinaitor Originally technical support for Contraceptive 

Introduction management, with particular emphasis on regulatory affairs and 

licensing issues was provided by Population Council staff For the past three years 

this input has been provided by the INERCARE consulting firm. The Council also 

currently employs two full time regional staff 

The Contreptlive litrodoution management team is responsible for the 

planning and oversight of contraceptive introduction activities which include: 
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Interactions with pharmaceutical manufacturers collaborating agencies and 

donors; development and conduct of pre-introduction trials, training and 

informational activities, preparation of prototype information materials for various 

audiences, facilitating communications with the public through a public 

information program, and the development of an integrated research effort to 

examine, from the user's perspective, those areas that will contribute to 

improvements in service delivery. 

Strategy and management of contraceptive introduction activities is 

facilitated by two in-house advisory groups: the NORPLANT Working Group and 

the NORPLA14T", User Perspective Comrmittee. The Working (roup draws upon the 

expertise of the manaoement team irn International Programs (involved in policy

setting jnd implenenmtation auctivities) and four scientists at the Center for 

Biomed,cal Research. It reviews issues as required e.g., tile conduct of pre

introduct ion trials, data collection, interaction with the pharmaceutical company 

(Leiras), acncrmtifiamid iedl(dl questions, and technology transfer. The User 

Perspectve Comittee m(ludes staff of Iuteinational Programs and the Center for 

Policy Studies Discplines represented on this committee include the social sciences, 

women's roles and c.evelopmernt, and program management. This Committee has 

provided the gjmidanr.e that shaped the dire(tion of the introduction program's 

user oriented research 

Thme Coun il's Office of Cor mninca tions has played a considerable role in 

irnformatim dis,,r,,crmnatmnan pulilc relations The preparation of prototype 

information i ,aterialsis coordimat.-d by this office, a"ais the Counfcil's newsletter, 

Norplaiut' Worldwide All ,ivitives relted to ,mtvra(tiuons w th mryvdio a d the press 

are ,nam, .qed through this office, includiIg r.''e.t mn'd , IW.,mi thee ,nmm(cnj(Mm 
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return of the Copper IUD to the US market through the introduction of the Copper 

T 380A IUD. 

The Population Council considers the field staff essential to establishing and 

maintaining relationshipr with institutions and Ministries in the developing world, 

and to the implementation and monitoring of pre introduction trials and training 

projects. Regional staff for the Contraceptive !ntroduction program include full 

time medical personnel in Campinas, Brazil and Bangkok, Thailand. They provide 

medical expertise and serve as liaison, in assisting with the initiation of users 

research and contraceptive introduction activities. 

The Population Council has worked extensively with collaborating institutions 

in conduct of clinical trials, establishment of a worldwide database, development of 

informational materials and training curricuum development and evaluation. 

Principal collaborators are: Leiras-tvedica, FHI, PIACT/PATH, AVSC and to a lesser 

extent JHPIEGO and the Population Information Program. 

V.3.1.4. Budget 

The overall budget for A.I.D. support to Contraceptive introduction activities 

excluding indirect support is $39 million or 18.5% of the total program. Total 

expenditures for NORPLANT', introduction have been $1.2 to $1.3 million per year 

between 1925 and 1987 with A.I.D providing 50% to 60% of the total (see Table 1). 
Expenditures for Copper T 380A introduction in 1986 were $217,490 and in 1987 

$169,000 with over 95% provided by A.1 D (see Table 2). 
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Table 1. Norplanto Introduction Expenditures 

YEAR TOTAL$ % AID 

1983 $146,775 15% 

1984 $690,375 38% 

1985 $1,29/,135 50% 

1986 $1,325,340 67% 

1987 $1,189,000 65% 

Table 2. Copper T 380A Introduction Expenditures 

YEAR TOTAL$ % AID 

1983 $290,225 69% 

1984 $96,870 56% 

1985 $21,897 30% 

1986 $217,490 97% 

1987 $169,000 95% 

V.3.2 Norplantw Introduction Activities 

The NORPLANT implant is an effective, long acting, reversible contraceptive 

developed by the Poptilation Council It provides continuous long term protection 

from prenarl(y by mvuun, of low dose, prog(.stin only impljrit that wre inserted 

beneath the ,r of a worona 's irl NOi'I N]". ,. a SIA (a,0J I1, ',yttem1 that is 

effe(tve for fPv y,fftrly ' drs. atr seumnid pnration sy loeu ilaepyeas, (aled 

NORPLIANIT " 2 uses.- only two implduts 
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The pregnancy rate for the method is less than 1 per 100 per year, lower than 

for oral contraceptives or most intrauterie devices and comparable to surgical 

sterilization during the use. methodfirst three years of The NORPLANTO is 

reversible at any time during the period of use; there is prompt return to fertility 

following removal of the implants. The most common sid, effect associated with 

the method ischange in menstrual bleeding patterns. These irregularities include 

more frequent bleeding episodes, spotting between periods, or amenorrhea. 

The Population Council's NORPLANTv research and development effort began 

in 1966 with exploration of release of steroids from silicone rubber. Since then, an 

extensive program of clinical research conducted by the Council's International 

Committee for Contraception Research (ICCR) has evaluated the effectiveness and 

safety of NORPLANT" in a variety of clinical settings, culminating in the critical 

regulatory approval granted in Finland, the country of manufacture, in 1983. The 

Council's goal, now that the R & D phase is essentially complete, is to ensure that 

this new contraceptive technology ismade available to women in both deve'oped 

and developing countries in a manner consistent with safety and high quality of 

care. 

In 1983 the Council, in collaboration with Leiras-Medica, and with other 

collaborating institutions, initiated a program to introduce the NORPLANT method 

into family planning programs around the world The first step, was the 

development of training f,jul , geographically placed in "elected deveioping 

countries TIhese (en..t ers were elected on [w1 sis of manythe yeairs of (linical 

experience with tle ntltod, and j popldtion of NORI IANI T' nusens ,ijffi( it to 

provide l .ani",,, with ,xperien( e wiltl implnt riemovl Well ill eftionas ,,s 

Traiuinj ( il , opf-,i ,ioal in Jal, arta (li i'd ,a), , di(j ,jiito ()or-n j](n (tie 

Do, inim aiA t j )",. , ni,., d, i i ,1(i ,I iI,,, , J, , ,,. , ' ,,11jpoI,,., 
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the method receive initial training. The training sessions last three days and consist 
of didactic instruction about the method, "hands-on" experience in the insertion 
and removal techniques, and instruction in proper counseling of acceptors and 
potential acceptors. The physicidns then return to conduct the pre-introduction 
trials in their own country setting. Family Health International is collaborating in 
the sponsorship of many of these pre-introduction trials and FHI serves as a central 

repository for trials date. 

Simultaneously with the development of training centers and the initiation of 
pre-introduction clinical trials, the Council is working with several organizations 

including PIACT/PATH to develop prototypic training, counseling and informational 

materials. These will be adapted to local needs when the NORPLANT method 
receives local governmental approvals for distribution and use in the various 

countries. 

The information gained in the pre-introduction clinical trials, and subsequent 

user acceptability and programmatic needs assessment projects guides the Council 
and collaborating organizat~ons giving technical assistance to country family 

planning programs 

V 3 2 1 Current Status 

The current status of NORPLAN ' r introduction efforts is as ollows: 

NORPLANT", has now received regtilatory approval for commercial or 

programm ,aticcitlibuto. iII leven (ourtri. I irilind, Sweden, Thailand, 

Indonesia, China, Coloimia,, [(wJ(jor, tle Ft,'pnll(, Peoru, 'i I unki. andR)'r,(,Jn 

Vene/u.la II I vural ,iddolorojl (ountrie,,, 5,ihr.'ion5 to reqid.i€tory uthorities 

are in prop,,ritior os und ,r ,'vi w I nira', M .di(, t1, . ru".+ %s0,lihtyfor all 

registration offru , I Ill ri-3 v Orug Appi(aton to t- 1JA i, tuvarI1 tomple d 
will be submitted 11i 19883 

http:Vene/u.la
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NORPLANT + 2 isapproved in Finland. Unfortunately, one of the ingredients 
used in its manufacture recently became unavailable and the product will have to 
b, reformulated. This will delay the timetable for introduction work of NORPLANTO 

2 significantly. 

Pre-introduction clinical evaluations of the NORPLANT'6 method are complete 

or ongoing in 26 developing cou:tries (Table 3) 
With the clinical aspects of the pre-introk iction evaluation well under way, 

emphasis has shifted to research into the determinants of user satisfaction with the 
NORPLANT, method. Based on a model developed in Brazil, a user survey has been 
conducted in the Dominican Republic. Another user study has been undertaken in 
conjunction with a clinical study in San Francisco and one is soon to begin in Mexico. 
FHI has begun user satisfaction surveys in the nlne countries in which it monitors 
trials. PIACT has completed focus-grou, interview-studies in Egypt, the Dominican 
Republic, Indonesia and Thailand, working with clinical investigators from 
Population Council sponsored studies The Population Council has now received 
non-A.I D funds to initiate a Comprehensive program of use research designed to
 
provide guidance to 
 family planning managers in preparatioii for wider 

programmutic use (,; th -Wruetlhod 

A draft training curriculum his been develooed in collaboration with PIACT, 
FHI and the Association for Voluntary Surgical Contra, Thepton (AVSC) 
curri(ulum will be t(estled in sele(tvd sites in 1988 Ir forniationdl materials for 
clinicians and (ounselor, ir,- nearly (unlipli 'td The (Ioun(l iiI ak1o assstin.j the 
World Health 0r.yn/,ti( o pre-paring, (orplprwhelsive pIljli(,nioli to guide 
Countrie,, wl, in(orp|lo the(j o t4. NOHV['i.NT 0. iiiiLthoio into ntional fimily 

plhmnn Iij |Ij ljiifrr 

http:NOHV['i.NT
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(able 3 Pre-Introduction Evaluations of NORPLANTV (NORPLANTO 2) Implants 

TRIAL PROGRAMMATIC 
COUNTRY SITES MONITOR INITIATED STATUS RESEARCH 

Bangladesh* 3 FHI Feb 1985 Follow-up FHI user survey 
Brazil* 21 PC July 1984 Follow-up PC user survey 
Chile" 6 PC Sept 1985 Enrolling 

China (PRC) 23 PC Oct 1984 Enrolling Training project 
Colombia* 7 PC July 1982 Enrolling PC user survey 

Dom. Republic* 4 PC Dec 1984 Follow-up PC user survey 

Ecuador* PC Mer 1985 Follow-up 

PIACT focus group studyTraining project 

Egypt* 

El Salvador* 

5 

4 

PC/FHI 

FHI 

Sept 1980 

June 1987 

Follow-up 

Initial 

PIACT focu! group study 
Training project 

Ghana' 1 FHI June 1987 
training 
Enrolling FHI user survey 

Haiti* 3 FHI Nov 1985 Enrolling FHI user su,,,ey 
India 10 PC Aug 1983 Enrolling Training project 

Indonesia 

Kenya* 

40 

I 

PC 

PC 

May 1981 

Apr 1986 

Follow-up 

Follow-up 

PIACT focus group study 
Training program 

Korea 1 PC July 1986 Enrolling 
Mexico* 7 PC Jan 1987 Enrolling PC user survey 
Nepal* 5 FHI Feb 1985 Enrolling FHI user survey 

Nigeria' 5 FHi Oct 1985 Enrolling FHI user survey 
Philippines' 2 FHI Feb 1985 Enrolling FHI user survey 

Senegal' 1 FHI Dec 1986 [nrolling Fill user survey 
Singapore* 1 FHI Feb 1985 Iollow up Fil user survey 
Sri Ianka* 3 FHI May 1985 1,rrolling FHI user stir ,ey 

Taiwan I PC July 1986 frrolling FHIl user sLirvey 
Thailand' 5 PC May 1980 (omplete P'!ACI fo( uS (roQi Stud ) 

TraenrJ prOje..t 
Tuinisia 3 WHO lhine 1981 lollial 

!'dilirl(J 
/arnbea I PC Mar 198t I 

(COurllrl#, i(In '.vh,(h USAif)l! ,$ oi '*(If t0 a l, AA . .##( *At 
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V 3.3. Copper T 380A Intrauterine Device 

The Population Council has played a leading role in the research and 

development of intrauterine contraceptive devices since the early 1960s. Research 

on the intrauterine contraceptive action of copper led to a new design, the Copper 

T,which combined metallic copper and polyethylene in a "T"-shaped IUD, providing 

a high level of contraceptive effectiveness. This "T"-shaped IUD was a smaller 

device than previously "Inert" IUDs such as the Lippes loop. The first Copper T IUD, 

the TCu 200, was introduced in 1973, and has now reached a wvorldwide distribution 

of over 30 million units. Continuous development efforts resuited in an advanced 

IUD, the Copper T 380A By adding more copper in the form of sleeves on the 

horizontal arms of the "T", the contraceptive effectiveness was increased over that 

of the TCu 200, while maintaining the basic comfort and safety o, the original 

Copper T.The Copper T 380A is among the most effective reversible contraceptives 

yet developed, and an important contraceptive option. This device received USFDA 

approval in 1984, and is now being introduced into family planning programs 

throughout the world It wll be marketed in the United States early in 1988 

Considerable (.ntroversy has surrounded IUDs over the past several years. In 

the early 1910s the DdW ..,oShield was ,lirod (ed into the U, iid other markets. 

This device hodd wi,lly design, (awsi fig eroJus medical pir ..hier for miany women 

who utse.l it I J,, the . koi Shield was remn;ove,j frO rn tle US market i 1914 The 

h,s pl),ced all 0.)s Innegative pubhli ty ove the D,jlko'i Shield IU .1 tii(],JtlV( It(1I 

amo b .1t pfovldJ.. , I polntill riso.rs of (or tr'.j(f ('piod mict 111'4 sIFv1(,S 

ant!I Collj)ioly *ir (Who) riiiirjg .1~lo i l(Ii ,1' llf( I'M% in th ie. A(i', Iif 

111ii ~ rf,I mi .i (oillt(,i 4.1)116 All110. toldc.4"w t 1 ', , ~ t ~ i Ilij 

ini thii latw /I f (it %o Family pei's- 'f O'* '.,' ~ ~ i I ' 
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copper IUDs when used according to labeled instructions, are an effective and safe 

means of contraception The Copper T 380A has been identified as an important 

method that should be available to women in all countries. Recently the Population 

Council negotiated a licensing agreement with a new company, GynoPharma, to 

introduce the Copper T 380A in the USA Previous agreements had provided 

licenses for manufacturing and dsitribution through both public and private 

channels around the world. 

In 1983 tile Council and PIACT began development of a package of prototype 

training and informational materials, designed to support the introduction of the 

Copper T 380A IUD. These packages were distributed to family planning leaders 

around the world, and played a significant role in the incorporation of this 

advanced device into ongoing programs. Approximately 5 million Copper T 380A 

IUDs have now been distributed in 30 countries Building on these materials, and 

the insight gained in the introduction of NORPLANT, , the Councii, PIACT and other 

agencies have kegun model country-specific needs assessment and training projects. 

(A case study of their first project undertaken in Bangladesh is included as Appendix 

4) Projects in three additional countries are in the planning stages. 

V 3.4 -uture Plans 

V 3 4 1 NORPLANTO 

The Council and collaborating institutions have begun to utilize the prototype 

training and nforomatlor)al materials, and the network of trained individuals to 

provide tchnical ,. iwtarnce to "in country" training programs. For example, over 

700 TMot p)iy',iciar, havu Ui_ trinred in inertioe wd retmnovdl t(chiiques Training 

poje(t are bein i-xpl(i J with It-,ajfi (In ,Itii ' and ,.iOb olo 

11w .oa~ wi~~nnq'I- ith (joverrirri-11t off" [.)I', if) ,4lt.f( (wirttie to assist 

if) in(orIouratii i, NOJ10[tJN 1, mt,,.rj~r~ ur f'3~I lo l l ivd(itjO 

to Ken~ya's p)~tbabjle (ii.',f tit pit(~.ijt- N(tOt4P , % it'~t.~iifI" jP~~~~ 
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clinics, non-governmental organization (NGO) facilities and other outlets, the 

Council began a dialogue with government program leaders and policy makers. 

This will culrninate in a country introduction strategy and the organizational 

upgrading needed to improve the abilities of concerned program managers and 

directors to manage this new method. Since this islikely to be the first undertaking 

of its kind in the region, it isexpected that Kenya's experience will provide a "case 
study" for other African countries as they develop an interest in introducing 

,NORPLAN P . 

Three elements of the ongoing comprehensive NORPLANT1 introduction 

program will be used to assist new countries wishing to begin using the method: 

the international training centers, the network of personnel in developed and 

developing countries experienced with the method, and a variety of prototypic 

informational and trairing materials. 

The Population Council will draw upon the experience that it and 

collaborating organizations have gained in the program that has been successfully 

accomplished to date. This will allow the Population Council to assist new countries 

in initiating a clinical experience with NORPLANT4 and in organi/ing for its 

introduction into family planning programs Experieni(ed personnel from 

collaborating agencies, along with Council inter regional ard field sta ff, will form 

the core of expertise Selected individuals frow many of the institut ions in 

developing (ounitries that hwve pr tic pa ted in th e pre introdur.tion clinical trials 

and in the user oriented re'carci p)rolects will also be called on to serve as 

consultants for needs asse',smenit, rnedic.:ii bdi(lstopping and te(h n (al ,ssistance 

a.ssgnments 

Wille it is imiportont to (ovuJIdE 100h11 )1h ,,,sd'sl,1((' 10 in t It1iOn1 In v (h 

country r)lnning iitrod( ion (if a (* 'l I'%ivf,t Intv, t(irh (uplIIIv , 411 

NJO RPLANT ,it i ,o ,') , , i,,,,fO t . 's Sp(eIlly i,, ',.OatI (', t- ,$,t l ii .4.t 
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service provision infrastructure is less well developed Accordingly, special attention 

will be given to the backstopping needs of African countries requesting assistance 

introducing NORPLANT, 

In order to prepare for the selection of participating countries, the Population 

Council plans to give the following planning and infrastructural considerations top 

priority as criteria 

* 	 commitment of the Ministry of Health to the objectives of the project 

* 	 confirmation from the local government or a specific donor agency(ies) 

of commitment of financial support for local Institutional costs during 

the course of the project ind for subsequent support to the introduction 

effort after the initial enrollment period 

* 	 documentation for the Popul,)tion Council and the manufacturer, Leiras 

Pharmaceutical, of local goverrmirent ipproval for eitler commercial 

distribution arid us, of NORPIAN I -,, or for (ornducting a study
 

* 
 adequate rsour(f.,, to ,Sur. appropriato. staffing in l)diics to perform 

insertions, rirnovis anrd cou usel poteritial users adequately, and to 

assure that the clinic fclities muet tl e criteria for proper aseptic 

condi io.s 

* 	 commit ierit from tire Ministry and part cipati rig clinics to collect clinical 

data througl one yer of lollo up or) 100 cases, using Population 

Couonril ,pprow'ed ;prot-((Jl arid re(ord foritm 

Alor;(j with O w iiiuil f souJl'(, , Iv'Ii,.l Ii froinr i ll,*.(lot 1|1 (i oti l)(.l's 

Cocolri(l, II (().ll ( l' I)n vi'11 	 ,i rdll ,l,( l I )' i,r l, ,);1)r1 lr ,ill 'll it ir of ,I IIIj 

leiras M (JI(c , h,h ai J wVI'lop,.1d o f ,, ( Uan.'t14) (f ( m ,wiIn t .11u(111,o 

http:wVI'lop,.1d
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management and other informational materials which directed to specifica 

audience important to the introduction process. 

* A product monograph is nearly complete, this summarizes the available 

information on NORPLANT . product profile, indications, 

pharmacology, mechanism of action, effectiveness, return to fertility and 

side effects. 

* Leiras, PIACT and the Population Council have prepared, and are now 

updating, a clinicians' Manual which provides detailed instructions for 

insertion, removal, clinical follow-up, and other issL'es critical to 

appropriate clinical management. SImil, r!-, a manual for counseling in 

the selection and use of the NORPLANTrI method is near completion, and 

is currently being field tested in several countries 

* Prototypic informational materials for users, which describe the method 

and provide important messages a bout its selection and use, 

understandable rnoneven by literate women, are being developed by 

PIACi in coll,ibor,, -n w.h the Populton Council anid I eiras 

* An inter,,gerwy task group reprsenting the Populdtion Council, FHI, 

PIACT arid AVSC is prep.)ring a stridardi,ed training curriulum The 

curriculum covers (ounselng, traI,ng of medicaI personnel, and other 

areas of importarie in estaiblisiing an "in (ountry" training program 

0 The Population Couril will (oritiuj progrtini of research on the 

deterinani nts of user ',tis,, ulon, vit lli; rJO IPIANI,', method and its 

servi(e (JPlivery sy e PIA( I ia, a ,rvlet(.d,, of group, si 

discussion', wit N010Jl1 Al, I' n m four ( ou n to gid 

infutfrialimoul rnot,,i' IJV.4 I(II)MIriit 

* This~ aray (f If.imi i andS urf2(.g( ),01n-1'nIk .111(j thev 01111,(,l 

it'S ('S ht '11(11, tl.,t t.I vf' 'tte'm 'v quuei (JuI" I 'it fo.s' 4f. " Pit 
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introduction evaluations will be organized into a -starter package" to 

provide a strong base for management, clinical and service provision 

personnel in new countries preparing for their own introduction 

programs 

0 The Population Council's strategy in this inter regional project will be to 

assist new countries in gaining Initial experience with the NORPLANT w 

method, in devising country sp2cific plans for Introduction and in 

acquiring the local or regional resources needed to implement those 

plans. 

Other Future Activities with respect to NORPLANTI,: 

U S A I D Cairo has processed a (waiver) allowing purchase of 30,000 - 40,000 

sets of NORPLANT" and a major training (enter may be established at Assiut 

A full time medical representative may be sited in Africa to complment those 

in Asia and ,itin America 

An intertntioiil iofiffren(e, tuned to coiiicid" with the FDA approval of 

NORPLANT ,isb. rig ( o r isidered This is some two years in the future 

The following iddi tiorial (ourtr iwe,have expressed interest In the NORPLANT49 

system Paama, Jaia, [olivia, [rkinat Fao, Uganda, Mauritits and Syria 

The (ontra(.ptive introdu(ction pro(jrnm 11" been sIA',sfl In est,blishing an 

infrastru(ture for th rri,JrJe'-rni-t of the NOR1PI ANT, ,rid Copper I 38OA IUD 

worldwide itroij lion Ill(,- Piepwltion Council fell that lnlt I (Auc.tion stritegy 

should rgo bl'yoreld Owu ini1i11.tep of fanrii.iimu.j a fancily Cfl~jiinqii pro(Pi.Jl with a 

new menthod New iithlods, ;).lrti(oilairly provid.r dei'.'udi'nt ir,itlcu., plae a 

special dtem i d on (In. 4'Ami,,lriq l.,iltlh (o.- in fiwtrmle i. !niri tin' en~tci1 phlese 

-I nii, Ii 

of the mnethIod 'Jmnd t pro'jn ' ~. '.1 , ll, '41 i11 %;).(1, 

of IntIrodu(I t ntjit i It i s.' i'fum -e'nepuI t i ,). *i.'-, i , , t I 4' ',i r ,I( iu1' v -r -'rr 4-I i iri ,-11 

10011 III d'v I'lopi f, 1 ifan .$ II11 

http:pro(Pi.Jl
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attention to maintaining quality standards of care and incorporating the user 

perspective. 

The Population Council proposes to continue evaluation of the programmatic 

areas that will impact on the successful utilization of NORPLANT', and the Copper T 
380A IUD worldwide In addition, these strategies wii be adapted to the 

introduction of other new methods during the year periodten 1988-1998. The 

Population Council's approach will be not only to introduce new methods into the 

health care system, but to aid in modifying the sy,.tem to meet the needs of the new 

method. The Population Council proposes to build their current managementon 

organization to ensure that Population Council Inter regional and regional 

programs have sufficient staffing to coordinate, develop, Implement and monitor a 

multifaceted international effort The Introduction program will include 

contilnuation and expansion of jctivities with N PIAN[', , the reformulated 
,NORPLAN!" 2, fdJ the Copper I 380A IUD A tlwiwV' p1 iae down, thIe Population 

Council will move toword thie introdution uf ne.,w ui'tliods, Including the 

!evonorgestrl-I r, t,,',siii ILJD, the progesterone vaginal ring ,rid j(lva ((-d barrier 

methods Th, P.)pill'tioi Coun(il will fo,(ts oil ',tti' tt ning (,apauty to respond 

to a wide ranfge of progrirn.,ji( (ritidi-ritoi' ',ijdh ai 

0 the ability to over See i brod bas.,,'d u,,4r urientred rese a r(h program that 

will diils inI the d'v'lnwhlp iv.nil 4)f i pr)ovd inuns'vlimq infomriition, arid 

rple h,iril"ni,, p hi iovrni f.t.dil'lu , 1I f'Io Iy pl, rif II' I prwpi l, i l ! 

*I tht (iivi'llnimr, te",iiiw ,,i,,l 'v.,Igg ,, r ,if .4 tnimrlr, ',Int (jy, 
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the insertion and removal and clinical management of clinic-based, 

provider dependent methods; allowing physicians and counseling staff 

to develop the appropriate communication skills and information base to 

ensure that potential acceptors make an informed decision about the 

contraceptive most suited to their needs and preferences; and 

overseeing the transfer and adaptation of a prototypic curriculum to 

different country settings; 

* 	 the continuation and expansion of the existing inter-agency 

collaborative network in ordor to maximize resources and institutional 

strengths as the programmatic phase of introduction begins; the 

development of a consultant resource database of international 

expertise in the medical, programmatic and communications areas, 

capitalizing on the existing international expertise developed through 

the NORPLANTI& experience; 

* 	 collaboration with other Research & Development organizations to share 

Population Council management strengths in contraceptive introduction 

with other public sector institutions preparing to introduce new 

methods. 

In addition to the above programmatic areas, the Population Council will plan 

to build upon its experience base in the areas of licensing, regulatory issues, and 

technology transfer. This will include interactions with the Population Council's 

Center for Biomedical Research and licensing organizations to fulfill regulatory 

requirements for availability and use of new methods, &nd working with licensees 

and appropriate "in-country" institutions to establish manufacture in those 

countries where demand issufficient and technological expertise isappropriate. 
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V ,3.4.2. Issues 

V.3.4.2.1. Effectiveness of Strategy 

Both NORPLANTt and Cu T380A face political challenges and the potential of 

bad experience discrediting these methods. [he avoidance of problems is a credit to 

the strategy and execution of the program. In the case of NORPLANTIV opponents 

have charged that an "unsafe" method is being foisted on developing country 

women (unsafe because A contains long acting steroids similar to Depo Proverao ). 

IUDs are under attack as causing infertility and "proven" unsafe because they were 

removed from the US market. 

The development of well thought out training and introductory materials and 

their use by skilled trained clinicians in research settings has allowed relatively 

trouble-free introductions. However, one drawback to this strategy in thc case of 

NORPLANTV is that there are only a small number of users - about 50,000 studied, 

with a total use of about 150,000 - and at a relatively high cost. 

The Cu T380A has FDA approval and therefore can be purchased by A.I.D. In 

addition it is not a new method requiring difficult and slow registration and 

training activities. Therefore, introduction has gone very rapicly with about 5 

million distributed so far. 

V.3.4.2.2. Speed in Implementing Strategy
 

NORPLANT1 introduction has been slow because of: 
 1) the complexity of the 

task, 2) the Population Council's careful apnroach to introduction 3) the need to 

work with other organizations, 4) the use of a non-FDA approved contraceptive, 5) 

the need to evolve a new and unique public sector program and to build an "in

house" and international staff and network for contraceptive introduction. 

It is a matter of judgement whether faster work would have been possible . It 

is the view of the ET2 that although the Population Council may have erred sni the 
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side of caution, the penalties of undue haste would have been severe and their 

course of action and pace while deliberate was prudent. 

In the case of Cu T 380A commendably rapid progress has characterized the 

introductory activities. The imminent reintroduction of copper IUDs into the USA is 

a major achievement which will be very important to stimulating use of the same 

device in developing countries. 

V.3.4.2.3. Staffing Pattern 

As described above the Population Council has a small full time Contraceptive 

Introduction staff in New York and overseas. Over the past 5 years the Population 

Council has developed substantial institutional strength and steadily improved its 

intrinsic skills and its capability to recruit and use other "in-house" staff (e.g., user 

surveys and communications expertise, CBR staff) and the skills of outside 

organizations. New contraceptives will undoubtedly be introduced more rapidly 

and more efficiently now that the pioneering work has been done. While 

additional staff may be needed there appears to be little rationale for significant 

staff enhancements at this time. 

This recommendation is, however, only relative to other programmatic needs 

under the cooperative agreement . Considering the magnitude of the task the 

Population Council is operating with a very small staff. For example, a druo 

company might have 100 to 300 sales representatives for the USA alone. 

V.3.4.2.4. Coordination with Other Organ;zations 

Ultimately NORPLANT" , must be integrated into private and public family 

planning programs to developing countries. Therefore early involvement of major 

organizations supporting family planning service delivery is very important and at 

some point Population Council must decrease its role as custodian of the method. 

Through an interagency task force the Population Council has systematically 

developed ties with and involved important organizations, e.g., PIACT/PATH, FHI, 
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AVSC, and to a lesser extent WHO and JHPIEGO. However greater effort is needed 

in the future to increase involvement of potential donors, e.g., World Bank (IBRD), 

UNFPA, trainers e.g., JHPIEGO and delivery organizations e.g., IPPF, IPPF/WHR, 

Pathfinder and FPIA. An important limiting factor in many countries is the product 

registration now handled by Lieras. Since Lieras is a small company it often works 

through other organizations to achieve product registration. Consideration should 

be given to speeding up this effort, and because the USFDA'S approval is highly 

influential on overseas registrations, completion of the NDA to the FDA should have 

high priority. 

V.3.4.2.5. User Perspective Studies 

Although these studies have been employed as a management tool, they are 

not predictive of ultimate acceptability of the method because the trials are in high 

quality clinics, i.e. those which are of a quality which is amenable to introductory 

trials. 

What can be determined from such studies is what introductory methods are 

or are not working well. A principal finding from both focus groups and survey 

research is that problems of dealing with the authority figures in clinics' personnel 

are critical. 

It has been found that: 1)provision of detailed risk-benefit information isvery 

important - not just for NORPLANTI , but for all methods. 2) counseling about 

anticipated side effects helps clients make informed choices and prevents drop outs 

- the original fears of "scaring away women" have proved unfounded. 3) 

psychological support is critical to acceptability - one dspect of this is access to 

needed medical instruction to care for any side effect 4) experience both on the 

part of the clinics and users improves the acceptability and continuation, 5)spouses 

need to be involved 
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The Population Council acknowledges that user studies cannot be carried out 

everywhere, but they believe that NORPLANT isso different from existing methods 

that failure to consider user needs would handicap the introductory effort. 

The Population Council believes both studies of user needs and insertion 

techniques are essential. Experience in Brazil bears this out. The Ministry of Health 

(MOH) in Brazil became concerned about lack of informed consent and 

misinformation. However, the availability of the user survey which looked at three 

sites and the overwhelmingly positive responses on the part of users, allowed local 

NORPLANT4 study personnel to confront the Sao Paolo state government and MOH 

personnel with the facts throughout 1986. They were able to demonstrate the 

value of the method and convince the authorities of the safety of the clinical trials. 

The studies are also useful to improve the dialogue with feminist groups 

whose active opposition were it to occur, might hamper or even stop availability of 

a method. This too was important in Brazil. 

The International Womens Hc-lth Coalition (IWHC) and the Population 

Council will hold a meeting for feminist leaders on what is new in contraception. A 

follow-up meetung to encourage continuing dialogue has involved US and overseas 

groups in discussing their concerns. 

V.3 4 2.6. Country-Specific Informational Material 

The Population Couricil strategy is to develop prototypic materials which can 

then be used by specific countries and regions There are too many countries for 

them to take responsibility for development of all country specific material. PIACT 

has prepared a Spijrmsh lingiage version and India has already developed its own 

country specific nmter(,ls 

The [12 (onsid:r the printed informational materials developed by the 

Population Council ,Jind collaboratlg institutions to be of high quality, complete 

and readable The strategy of preparing prototype materials seems appropriate. 
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The Population Council has noted a failure on the part of some countries to make 

wide enough distribution of informational materials. 

V.3.4.2.7. Interaction and Coordination 

Because the contraceptive development and introduction staff are close 

together physically and because initial contraceptive introductions have often been 

carried out at the ICCR clinicians' own institutions, there has been a high degree of 

communication between CBR and Contraceptive Introduction staff, including a 

formal committee, the NORPLANT Working Group. The high quality of 

Contraceptive introduction activities and materials doubtless owes much to close 

ties with the contraceptive development expertise available in the CBR. 

V.3.4.2.8. Staffing 

The Population Council has developed a unique vertically integrated public 

sector program to develop and introduce contraceptives into developing countries. 

Analogous institutions in the private sector, i.e., drug companies typically spend 

tens of millions of doliars each year on R & D and marketing and overall 

employment levels may be in the thousands. By the standards of an ideal program, 

the Population Council effort isunderstaffed. However given total funds available 

and the uncertainty of funding levels year to year, the ET2 considers staffing -- with 

a few exceptions -- to be appropriate These exceptions are discussed in Se-tion VII. 

Overall Staffing Pattern. 

V 3.4.3. Conclusions and Recommendations 

a) The Evaluation Team was impressed by the overall high quality of 

contraceptive introduction activ:ties. The very careful approach included an almost 

unique activity by taking into consideration the prospective of potential users. 

Information mdteridls required for all levels of users for example, professionals, 

policy makers and clients were of the higk-st quality, 
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b) Speed of progress with respect to NORPLANTO introduction was slower 

than desirable for the following reasons: 

" They need to build institutional capability 

* The requirement that most introductions be carried out on a 

research basis 

* Cost has limited availability of NORPLANT6 

* The lack of a USFDA approval together with the relatively small size 

of the Lieras Company has hampered product registration in many 

countries 

* Field staff has been of limited size 

* The Population Council has chosen a very careful, deliberate and 

high quality introduction strategy. The ET2 recognizes that some of the 

reasons for a deliberate pace were beyond the control of the 

Contraceptive Introduction program staff. 

c) The introductory activities relating to the Copper T380A have proceeded 

quite rapidly and the anticipated re-introduction of Copper IUDs into the 

United States is a major achievement which will facilitate the widespread use 

of this device overseas. 

d) The Population Council should seek the support of major donors for 

NORPLANT " intrnductory activities. It may be particularly valuable to have the 

support of donors which do not require a USFDA approval prior to purchase 

and distribution of contraceptives, i.e , the UNFPA and World Bank. 

e) A.I D should consider enhanced distribution of NORPLANT on a 

"esearch basis ifit is unable to wave the current policy relating to distribution 

of non-FDA (ipproved drug,,,oid devices 

f) The Population Coincil should increase involvement of major service 

delivery programs, donors who support such programs, and technical 
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assistance agencies in their contraceptive introduction activities. Good 

collaborative arrangements exist with FHI, PIACT/PATH, PIP and AVSC. 

Principal agencies with whom greater involvement should be sought include 

the World Bank, UNFPA, IPPF, IPPFf/VHR, JHPIEGO, Pathfinder and FPIA. 

g) The Population Council should work closely with Leiras to ensure that 

each country's product registration activities go forward with as little delay as 

possible. 

h) The Population Council should consider increasing the field staff by one 

or two persons particularly in Africa. 

i) The Population Council should ensure that in depth documentation of 

contraceptive introduction activities including user perspective studies are 

carried out and are broadly disseminated to the population and family 

planning field.
 

j) Funding should be increased to accommodate more staff.
 

Vl. FAMILY PLANNING PROGRAM COMPONENT 

VI. 1 Overview 

The purpose of this component is to allow the Council to improve the 

implementation of family planning program efforts in developin- countries 

through the conduct of field based projects, technical assistance and other 

activities. This program is intended to build on the Council's prior family planning 

research, eva!uation and policy development activities in Asia, Latin America and 

the Midd!e East, arid to extend expertise in t is area to Africa 

VI 1 1 Supported Proje(ts,, nd A(tiv ities 

A list of progrornmatic , tivitie ,jpproved -rid funded by A1 D since 1983 

under this coop:rctive greement isgiven iiAppendix 5 I hese activities generally 

fall into four brodd ctegories, exploratory program development, incountry 
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technical assistance, operations research projects, and production of information 

and education materials. These are briefly described directly below. 

Exploratory program development has been limited largely to Africa. From 

1983 onwards, Council staff have traveled to various African countries, notably, 

Nigeria, Kenya, Zaire, Zimbabwe, Rwanda, Zambia and Mall, and have identified 

needs and worthwhile opportunities. These probings have led over time to several 

technical assistance activities and projects that either are completed or currently 

underway, and to several project ideas in various stages of proposal development. 

(See Appendix 6.) 

Exploratory program development is now an intrinsic and active aspect of 

ongoing technical assistance and program monitoring travel by Council staff and 

consultants in Africa. 

Several short- and long-term technical assistance activities have been 

conducted under the agreement. Examples in Africa include assistance to Rwanda 

and Mall in the development of family planning services statistics systems, assistance 

to Imo and Plateau States in Nigeria to develop five-year family planning strategies 

and plans, arid on-going technical assistance to operations research projccts in 

Zimbabwe and Zaire As an indirect benefit of A I D funding, the Council has 

established with non A I D fun',ing long-term techni al assistance relationships 

with sub-Saharan Africa n national programs, notably, Zambia and nine coLntries in 

the Sahel region (through the Sahel Institute in Mai) 

A most signifi(d nt Iong terrr te (h ni l jssmatari(e effort supported under this 

agreement is the (ori il' work with the liglq(kjdlh Ministry of Health and 

Population Control and International Conire for Diarriheal Oiwase Rwtsearch, 

Banglad (I([lUD, II) The Couwrl hw, ',il lipted fjily planning, MCH and 

demogrphi( re;,eat(h ii Biangladesh i (e 19/2 fiuiding under the cooperative 

agreemernt since 1984 has allowed cont, ued field rewearch and extrdction of 
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lessons learned to assist Bangladesh program managers to shape program policy 

and management decisions. Council staff are now engaged in documenting the 

operational research paradigm that has evolved in Bangladesh and are exploring 

potential applications in other countries with similarly weak bureaucratic 

infrastructures, particularly in Africa A synopsis of the Bangladesh field research 

model isgiven in Appendix 7. 

Other significant technical assistance effoi Is supported under this cooperative 

agreement include a 1987 review of Indian population program policies and 

guidance to the Mexican Social Security Institute (IMSS) in conducting a cost-benefit 

analysis of the IMSS family planning program. The results of both of these efforts 

are affecting national policy and program management practices in the respective 

countries. 

The third major category of program activity supported under this cooperative 

agreement are in-country operations research projects. These have been developed 

following exploratory needs identification and program development trips and 

they are normally courpled with short- and long-term technical assistance 

commitments [ihere have been seven such projects funded under this cooperative 

agreement These are 

0 	 Zimbabwe, The Kubatsirana Project ---the purpose is to test the viability 

and effectiveness of an integrated approach to promoting family 

plannir,,j and expandirg family planning services through women's 

income (enerting groups Status. Current, in third ind final year 

0 Zaire, The Kariaga lic'-iarch !Project the purposes are to determine the 

derviand foi ru(Jer (u tracepltio in rural ats,w,, to rneasuwre how much 

the deonmnd tormoerico ratelliption (in inrease under optimnal .tlpply 

conditions, wnd to iriorporate W~V information aind prevenition activities 
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as part of general family planning activities. Status: Current, in first of 

three 	years. 

* 	 Colombia, The FLindacion Santa Fe de Bogota Project. - The purpose 

was to test the cost and use effectiveness of integrating natural family 

planning methods into comprehensive health care systems. Status: 

Completed. 

* 	 Mexico, IMSS Cost Benefit Analysis Project - the purpose was to evaluate 

the benefits resulting from the IMSS family planning program in relation 

to the cost of carrying out this program. Status: Completed. 

* Bangladesh, Support for Operations Research Bangladesh in the 

purpose is to improve the efficiency and acceptability of family planning 

programs in Bangladesh through the support of various operations 

research activities in the Matlab and Expansion Project areas. Status: 

Current. 

* 	 Peru, The San Marcos HIV Project -- the purpose is to learn if a special 

family planning service in a health center serving high risk women can 

increase contraceptive prevalence and appropriate HIV prevention 

behavior among the high risk women. Status. Current 

* 	 Peru, The Prisma HIV Project - the purpose is to assess the impact and 

effectiveness of various HlIV information and prevention activities. 

Status Current 

The fourth major type of activity supported under the (ooperativl agreement 

is production of reports and irforrmition arid vducationr materials Materials 

produced to date uridef the su bagr eeer tIFml iide the followin g 

* 	 A videotape douinittit thc,operatioris resear(h project on household 

distributiorn of (Init it B.epiveS[loy,)(.a, Colombia 
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0 A camera-ready copy of the manuscript, Egypt: Demographic Responses 

to Modernization, edited by Awad M. Hallouda et al. 

* 	 Reprint of Handbook for Family Planning Operations Research Design, by 

Andrew Fisher et al 

* 	 A report, Analysis of Population Policies and Programs in India, by 

George Brown et al. 

In addition to the above, a number of research reports, particularly of the 

Bangladesh project, have been published in professional journals or presented at 

professional meetings, and there are plans to publish and present the results of 

other operations research projects and investigations funded under the ccioperative 

agreement once they are completed. 

A final type of cooperative agreement supported activity has been funding of 

the Council's Bogota office. The office, established since the 1970s, has provided 

technical assistance, program monitoring and research services to several projects in 

Colombia In recent years, staff of the office have become involved mainly with the 

development and monitoring of INOPAL projects in Colombia, Costa Rica and 

Panama. See Appendix 8. 

VI. 1 2 Fundi.nq 

Of the three main components of the cooperative agreement, family planning 

programs receives the smallest share of funds. A total of $3.4 million has been 

approved by AI D. from 1983 to date for the family planning program activitiec 

component of the cooperative agreement. This represents 16.2 per cent of total 

amount of $21 million awarded by A I D. to date (22.3 percent if indirect costs are 

excluded from the bIse) 

U S A I ) /Mi sion "buy ins" and A I.D /Washington "add-ons" constitute a 

signi flcant 0,ar. of funds obligated for this component Most of central AI.D. 

funds have been used in Africa as a result of Population Council exploratory and 

http:Fundi.nq
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program development initiatives. "Buy-in" and "add-on" funding has been used 

mainly in Asia and Latin America. Projects and activities supported with "buy-in" 

funding are so indicated in Appendix 5. 

VI.1.3 Management and Staffing 

The family planning programs component ismanaged from the International 

Programs Division which has primary responsibility for overseeing all of the 

Council's work in developing countries. International Prograrm's (IP) 'work 

encompasses a broad range of activities. The principal program emphases for IPare 

operations research and evaluation in family planning; the world-wide introduction 

of Council-developed contraceptives; determinants of child health and mortality; 

enhancement of women's par-ticipation in development programs; and developing 

human resources and institutions. Publications, workshops, and seminars are 

integral to disseminating the results of these activities. Given the broad mandate of 

IP, there is a mutual interdependence with the policy development activities, 

biomedical research and publications work of other divisions of the Population 

Council and, indeed, linkages and communications between IP and the other 

operating divisions of the Council appear strong. 

The work of IP is managed from an interregional New York office, which 

currently administers the Council's expanding activities in Africa, and by regional 

offices in Bangkok, Cairo and Mexico City. In addition there isan extensive network 

of sub- regional offices and country representatives located in Bangladesh, India, 

Indonesia, Zambia, Mali, Colombia, Brazil and Peru. 

Professional staff at the end of 1987 included the Director, three Senior 

Representatives, 25 Associates, and seven Consultants. This includes 21 

professionals based in 11 developing countries who maintain regular contacts with 

many other countries III each region. 
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In recent years the Council has devoted considerable attention to developing 

its management resources for sub-Saharan Africa. The Africa program is currently 

managed from New York under the supervision of the Director of IP who is the 

Acting Senior Representative for sub-Saharan Africa. Three additional New York

based professionals are dedicated full- or part-time to program development, 

monitoring and technical assistance in sub-Saharan Africa. A staff assistant is being 

recruited to manage the expanding administrative requirements for this program. 

This new position, according to Council staff, will allow for better monitoring and 

coordination of the sub-Saharan Africa program, including liaison with donors. 

It is the Council's intention to place and delegate management responsibility 

for the sub-Saharan program to the field. The Council has placed two resident 

advisors in Zambia and in Mali. The Council is presently negotiating with the 

Government of Kenya to establish a regional office, and expects to place a senior 

representative in Nairobi by the end of 1988. It is envisaged that the senior 

associate will be responsible for Council work in East and Southern Africa. In 

Senegal, the Council is negotiating with the government to establish a sub-regional 

office in Dakar, which will be responsible for work in francophone Africa. The 

appointment of the senior associate to be based in Dakar is well advanced, and it is 

anticipated that the recruited individual will be in place by April 1988. 

With the expansion of management capacity, both in New York and 

increasingly in Africa, the Council will be in a stronger position to expand its work 

and to engage in the long-term technical collaboration that is necessary to build 

strong population policies and programs in wub-Saharan Africa. 

The A.ID. cooperative agreement directly supports only a relatively small part 

of the IP's staffing and field structure New York positions currently funded by the 

cooperative agreement include one Senior Associate (part-time), one Associate 

(part-time) and one Staff Associate (full-time). In addition, the cooperative 
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agreement currently supports an Associate (full-time) in Bangladesh with 

U S.A.I.D./Dhaka "buy-in" funding. Part of the costs of the Bogota office are also 

supported. 

The following conclusions can be made about the Council's management 

structure and staffing, especially as they relate to the family planning programs 

component of the A.I.D. cooperative agreement. First, the Council has an 

extensively developed field network to which substantial authority has been 

delegated for developing, monitoring and assisting field-based programs and 

activities. Second, the professional staff in New York and the field have a well

deserved reputation for their high quality, commitment and productivity. 

Furthermore, whe'ther in New York or the regions, they are pre-eminently field staff 

who are in close tune with developing country needs and realities. Third, the family 

planning program activities supported under the cooperative agreement have been 

well-informed by and benefitted from the Council's extensive field structure, only a 

small portion of which isdirectly supported by the cooperative agreement. Finally, 

the Council's largely successful effort to develop an effective management structure 

for sub-Saharan Africa, primarily with non-A.I.D. funds, is in alignment with A.I.D.'s 

own priority on Africa. 

VI.2 Review of Program Development 

This section reviews the effectiveness and appropriateness of the Council's 

identification, selection, development of program activities and projects. 

The family planning programs projects and activities developed by the Council 

under the cooperative agreement that are discussed in Section V1.1.1 are rather 

diverse and wide-ranging. Considered in isolation their selection appears fairly ad 

hoc. However, program development activities must be viewed in the total context 

of the Council's overall international program and its extensive developing country 

field structure which is supported only in small part by the A.I.D. cooperative 



agreement. In fact, the Council has a comprehensive international program and 

strategy with program emphasis in operations research and family planning 

program evaluation to expand low-cost contraceptive availability and use; 

investigations into the determinants of child health and mortality; enhancement of 

women's participation in development programs; and incorporation of population 

factors in the development process. To this set of program priorities, the Council 

recently added field research in the relationship between family planning programs 

and HIV information and prevention activities. All of the cooperative agreement 

funded activities fit into this framework which itself is largely consistent with 

A..D.'s own priorities and emphases. 

From the review of project documepnation and discussions with Council staff, 

it appears that projects and activities are carefully selected for their strategic value 

and impact potential. The Zimbabwe Kubatsirana project, for example, will allow 

testing of potentially lower cost alternatives to the national community-based 

contraceptive distribution program as the Zimbabwe national program looks to 

future sustainability. The technical assistance in 1986 to two Nigerian states in 

developing their statewide five-year plans for expanding family planning services 

produced prototypes for the development of plans in other Nigerian states. The 

new operations research project in Kanagu, Zaire will be critical in measuring 

demand for contraception in rural areas and testing pilot approaches in meeting 

and increasing demand. 

The two HIV operations research projects in Peru are on the cutting edge of 

field research in whether and how family planning services can be successfully 

linked with HIV information and prevention activities. In response to concerns 

about the rapid spread of HIV in central Africa, the Council isundertaking a project 

to develol: a computerized model that projects future trends in the annual number 

of HIV deaths, the number of HIV cases, and the prevalence and incidence of HIV 
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infection in populations with the African pattern of HIV transmission. The model 

will be made available on diskette for use in micro-computers and is of enormous 

potential value to health program planners and managers in Africa. 

Of special importance not only to the Bangladesh national family planning 

programs but to national family planning programs in other countries with poor 

infrastructures, is the Council's work with the Matlab and MCH/FP Extension 

Projects in Bangladesh. This work, funded by a U.S.A.I.D. Mission "buy-in", has 

directly influenced national family planning program policy structure and 

management in Bangladesh's particular bureaucratic setting where the ability to 

utilize effectively research findings to affect structural and policy change has been 

very limited. The Bangladesh research decision-making model is of obvious 

potential value in other national family planning program settings with similarly 

weak infrastructures and rigid bureaucracies. The Council plans to assess the 

relevance of this model in Africa. 

Another critical area with long-term potential impact where the Council has 

effectively worked has been with the provision of on-going technical assistance to 

fledgling national family planning programs in institution building and 

development of service statistics and management information systems. In the past 

the Council established successful technical advisory relations through resident 

advisors and other mechanisms in a number of countries including Tunisia, 

Bangladesh, Colombia, the Dominican Republic and El Salvador. Long-term 

technical assistance relationships are now being developed in African countries. 

The Council has undertaken a long-term technical assistance and research program 

in Zambia. This ,entails the placing of a resident medical advisor in I.usaka who 

works closely with the Ministry of Health arid the Planned Parenthood Association 

of Zambia to develop a broad range of programs including improved management 

information systems, operations research, activities to design outreach family 
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planning programs, and ways to more closely integrate various agencies involved in 

family planning. Work has also been undertaken in helping to design HIV public 

information programs, and in broader population policy assistance. 

In the Sahel region, the Council has initiated a major new project with the 

Sahel Institute based in Bamako, Mali. This project will provide evaluation and 

research technical assistance to the nine member countries of the Sahel Institute. A 

resident advisor on evaluation was stationed in Bamako in October 1987. This 

project builds upon close collaboration with the Sahel Institute in demographic and 

social research activities over thepast seven years. 

The Council has for many years worked with institutions in a number of 

African countries to build up their capacity to undertake training and to perform 

research. Most recently, this work has focused on the Universities of Zimbabwe and 

Nairobi. In Zimbabwe, the Council has worked with the Department of Sociology to 

develop a Masters level training program in population. This program has now 

been approved by the University, and is about to be initiated. The Council has 

provided technical assistance, and has assisted in identifying funding sources. It is 

expected that this long term project will require continued Council partlcip.ticr,. In 

addition to the training program, a number of Zimbabwean social scir:Lists will 

receive training overseas, and funds will be provided for resident acad-r-,-c support 

until such time as the Zimbabwean professional capacity is expanded. Training will 

be provided not only for Zimbabwean students, but also those in neighboring 

countries. 

In Kenya, the Council has worked with the University of Nairobi for the past 

ten years, in developing a Population Studies and Research Institute (PSRI), A new 

director of the Instltute i interested in expanding collaboration with the Council, 

and in undertaking family planning program relevant research. It is anticipated 
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that the Council will have continuing close professional relationships with the 

University of Nairobi. 

It should be mentioned that, with the exception of Bangladesh, virtually all of 

the Council's long-term technical assistance and institution-building activities are 

relying on non-A ID. funding for their support. They nevertheless are of direct 

relevance to A.I.D 's support for international population assistance. 

In summary, as the foregoing examples should amply illustrate, the Population 

Council's selection and development of family planning projects and activities have 

been appropriate, are undertaken vvwithin a consistent framework of program 

priorities, are in accord with A I.D.'s own interests and priorities, are generally done 

with an eye on their strategic value and potential impact, and have a long-term 

underlying aim o developing local capacities and infrastructures. 

VI.3 Review of Regional Programs 

VI 3.1 Sijb-Saharan Africa 

Specific sub-Sahar<ln African programs have already been discussej. Also 

previously discussed was "e Council's largely successful and continuing effort to 

develop a strong, decentralized field office structure in the region staffed by well

qualified professionals Thus this section will brifly comment on significant issues 

of the Counl's s-b Saliarain Africa program tnat have riot already been discussed, 

and to sunmarie recommendations of specific relevance to Africa. 

Council staff repeatedly affirmed that monies provided tinder the cooperative 

agreement were a crucuil input enabling the expansion, development and 

matiration of the Counrcil's overall sub Sahrani Africa program Although the 

Council relies an ,(everl donors ird funding sources for siub Salaran Africa 

activities, A I D (ooprativ, igre (,iiit fiiidilg for lieadqitiart.rs staff timne, travel, 

in-house projects arid s>elected sub awards to local African institutions provided the 

wherewithal arid flexibility needed to forge a comprehensive strategy and 

http:lieadqitiart.rs
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management structure. In particular, the exp!oratory program development 

afforded by A.I.D. funding, especially in the first years of the cooperative 

agreement, a!lowed for a balanced assessment of needs, identification of priorities, 

and the development of a cohesive strategy for the region. 

The Council's program in sub-Saharan Africa has now reached a critical take

off stage. Needs have been, and continut, to be, assessed. Projects arid project leads 

are being developed (see Appendix 6). Field staffing and management structures, 

while still being evolved, are well-positioned to develop and support programs. 

And, an extensive network of institutional and professional relationshlip has been 

cultivated and is ready to be tapped. These are major accomplishments for a 

difficult region and the momentum of this effort should be sustained. 

Another important conclusion with future relevance is that the Council has 

demonstrated with its Zimbabwe and Zaire projects its dbility to develop and 

undertake operations research InsubSaharan Africa In addition, it has undertaken 

extensive teclnical assistance activities in several countries to develop investigatory, 

operations research, service statistics and manageinent information systems and 

skills (In addition, the Council has extensive operations research capacity and 

experience in Latin America (with its INOPAL project) anid in Asia (with the Matlab 

and MCH/f P Extension Projects in Blangladesh), and these ca inform and benefit 

new operations research intiatives in sub Saharan Africa While it is understood 

that an A ID operations research corntr(ct will be competed in 1988, and the 

possibility exists that the Council may riot win the (ontract, we believe that it would 

be a consideraible loss to famlly plnnifiq prograr,, in Afri(a riot to have toccess 

the Council' (apacrty arid expertise Continued A 1I) funding of ,elected 

operations rsearch ,_tivitis of tlhe Co(il ii Afti(, should be perritted (perhaps 

through "buy iris") even if the operations rese, c conrLact is awa(Jrded to another 

lSt itLJt or 



116
 

In sub-Saharan Africa, the infrastructures are weak and there is limited 

capacity not only to undertake program-oriented research but to translate research 

findings into useful decisions and activities on program policy, structure, and 

management. 

We were also impressed with the extent to which the Council has carved out 

an apparently unique role in establishing long-term technical assistance and 

institution-building relationships with numerous national family planning 

programs, particularly in the areas of developing service statistics, management 

information systems and program research arid social science investigatory 

capacities. As previously nientioned lorigterm assistance is now underway in 

Kenya, Mali, Zambia, Zaire and to nine Sahel countries through the Sahel Institute in 

Bamako. 

VI 3 1 1 Recommendatio is 

ET2 recommends therefore that. 

a) Under a niew (ooperative greement, A.I.D. continue to provide flexible 

funding to the Popultion Council for its sub-Saharan Africa family planning 

program a~tivites so thait the Council can maintain and accelerate its forward 

momentum In the region 

b) A I D (ontinue to fund and util/e the Coun1cil's extensive capacity to 

undertake In sub Salharan Africa family planning program evaluation and 

operations rewajrdn 

c) liI the -,ub Sdlhdrl (ontext, tlie Coumcil's work in Ban ladeshl may 

provide a useful rmudl and we support the Counil's intnition to adapt it to several 

sub-Sahara,m (oitmu', 

d) 11 tlhe n.Xt (0OperdtlVe greernenIt the PopuAtion CounJl's long term 

1eCOnIIcal assistanici! ,ard institut ion building role III stub Saharan Africa be explicitly 

recognized aind supported through1 the fllocation of fuids for these ativities 



117
 

V1.32. Asia 

Virtually all the Council's activities in Asia under this cooperative agreement 

are supported through the "buy-in" mechanism and these have been limited to 

"buy-ins" from the U S A.ID.Missions in Bangladesh and India. Both "buy-ins" have 

been for significant and fruitful projects in areas where the Council's Interest are in 

accord with those of the respective U.S A I.D. Mission's. 

It was beyond the scope of this evaluation to review comprehensively the 

Counol's important Bangladesh progran funded through a Mission "buy-in." 

Presumably this will be assessed separately at some point by the Mission itself. 

Nevertheless, it seems clear that the Council's work with the Mat!ab and MCH/FP 

Extension Projects has had j great impact in Bangladesh and the operational 

framework model for this work deserves adaptation and testing in similar settings 

of other countries, particularly Africa 

VI 3 2 1 Reconirnendations 

a) Although it seems unlikely that scarcer central A I.D. funds will be 

allocated for the Council's family planning program activities in Asia, it is 

recommendd that the Council retain the dpaty to use central A I D funding in 

Asia for mutually agreed, IiighI levrage projects arnd J(tivities 

b) We support the Coinll's intention to adapt the Bangladesh model to 

other settings and to docunent the system ald publish results so other5 can also 

benefit from the ,xperieii(e, 

V, 3 3 I at in Arm'r i a 

The Cot(il',, 4--xii,sivi , program in Ittin Arneri(a is mana,1,ged by its Mexico 

City regional of fiu' Jflid throuigh (ouritry and siub regionail repre(sentatives in 

Colombia, l'',rii and)( Hiiil Withlli p~ to famiily ptaimii pirogjram tictivitios, the 

bulk of thesi, are don, , oper,,tion r.,e,rde through the IN(OPAI projec t under a 

separate A I 0 (ontrat Iliamily planii ng prog ran activities funded under the 
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cooperative agreement have been relatively few, especially when compared to 

Africa. These have included a natural family planning operations research project in 

Colombia, a cost benefit study of family planning programs in Mexico; the 

videotaped documentation of a conmunity based distribution operations research 

program in Colombia, two Iliv and frmily planning operations research projects in 

Peru, and partial support for the opeational costs of the Council's country office in 

Bogota 

The funding of the operatdional costs of the [Bogota office under the 

cooperative agreement is somewhat aononalous This was justified for historical 

reasons. tile Counci.l las hod an office in Bogota since the early 1970s and there 

were several imupoftan t program'i activiti,:s amid relatiof si ips that were worthy of 

continued support at thile tinre tle (ooperotive agreement proposal was developed 

in 1983. However, since 1983 it is clear that Ike Bogota office is increasingly 

engaged iii operations ii.,ei.mriland works u der the aegis of thei, INOPAI. program. 

(See Appendix 8 ) Whilc it seer. ,pporentthat projects and activities developed 

and maage(d by tlhe ,ate and worthwhile, it is not clearico(Jot, office are ,pl)ropr 

why these ,hould riot ho totlly sibsurued uride. the INOPAL prograr Ilowever, 

the INOPAL. (ontract with A I D will soon expire and A I D will again issue a FP for 

the Lati n Arneric a operations resva rclh contract, for which the CounIci(I intends to 

compete 

Riegardles, of wihether tire Council wins tile tiext Latin America operations 

researcf (ontract, tire Council's long starnding presun(e ii latin Amyerica, its 

operations r,,smartr experience, ,(id irack record, ind tle pn*sri-.,ce of a field 

strii(t re to.) riarraje it-, regjioral pogri i%a ( sit,rable resource for A I D. and,omi 

thle rntemriatiomr.,l l,1r111y planning uintimnmmirrilty 
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VI.3.3.1. Recommendations 

It is recommended therefore that. 

a) A D. consider providing short term bridging support for the Council's 

Bogota office until a decision on the Latin America operations research contract is 

reached The Council 0Alould .irefully (onsider w )ether to fold support for tile 

Bogota office in their next proposal for the operations reseorcli contract 

b) Uider the next cooperative agleenvit tile Coun1cil continue to be 

allowed to respond to worthy targets of opportunity in I atin America that cannot 

be supported by A I ) through other niechanismns, or where the Council clearly has 

the expertise and a.k)pacity to delivery quality results in timely and cost-effective 

ways 

VI.4 Managemnent of Cooperative Agreement 

The scope of work did riot permit a careful review of the Council's 

managemerit of fmuily pl,r inii project ,Jnd of the cooperative agreemeit itself. 

In particular, there were rio visits to fi,,Id projects or di ,ssoris with developing 

country (oiiiiterparts of tl. Council ad with H S A I D M ssions Inipressions are 

derived from (Ji%( ujs'.ions with A 11) wAsimirtomi persoinnel who dlid riot express any 

serious (oncerns or (onip l, its, ,ind from discijssion with Council staff and review of 

documentation ,upph(d by tli Coun(il 

It doe', rievrtliol,,,s ,ippear tha,t the Council is doing a good job in managing 

the workload, sil)l(rtiig fIeld ,(tivitis, complying with A I D '.requiremenits, and 

respondiig to A I ) '., r With few-w e:xcptiosl, proj,(ts al)per (oumpleted in a(li -nos 

timely a1,1nriner (I) sIto (onorini( (site visits) ,,11d proj,(t reportiln w.Is riot 

identified ,,,i problvnn ')tlff re-,)r,', hivc explnded rind struotures have been 

adopted to meet.- the 4rowingq ( hiillerige ini Africa 

IhI one ,art,, whe.re, %orml:.riunior improv.rments can be iitade is that of 

reporting to arid li, ison with A I D Both Council amnd A I D staff, for example, 
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expressed dissatisfaction with the format and content of the Council's annual report 

to A.I.D. on the cooperative agreement. 

A.I.D staff reported occasional difficulties in getting timely information from 

Council staff due to their frequent absences for field travel and late submission of 

trip reports The sittiton should t1prove. considerably once the Council completes 

recruwtmer.t for a New York Stafftid issistant to help manage the expanding 

administrative 	irid laison equirenierits uf the African program 

VI 4 1 eOrrm (JiEitollsn 

a) The Council and A I D shIould work together to develop an annual 

reporting format thlit Is respor ,,ive to the needs of both agencies 

b) As reqjrds trip rports, A 1 ) ind the Council should discuss trip 

reporting reqinienie,t arid imor porate ke eements concerning deadlines, format 

arid conltent in the rnxt (:ooperative areemer t 

VI.5 Value of Cooperative Agreement to A.I.D. 

The ovi, rnll ( olr( luionnis tiat A I 1)'s support to the Council for the family 

plannirng proqrarns,, (( IIporirIt of the (ooper,tive agreement has been extremely 

productive anid w()rI illI'I 

The U12 blwve there re si-ve.ral inte:rre.lted reas'or, that 'jutify thi, broad 

endorsement of tie Councl',, fijly plkrirnig protrkm work First, there is the 

trdck record Tlii ( ifil's ,il)ppro,al, thit, evajluation report docu ents, produceso s,, 

results that lhav id( a (JffreI(.o to fi el( prog.,rIa Tit on d, thie Coiuncil is a 

uAnI(Ilie r,,olr( the worl d wi th isxte'iv, 	 ti, in I , fil- d strILturet Its, I I dIs(1iplinary 

approa( I to pro(jarn dev('loprit arid r,iear(.li, a d its highly professional aind 

qualified staff I Iiv fairiily plaIngIII 1,1r 111t.111' Lor0 oIerMIit of the Cooperative 

agre-nielit ivw,, both A 1[)Wain(ton irn U I A I ) Missions the ability to til) 

Into this id aild reurte inisofor familylor l.ble ulnparalleled lturd, , ths 

plarinIIng program:s coMpolenit Is essentially a field based operation, it helps to 

http:r,iear(.li
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keep the Council's work in the other vital areas of contraceptive development and 

introduction well-informed and directed by programmatic needs, constraints and 

imperatives Fourth, tile Council's family plannrng programs work has been 

responsive to A.l D 's own changiig priorities over the years (e.g., sub-Saharan 

Africa, natural family planning, HIV). Finally, tile Population Council is one of the 

very few international populatlon agencies that has Lhe capaciL, with its field 

structUre and multi disciplinary focus to provide long term, hand-holding technical 

assistance to na tioral family pla nirnrg programs in the areas of institution building, 

research, service statistics arid manageme'it information systems. It did this 

successfully in the past in Asia arid latin America, and it has laid solid groundwork 

for doing the s me in several sub Saharan African countries where national family 

planning progrtiis ,irte in their earliest stages of development and in need of 

careful, professional murturing 

VI.5 1 Recommendations 

a) The [12, therefore, recommend that the next cooperative agreement 

between A I D ar d the Population Council continue explicitly to include and fund 

the Council'- importmit, ig hly leveraged work in family planning programs 

Vl.6 New Directions 

Time did rnot perinit a thorougll review of new types of family planning 

program a(tivities that might be supported under a new cooperative agreement. 

The El 2 understand tle (:oir icil and A I D, have already exchanged preliminary 

ideas abot frItter, pmriorti ,s fi elow is a very brief discussionr of a few ideas for new 

directions that in roerd from dis ussions with Council staff during tile evaluation. 

Tlhese new (Jirec(tions tetirnly seem reasonable, appropriate and consistent with 

A I D 's owi priorities 
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VI.6.1 Emphasis on sub-Saharan Africa: Institution Building and 

Strengthening Family Planning Service 

The Council's shifting focus to sub-Saharan Africa has already been extensively 

discussed 	 in this report. The areas where the Council can make considerable 

contributions are in the areas of strengthening family planning services delivery, 

especially through operations research, and institutional development. 

VI.6.2 	 Sexually-Transmitted Diseases, Including HIV, and Family 

Planni!ng 

The Council has already begun to investigate the important area of sexually

transmitted diseases and the special relationship with family planning programs. 

The emcrgencc of HIV as a serious and unparalleled public health threat lends 

urgency to these investigations. The Council has the capacity to conduct operations 

research on the development of HIV information and prevention activities within 

family planning service programs. 

VI 6.3 	 Quality of Care in FamilyPlannin J 

In 1987 the Council began a program to investigate the relationships of the 

quality of family planning care with increased contraceptive usage. Several avenues 

for improving quality are being pursued improving contraceptive choices, 

providing understandable infOrmdtiOl to users, improving provider competence, 

designing better follow up nechanisns, and maintaining strong user perspectives 

in the desi n of services This program, it seems, builds oni the Council's experiences 

with its new controceptive introduction program where concern fo. quality has 

been an organi/ing principle 

VI 6 4 Postpartunm Fa mly Planning and Health 

The Council intends to develop and investigate new ways of delivering and 

expanding use of fimily planning and l haltl,services during the postpartum period, 
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VI.6.5 Policy Research 

The Council hopes, as mentioned elsewhere in this report, to adapt and test 

the Bangladesh field research/policy development model to other countries where 

major structural and policy change is needed but where administrative capacity is 

limited. 

VII. OVERALL STAFFING PATTERN 

VII. 1.Overall Expertise 

While it appears that overall expertise is available in all important areas, in 

many cases key activities depend on one or two individuals. The loss of a key person 

could seriously impact the progress of the program For example, absence of Dr. 

Nash during the next few months would seriously affect the expected NDA filing for 

NORPLANT" by June, 1988. Consideration might be given to the provision of key 

man insurance for selected individuals if the cost was not prohibitive. Clinical 

assistance is provided by Dr. Spitz and the members of the ICCR. Addition of an 

extra full-time clinician is likely to prove prohibitively expensive. 

VII.2. Staffing Level Sufficient 

In general staffing is appropriate, however the many delays experienced in 

NDA development for NORPLANT" and the lack of capacitv to prepare an NDA 

simultaneously for NORPLAN"'. and the lvonorgestrel IIID suggi:sts llat staff 

augmentation for the NDA process is des rable eitler thiough diruo hiring or 

outside assistance file stiffing pattern for contraceptive introduction c(tivities is 

also a co mistr,-ar t oii the most rapid poible progre.s With regard to over,,easfield 

staff it was vut po".'ble to mflke a l'tl jud(jrieiit However, at leat uri,! full time 

staff person oid preferobly two for Afri (a would appear to be dsirl 

inus, it rs the l l odditionl staffjre requiredinera iiprgsior of the [,I/ that 

in several croo toXIcology, diiial Iril monitoring, dosage formuilaition,uciareIS 
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preparation of FDA filings and field staff. It is recognized that these are ongoing 

activities and that recruitment of additional permanent staff will require an 

increased budget for funding these core activities on a multiyear basis. ET2 

recommends that provision of such funding and recruitment of staff become a high 

priority for the next agreement. 

VII.3. Subproject Oversight 

To the extent it was possible for the ET2 to discern, oversight of all subprojects 

was appropriate. In the biomedical area, subproject investigators have been highly 

qualified and well established and their work needs little supervision. It was not 

possible to investigate developing country subp 'ojects but documentation suggests 

close interaction has been pos;ible on all subprojects. 

Most of the subprojects in the future will consist of clinical trials and 

operations research projects. There isevidence that these have been conducted arid 

monitored in an exemplary fa~hlon. If expansion of such subprojects occurs 

additional staff will be required to ensure continued high quality monitoring. 

V11.4. Use of Consultants 

The ET2 were not given a list of consultants used in the last 4 years and so it is 

difficult to judge their use. In the response to ET1 it is claimed that consultants are 

used as necessary, but it is the impression of ET2 that greater use of outside experts 

may have been cost-effective in some areas. 

As already noted, increased use of experienced outside consultants might have 

enhanced NDA preparation efforts. Another area where outside involvement 

should be improved relates to major service delivery organizations which eventually 

will incorporate new contraceptive modalities into their service and training 

programs i.e., AVSC, FHI, PIP, PIACT/PATH, IPPF, WHO, UNFPA, JHPIEGO, FPIA and 

Pathfinder. 
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VIII. RELATIONSHIP OF THE PROGRAM WITH A.I.D. 

VIII. 1. Washington Staff 

The program functions more as a grant to Population Council selected 

activities to a larger extent than for many A.I.D. agreements, where 90% or more of 

support comes from A.I.D. In the case of the Population Council many other donors 

provide a substantial share of overall support. Accordingly, A.I.D.'s level of control 

over the project is not as great as for many other programs. Even so A.I.D. only 

supports activities which are mutually agreed on. This process appears to be 

characterized by a high degree of collegiality between the Population Council and 

A.I.D., with a full exchange of information and mutual respect. A.I.D. project 

managers are provided d shopping list of possible projects to support each year 

from which they select those which have A.I.D. approval. In addition, from time to 

time unforeseen n(,eds arise which receive A.I.D. approval on an ad hoc basis. This is 

particularly true for the family planning technical assistance aspects of the 

programs. It appears that there is a good working relationship between the 

Population Council and A.I.D. project staff. No obvious problems were described to 

the ET2. 

VIII.2. Missions 

The evaluation team was not in a position to assess directly Population Council 

relationships with mission staff. However, the fact that missions have made 

numerous "buy-ins" and requests for assistance suggests a strong and harmonious 

relationship exists. In addition A.I.D./W staff believe relations between the 

Population Council and A.I.D. missions are good. The missions themselves will have 

to be consulted as to their satisfaction with the Population Council performance on 

mission "buy-ins" and "add-ons." 
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IX. Funding 

IX.. Current Status 

The development and introduction of contraceptives is a very expensive and 

long term endeavor. In industry this process isestimated to require $25-50 million 

and 10-15 years foi each new contraceptive. New and improved contraceptives are 

one of the few proven ways family planning programs can make major advances in 

effectiveness and efficiency. The program therefore isboth very important and very 

expensive. 

The overall pattern of funding provided by A.I.D. in the years 1985-1987 

inclusive isshown in Appendix 3. Total direct costs were $2.374, 3.558, 3.665 and 

3.186 million respectively. These amounts represented the following percentages 

of the amounts requested - 86, 85, 73 and 64% respectively. In percentage terms it 

is clear that there has been a steady decline in current dollar funding provided. In 

contrast, the actual dollar amounts provided showed an increasing trend up to 1986 

and then a sharp fall. These figures are, of course, greatly influenced by the amount 

and number of "buy-ins" or "add-ons" and these cannot be predicted in advance. 

For the contraceptive development program the current dollar amounts 

provided have remained relatively constant over the last 3 years but this isnot true 

in constauit dollar value when adjusted for infiation. Not including the "buy-ins", 

the percentage of the total support provided by A.I.D. for contraceptive 

development was 50% in 1986 and 60% in 1987 (63% if NIH funds are included). 

The level of the NIH contribution isnot expected to increase significantly. 

Support from other sources for the contraceptive development program for 

19R6 and 1987 totalled $1.535 and 1.956 million re:,pectively or 47% arid 51% 

respectively of total program support This indicates the large extent to which the 

contraceptive development program is dependent on A .D support. In the past, 

support was provided by the Rockefeller, Ford and other Foundations. These 
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sources do not now provide continued funding except on a very minimal level. 

Owing to the desire of the Population Council to provide new contraceptives at the 

lowest price to the public sector, past licensing agreements have provided for very 

little return to the Population Council from sales of, for example, the copper T IUDs. 

In addition, the long lasting nature of most of the Population Couiicil discoveries 

mitigates against streams of income from resales. This may change somewhat for 

new products in the pipeline, but is still unlikely to be a major source of income for 

operations support. 

An endowment has been raised by the efforts of the President and Board of 

Trustees of the Population Council which generates sufficient income to cover 

approximately 5% of the annual budget of each of the component programs of the 

Population Council. This provides for flexibility, especially when delays in funding 

ongoing projects are encountered. Obviously, it would be very valuable to increase 

this percentage, perhaps up to 10% but that is a matter for internal Population 

Council decision and actior,. The Population Council maintains a unique public 

sector contraceptive development effort which works in partnership with private 

industry is needed. With the continuing withdrawal of the pharmaceutical industry 

from the contraceptive R & D field, the maintenance and even expansion of this 

program is of high priority for population program resources. Progress under this 

program is hampered by inadequate financial support of the Population Council's 

program. Overall funding should be increased in a stepwise fashion over the next 

few years by about 50% over the current level of funding. Stability of funding is 

particularly important to the Population Council since contraceptive development is 

a long term commitment and the maintenance of a highly qualified multi

disciplinary team is essential to the process. 

The ET2 has recommended that increased funding be made available to the 

Population Council as indicated above. However, should AI.D. budgeting 
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constraints result in the same or decreased funding levels in forthcoming years, ET2 

recommends that the following order of priorities be followed 

(1) Actions needed to complete development and regulatory approval of 

those contraceptive methods close to clinical use - NORPLANT49, NORPLANTW 2 

AND LNG IUD. 

(2) Actions needed to complete development and regulatory approval of at 
least one vaginal ring  in order of priority and feasibility, northindrone acetate

ethinyl estradiol ring, proges -rone ring, ST-1435 ring. 

(3) Support of contraceptive introduction activities. 

(4) Biomedical probing studies (not more than 10% of total budget). 

(5) Family planning program tdcinIcal assistance and operations research. 

IX.2. Findings 

At present all interesting new leads cannot be pursued, however, the most 

important leads can be investigated. There is not adequate staff or space for new 

staff at the Population Council to allow much expansion. Most of the important 

contraceptive develipment leads -- the more applied aspect of the program - can 

be followed. Howevcr, if a number of contraceptive development tasks had to be 

carried out simultaneously both funds and staff would become a serious constraint. 

For example, if a t.ansdermal contraceptive delivery system, a progestin vaginal 

ring, an estrogen i-progestin vaginal ring and the levonorgestrel IUD needed NDA 

preparation simultaneously, serious delays would result. 

The more basic probing studies are oiten carried out with or at other 

institutions Since the odds for eventual "pay-off" of these studies is lower and 

since almost any level of support could be absorbed by the field, A.I.D. should be 

selective in supporting these stuldles 

Mention wals made of the importance to the Population Council Contraceptive 

Development Program to the facilities at the Rockefeller University, e.g. machine 
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APPENDIX 1 

Actions taken by the Population Council in response to the 

recommendations made at the U S.A.I.D. Review of Ehe Contraceptive Development 

Program in 1983 

Response to the General Recommendations 

1 Expansion of the membership of the ICCR and/or more frequent 

rotation of existing members should be considered. 

ICCR members carry out most of the clinical trials for the Council and 

perform development work in their own laboratories. In that they spend one-third 

(or more) of their professional efforts on Council projects, they are viewed as 
"extended" Council employees. Therefore, when we identify an ICCR member who 

is valuable to the Council, we feel that it would riot be to our advantage to rotate 

them on a regular oasis just as a company or a university would not rotate staff. 

We do rotate ICCR members when they change their professional 

activities in such a Wdy as to have a conflict of Interest with Council work or when 

they are no longer effective investigdtors Four ICCR members have been rotated 

for these reasons, and we anticipate that another will be rotated in 1988. 

In order to expand the consulting staff of tire ICCR, in 1985 the Council 

established a new pcsiti'n termed "Consulting Scierntist." This permits 

appointment of both senior and junior consultants of exceptional merit to work 

with ICCHimembers and Council st,iff for several consecutive years. There are 

currently four ConsuIlting Scientists servi rg tlie Council's Contraceptive 

Developmernt Program. One additiotal Scientlist will be re(ommended for such a 

position in early 1988 These consultants provide our program expanded expertises 

in both laboratory arid clinical sounces 
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2. Making efforts, in advance of need, to identify companies that can 

provide the expertise, commitment and financial resources necessary to 

complement the Population Council activities would be helpful. 

There is a limited choice of companies available when patented 

compounds are considered for contraceptive studies. Development work carried 

out at the Population Council on new delivery methods and with urnpatented 

compounds has to be taken to fairly advanced stages before negotiations with 

companies are initiated in order to strengthen the Council's bargaining position. 

Therefore, advantages and disadvantages of early negotiations must be weighed 

very carefully Our usual process is to sign a confidentiality agreement to allow for 

exchange of information We then sign a letter of agreement that outlines the 

principles under which we will work together. If the work proceeds, we then 

negotiate a contract. In the (ase of [-eiras, it is clear that our choice of a company 

and our method of negotiation led to successful production and introduction of 

NORPLANI". and NORPLAN1, . 2 into the public aind private sectors The 

collaborajtion between I[r(s (ind thre PopuIa tion Council was a lso effective for 

training and promotional ictivitio, required for the introduction of these 

contraceptives [hiis a d similar reltionships may piove effective for the 

introduction of other methIods in thre future 

3 Nomriat rig ore i dividial to be responsible for all toxicological 

studies and as moiitor for good lboratory ard manufacturirng practice could 

improve efficiency I hosai person could be the fo(,l person for intleraction with 

the FDA for reportirg all severe idv.'rs4- rem( ori, o.(iirrrmj during (Iical triIls 

Dr S rnd,r,an is now resporsible for ,illtoxicology stud e Or Moo 

Young is the Ollity A,,suran(ev (ff( er 1i,, r,,(plations of the lood and Drug 

Administration require that different persons be responsible for these two areas of 

responsibility All adverse reactions reported to the Counul are now reviewed by I. 



133
 

Spitz in cor'sultation with D Robertson dILI i Sivin If d reaction is judged to be 
"severe," it is reported imnmediately by Spitz in accordance with FDA regulations. If 

the reaction is fudged not severe, it is reported in the annual report on the drug or 

tile device associated with the reaction All com:,munications with the FDA are now 

filed with F Schmidt who is in charge of the regilatory unit at the Council. 

4 Some of the burden shouldered by Dr Nash should be lightened, 

either by greater delegation of more routine matters and/or provision of extra staff 

assistance 

Recent changes in the management of the ICCR will make it possible for 

Dr. Nash to concentrate on the NDA for NORPLANT'*' and on the development of 

new dosage forms arid delivery systems Dr Thau will assume responsibility for the 

day-to (lay coordinat or of the contraeptive development program. 

5 The use of a part-time consultant to assist with FDA filings is 

commended 

Part time consultants have been used when needed to assist with FDA 

filings during the past granting periods. 

6 the addition of a stdff member to act as clinical coordinator and 

monitor is felt to be ustefil 

Dr Spit/ was added to the staff to function as Clinical Coordinator. He 

site visits all projcts on a reguldr bhasis to assure compliance witf protocols. In 

addition, Dr Gu us mon itoring the q nality .on trol of hormone assays in,jlti,niow 

laboratories uf (ollib rting dinui. 

R(Sf)Onlw to Spccltl( lRe(OI1riii.1dartion5 

I (loritimied injor initera(.tiori with I eiras to ensure the speedy and 

effective irtrodi(tioi (f the NHPI ANI ',(ind the levoniorgestrel IUD is essential 

As lids been rnetiotied above, our (.intirued intera(tion with Leiras has 

been successful I lhe interactions riot only with the (urler for Biomedical Research, 
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but also the International Programs Division have led to the rapid introduction of 

NORPLANT,: and NORPLANT,- 2. The collaboration with other organizations such as 

WHO, F1I, and AVSC has also been very important in this effort. As noted in the 

progress report, the introduction of NORPLANT'. 2and the levonorgestrel IUD will 

be delayed due to the withdrawal of a Medical Grdde Elastomer 

2 Completion and interprettion of the various toxicological studies 

with the CVR must be a major priority. Alternate strategies should be devised to 

circumvent adverse toxicological findings 

When toxicology studies are subcontracted, the laboratories are chosen 

based on merit and have their own quality control units. A liaison person at the 

Population Council is assigned to each study. However, incidences such as the 

unforeseen weight gain of monkeys and death of rabbits caused by hair balls could 

not have been prevented even by much more frequent surveys by Population 

Council personnel 

3. Mecl(ianiation of the closure process for the CVR needs to be speedily 

resolved 

With the use of alternate steroids with different diffusion properties, the 

problems of the closuire proce's ire no Iorieg r relevant 

4 There needs to be resolution of the toxicological problems with the 

LHRH antagonist (LtI11 22) arid in citeri ,te (ompounrd selected beiore too much is 

invested in the presert onet 

Tlie toxi(oloji(l probleims with I IIl 22 jno all other antagomists were 

due to the base( o ,ri(id tit posjition 6 Council findings alerted the worldwide 

research curniunty to tIlv, problem ,nd led to the development of alternate 

antagonist,,, At the opil,atiori Cou (il I III 22 lhas bee neplak d(J by I HIRI 34. 

The latter ,antagonist isas potent s LIIIRH 22, but cjtsesr,nmnmirn,il histarmne release. 
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5. Major investment in the LHRH analog field should await further 

clinical evidence of their efficacy as male contraceptive agents and the development 

or acquisition of a suitable delivery device. 

Clinical trials have now shown that long-term continuous administration 

of LHRH agonists can effectively suppress spermatogenesis in men. As noted in the 

progress report, we are now developing a delivery device which should deliver such 

agonists for one year 

6. A delivery system sUItable for long-term administration of androgens 

needs to be developed or long acting androgens acquired as they will be required 

for successful use of HI.RH analogs as male contraceptives. 

A device for long-term administration of a high potency androgen is 

being developed at the Population Council, we believe it will also be useful for one 

year. 

7. The potential consequences of long-term anovulation and/or reduced 

luteal activity needs to be considered prospectively when clinical trials of agents 

with such properties are being designed 

Fotential consequences of long termn anovulation aInd issociated 

hypoestrogenicity as observed in some women who received LHRH 13 daily coupled 

with 'he lack of any effect on ovultion in others who received the same dose of 

LHRH 13 led us to discontie this contraceptive lead 

8 Major inve:stment in the inhiibin ared should await isolation and 

characteri !,,tion of i pur(-proteir/peptide with the desired biological activity. 

The strijctur of inhibin is now established and many of its biological 

activities have beeni defined 

January 6, 1988 
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APPENDIX 3 

Council's Council's 
FY 84 

Request Total 
% of 

Request 
FY 85 

Request Total 
% of 

Request 

Contraceptive Development 

Implants 430 428 390 506 
Vaqral Rings 280 245 370 189 
LNG-liUD 
LI-1-Hi Analogs 
Inhibmn 

220 
480 
150 

225 
178 
287 

200 
530 
350 

166 
290 
336 

GuSiF -- ** 220 221 
Tolnidamine 60 66 30 -
f Df.\ 
NDt/o Contingency 

20 20 
-

-
-

20 
100 

4:)u btotal 1640 1449 88 2090 1861 89 
Indirc-ton subtotal 564.2 499 915.4 813 

Contraceptive Introduction 

NORPLANTI, 350 299 1550 1300 
CuT 380A - -- - 10 

Subtotal 
Indirect on subtotal 

358 
119 

299 
99 

84 1550 
594 

1310 
498 84 

Family Planning Program 

Latin America 295 - - --
Africa 
I Aexico, Nortman 

100 
40 

100 
40 

245 
-

120 
-

B.:.gota 
BFingladesh 

30 
162 

30 
259 

30 
-

30 
148 

Determinanits 24 - - -
Factbook 88 52 - -
Evaluation, Training, Service - - 120 40 

Delivery in Brazil 
Fellowship Program - -
Other - 115 - 19 

Subtotal 739 596 81 395 357 
Indirect on subtotal 246 185 143 90 

Population and Development 

Pop and Development Review 100 -

Si iblotal 100 - 0 
In direct on subtotal 36 -

Other Direct (Audit) 30 30 30 30 
Indirect oni aiudit 4 4 3.4 4 

Iotal Direct Coi,' 2767 1727 4165 3558 
Indirect Costs 

Total (Direct f Indirect) 
933 

370) 
697 

2424 
1691 
5857 

1444 
5002 

" $2 /0,000 should be redistributed f'om other category suggestions to cover GnSIF costs. 



Council's 

FY 86 


Request

Ca t teptive -Deveto-p-m-nt- -

Implants 645 
Vaginal Rings 307 
LNG-IUD 222 
LH RH Analogs 476 
Inhibin 150 
GnSIF 200 
Sperm Suppression 
Barrier Methods -
NIH Transfer -
NDA Contingency -
Other -

Subtotal 2462 
Indirect on subtotal 1079 

Co ntrm cptivl-,-tro dul"flo n 

NORPLANT Implants 950 
CuT 380A 150 

Subtotal '1100 
Indirect on subtotal 421 

Family-Planning-Program-

Africa 447 
7w.K!,.,uwe Rural FP Projcct 117 
Health Benefits of IMSS ;00f 
Bogota 45 
SE Asia MCH/FP Support 85 
AIDS 

Subtotai 794 
Indirect on subtotal 293 

Po pulation-andDevltopment----

Women's Conference --

Pop ard Development Review 100 

Factbook 47 

Subtotal 147 
Indirect on subtotal 53 

IFllowships 475 
Indirect on Fellowships 161 

Other Direct (Audit) 20 
Indire-ct on audit 2 

lotal )irect Costs 4998 
Indirect Costs 2009 

lotal (Direct , Indirect) 7007 
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First First 
Increment Council's Increment 
Amend. % of FY 87 Amend. % of 

10.12 Request Request 13 Request 

600 1,157 700 
252 678 326 
172 283 200 
100 347 150 
287 442 132 
150 102 86 

- 49 -
378 -

- 278 
100 111 300 
- 51 0 

1774 72 3598 2172 60 
778 1577 952 

900 450 450 
281 550 300 

1181 107 1000 750 75 
452 383 287 

245 125 200 
- 125 -

- -

45 35 35 
- - -

75 

474 60 360 235 63 
163 129 82 

216 - -

-- 110 -

- 113 -

216 149 223 - 0 
- 80 -

525 -

177 

20 20 20 
2 2 2 

3665 4978 3177 
1395 2091 1323 
5060 7069 4500 
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APPENDIX 4 

A CASE STUDY: PRODUCT INTRODUCTION ACTIVITIES IN BANGLADESH 

COPPER T 380A IUD INTRODUCTION ACTVITIES. BANG LADES 

In troduction 

Over the last few years, several important and almost simultaneous 
developments in the area of contraceptive availability have combined to produce an
unusual and exciting opportunity. the challenge to assist in the introduction of a 
new contraceptive product, the Copper T 380A IUD. Every new product - even a 
contraceptive method .... needs to be properly positioned in the marketplace and in
national distribution pograms And whetn the pro .:ct involves a medical 
intervention as the Copper T 380A does, it is,.,Iso imr.cr'ar,t to make certain that 
service providers are knowledgeable about the product and ho,v to manage its side 
effects and are properly trained to insert it routinely 

India prov, jes an example of what c,,-n happen to the acceptance of an IUD, in
this case the Lippes Loop, if iritroriuction activilties 6re not carefully planned In the
1960s and early 1970s, the lippt,-. Loop was introduced without proper attention 
being given to the needs of either the user or the provider. The latter group was 
not cautioned to refrain from irisertinri Loops vito wormn(,! .iltli pre existing vaginal
infections Women were o ften nnoi (Oniselledi, cil d vI 'eldOM told they rn lj lt 
experience heavier than-normal blec di q, cornOi U0 side effect and generallya IL 
not a cause for alarm. The result wa, trhat women dund ,ntire families became 
alarmed and ,ingry, di(d vocal iiI their diatib"es aajlnst the. IUD, so much so that the
entire ndtional family planining proyj;,.. came under a.tack and family planning
acceptibility in India fell precip!1oisly 

The opportunity for PIACI to initiate Col-pper I 30dA IUD activities in 
Bargladesh was precuLpitated by tiW,- Govern met.i us wisl to stren.;,th ,:o its iational 
IP.JD prograra- TIis (ornmiiment to I .![s (oinctided wi tli an overall reriewed inrterest 
inl promoting tempordry m.,thods , ud bird"h spacinrig to balance the eruptiasis on 
permanent methods secen i!i the pis~i Ftrthermore, the Directorate of Family
Planning had already requiested tti t U 'k ID supply several hLundred th o usand 
Copper T 380A IU0s, sin( it, stock of Col-)per I 20013s would be exhausted during
1987 The Copper I 380A would then be teie only iJ( available in tihe country Also,
the goveriiment of Bangladesl wishd to .1reingthen i's nationa IIUD program 

The followiri example of Copper I 380A 101) introdutioi livities in 
Baiigladesti ismeait to provide you with in exorple of in iitroduction "process": 

Determining initial site for Copper I 380A introduction itiv. tif's 

1 PIACI acquired ilforr otiim fromr A I l) on couitries retceiving
Copper T 380A IUDs, the arnouit, and when stiimenits we're due to alrrive Since
Bangladesh had already received 486,100 (Coppter I 380A IUD, ind was due to 
receive 500,000 more in 1987, PIACT decided, in consultation with Tihe Population
Council, that it would be a good country in which to help lauich a well planned
introduction effort 
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II. Needs Assessment and Project Initiation Activities 

1. PIACT conducted a needs assessment of Copper T 380A IUD 
materials in consultation with the Ministry of Health and Family Planning, local 
NGOs, and donor agencies. Discussions indicated to PIACT a clear need for 
improved training, reference, and support materials on IUDs in general, and on the 
Copper T 380A specifically. During these discussions, several critical issues arose,
including the need to plan carefully for distribution of the IUDs and educational 
materials, how the device would be presented to the public, and the need for 
improved IUD program record-keeping and client follow-up. 

2. We arranged a roundtable meeting with government officials,
NGOs, and donor agencies to discuss further needs related to Copper T 380A IUD 
introduction activities and to make recommendations for future action. 

3. The general perception of the roundtable meeting was that a high
visibility, mass media approach to Copper T 380A introduction was inappropriate,
since the Copper T 200 IUD was still in use (supplies to be exhausted in 1987). 

4. The Director General of the Ministry of Health and Family Planning
requested assistance of PIACT/Bangladesh to develop training and reference 
manuals for clinicians and motivators and a pictorial booklet for illiterate clients, as 
well as a flyer for distribution to decisic'n makers and service providers, with basic 
information on the Copper T 380A. Also, a distribution strategy was agreed upon
by which Copper T 200s would continue to be inserted until all warehouses and 
clinics had received the Copper T 380As, and service providers had received 
information about this new device. 

5. Our staff worked with PIAC/Bangladesh, previously trained in the 
materials development methodoiogy, to initiate project activities. 

6. PIACT/Bangldesh adapted, translated, and began to field-test 
training and reierence materials for clinicians based on prototype materials 
prepared in 1984 by The Population Council and PIACT. 

Ill. Project Activities 
1. PIACT/Bangladesh recruited a project advisory board composed of 

the government and other NGO representatives to review all materials developed 
on the Copper T 380A. 

2. PIACT/Bangladesh sent out 9,500 copies of the flh'er under the 
signature of the Director General of Health and Family Planning, designed to catch 
the eye of Bangladesh's family planning workers and decision makers. 

3. During routine monitoring visits, PIACT staff held meetings with 
the National Institute of Population and Research Training to discuss the 
importance of and need for improved training for family planning workers on IUD
related service delivery 

4. Staff distributed a draft prototype five day refresher curriculum 
prepared by PIACT that emphasized how to provide informed choice, setting
standards for client selection, counseling, and practice in inserting Copper T 380As 
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to local NGOs, government officials, field staff of one cooperating agency, and the 
donor agency supporting most government training activities in Bangladesh. 

5. PIACT/Bangladesh thoroughly field-tested the clinician and client
materials, making revisions as necessary. The materials were reviewed by the 
advisory board and submitted to A.I.D. for printing. 

6- A I.D. Mission floated tender for printing. 

7. PIACT/Bangladesh planned distribution of materials, which should 
be ready by the end of the year. The service provider manuals will be printed in
sufficient quantity to supply government and NGO workers. Since there has been
considerable concern about the effectiveness of supply channels for contraceptives
and educational materials, it was decided that only 50,000 copies of the client
booklet would be printed initially. Copies of this booklet, to be used when
motivating, will be given to all government Family Welfare Visitors and Family
Welfare Assistants. 

IV. Next Steps 

1. Ensure that all Family Welfare Visitors have access to the
fieldworker's manual and that doctors and Family Welfare Assistants receive the
manual for clinicians that includes information on insertion and removal, handling
side effects, and the importance of an aseptic environment. 

2. Help create an environment in which the materials will be used by
stressing the importance of introducing the materials iMitraining sessions both for 
new service providers and for those already working in the field. 

3. Collect information on experiences with the prototype record
keeping card developed by PIACT. The card is designed to help the client know
when she has to return to the clinic for IUD removal (and placement, if so desired). 

4 Work with the roundtable committee to develop a mass media
campaign for Copper T 380A to reinforce introduction activities once Copper T 200 
supplies are exhausted. 

V. The Future 

1. PIACT/Bangladesh with which PIACT is collaborating is offering the
services of its staff to train government family planning workers in improved
interpersonal communications/counseling techniques. 

2. 'The government plans to conduct a study that will look at the
benefits of giving clients a booklet versus showing it to them when explaining the
method but riot letting them keep it. Results of this study will be very important in 
determining future printing needs. 
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3. TCu 380A IUD materials produced in Bangladesh, in Bangla, will be 
available from PIACT/Bangladesh early next year. For copies please write to: 

Yusuf Choudhury 
PIACT/Bangladesh 
1/7 Block A 
G.P.O. Box 3544
 
Dhaka-7
 
BANGLADESH
 

Please note: The scenario was designed and developed specifically for 
Bangladesh. Product introduction strategies for other 
countries will vary depending upon particular country needs. 

DS3098R.832 
832.02.07 

http:832.02.07
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APPENDIX 5 

Programmatic Activities Approved and Funded Under 
Cooperative Agreement A.I. D./DPE-3005-A-00-3003-00 

A. 	 AFRICA 

1. 	 DESIGN, IMPLEMENTATION, AND EVALUATION OF FAMILY 
PLANNlNG PROJECTS IN SUB-SAHARAN AFRICA 

05/17/83 - 06/30/85 $127,548 
07/01/85 - 06/30/86 110,612 

2. 	 THE KUBATSIRANA PROJECT, ZIMBABWE NATIONAL FAMILY 
PLANNING COUNCIL 

09/01/85 - 11/30/86 91,023 
12/01/86 - 11/30/87 96,022 
12/01/87 - 11/30/88 (proposed) 88,253 

3. 	 THE KANANGA RESEARCH PROJECT, ZAIRE 

11/01/87 - 10/31/88 64,229 

4. 	 EGYPT: DEMOGRAPHIC RESPONSES TO MODERNIZATION 

06/15/87 -01/31/88 8,431 

B. 	 LATIN AMERICA 

1 	 NATURAL FAMILY PLANNING METHODS, FUNDACION SANTA FE 
DE BOGOTA (U S.A.I.D./Washington "add-on") 

01/01/84 -02/28/85 59,384 
03/01/85 - 02/28/87 151,420 

2. 	 LOCAL OFFICE EXPENSES, BOGOTA, COLOMBIA 

05/17/83 - 04/30/84 23,188 
05/01/84 - 04/30/85 36,588 
05/01/85 - 04/30/86 29,866 
05/01/86 - 04/30/87 33,360 
05/01/87 - 04/30/88 41,650 

3. 	 IN-HOUSE PROJECTS AND AWARDS TO THE ACADEMIA MEXICANA 
DE INVESTIGACION EN DEMOGRAFIA MEDICA A.C. 

01/01/84 12/31/87 89,481
10/01/85 02/28/86 4,981 
01/01/87 03/31/88 14,051 
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4. 	 PRODUCTION OF A VIDEO TAPE DOCUMENTATING THE 
"HOUSEHOLD DISTRIBUTION OF CONTRACEPTIVES," BOYACA, 
COLOMBIA 

$ 58,646 

C. 	 ASIA 

1. 	 BANGLADESH (U.S A.I.D. Mission buy-ins) 

a) 	 ICDDR, B - BANGLADESH 

05/16/84 -06/30/85 137,530 
07/01/85 - 06/30/86 77,375 
070/1/86 - 06/30/87 110,900 

b) SUPPORT TO MOHPC AND ICDDR, BANGLADESH (PHILLIPS IN 
BANGKOK)
 

07/01/85 - 06/30/86 88,755
07/01/86 - 06/30/87 185,591 

c) 	 PC SUPPORT FOR EXTENSION PROJECT - ICDDR, BANGLADESH 

07/01/87 - 06/30/88 346,175 

d) 	 LAING TECHNICAL ASSISTANCE TO U.S.A.I.D., DHAKA 

07/01/86 - 06/30/87 20,765
08/15/87 - 09/30/87 10,000 

2. 	 INDIA (U S.A.I D Mission "Buy-ins") 

a) 	 POPU' ATION PROGRAM REVIEW 

03/01/87 - 12/31/87 37,074 

b) CONTRACEPTIVE - FERTILITY RELATIONSHIPS 

10/01/87 -08/31/89 409,777 

3 ASIAN FAMILY PLANNING PROGRAM PREFORMANCE 
(U.S 	 A.I.D./Washington "add-on") 

99,745 

4. 	 REPRINT OF OPERATIONS RESEARCH HANDBOOK 

3,300 
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D. HIV 

1. THE HIV EPIDEMIC IN AFRICA: DEVELOPMENT AND 
APPLICATION OF A PROJECTION MODEL 

080/1/87 - 04/30/88 $25,000 

2. HIV SUBCONTRACTS (U.SA. I.D./Washington "add-ons") 

SAN MARCOS 99,258 
PRISMA 118,488 
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APPENDIX 6 

Sub-Saharan Proposal Development, Technical Assistance and 
Sub-Award Activities Funded Under Cooperative Agreement A.I.D./DPE-3005 

Progress Reports submitted to U SA I.D reported the following major 

activities. 

A. Africa Family Planning Programs 

1. July - November 1983 

McEvoy assisted ONAPO Rwanda to redesign and pretest new 
service statistics clinic cards. Cassanova conducted training in 
Rwanda on IEC in the area of designing and pre-testing
audiovisual materials Followup planned. 

2. March 1984 -February 1985 

Coeytaux technical assistance mission to Rwanda to assist 
ONAPO to expand OR capacity and activities. McEvoy 
technical assistance mission to Rwanda to help improve service 
statistics system 

3. March 1984 -June 1985 

McEvoy/Coeytaux Zimbabwe missi)n completed Kubatsirana 
OR research design. George Brown/McEvoy later mission 
finalized Ktibatsirana OR Design and proposal, and began 
preliminary discussions on NORPLANTh introduction in 
Zimbabwe 

4. February 1984 

McEvoy techn cal assistance mission to Mali to help AMPPF to 
revise service statistics system and conducted feasibility 
analysis of a rural outreach program 

5. March 1984 

Arranged U S training from two doctors from Mali MOH in FP 
program arnuigernent 

6 February 1986 

Moore program review arid development mission to ZNFPC, 
Zimbabwe wlhi determined need for. PC long term advisor, 
review and r(.statement of Ku hatsirana OR research design 
and allo(tion o) reponsibilities 

7. February April 1986 

Moore perso n- illy provided te(lnui.al assistan(ce ,ard arranged 
for 2 additiondl c(isullart inputs into Iwo and Plateau States 

http:te(lnui.al
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in Nigeria to develop 5-year FP plans/strategies. Moore was a 
resource person at Nigeria planners workshop, JHPIEGO 

8 June 	- November 1986 

McEvoy project development missions to Zaire, Congo and 
Kenya Participated in Columbia University Conference, 
Zimbabwe, "Bringing FP to the People, 

9. 	 November 1985 -June 1986 

Moore project development missions to Kenya and Zimbabwe. 
Project initiatives intentified included: "Analysis of 
Contraceptive Prevalence Differentials in Kenya;" "Analysis of 
Rapid Change in Contraceptive Use and Its Implications for 
Fertility Decline in Zimbabwe;" "Strengthening the 
Management Capabilities of FP Programs in Selected 
Countries in East and Southern Africa." 

B. 	 Kubatsirana Operations Research Project Zimbabwe 

Other major developments insuffic~ently covered in the 
attachments 

- PC recruitment of qualified l)rofessional (Dr Maxine Whittaker) to 
be long-term advisor to the project half time This required 
arranging funding for the other half and finding alternate country 
base when Zimbabwe refused residency request. 

- Completed major project review in September 1986, which 
resulted in a number of design improvements and written 
clarification of workplari and responsibilitics 

- Negotiated stronger commit ileiit to FP (oni onent by ZNIPC, 
which encouraged U S A I D to continue 

. Strengthened overall reseorch rTn..iragemTerot, kept the project on 
track 	with numerous "save-s" (unforeseer fund raising and sources 
of data analysis support when ZNFPC reneged on commitment). 

Now expects successful outcomie, despite present lede rsh ip 
problems inside NFPC 

. Other Project Idea, or Completed Project Proposjls Whi h are Direct or
Indirect Result of lProgrimmai, tic 61iant Support 

Those whi(h ire loeajdy fully d(eveloped aid written up in proposal form are 
marked with an ,sterisk TIhe following matrk (/) indicates that the 
projecthdea hos been sidjimji ej to Li S A I () /with lartial or full support 

1 	 1he Analysis of Contraceptive Pruvalence Differentials in 
Sele(ted Kenyamn [)istricts" # 
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2. 	 Analysis of Rapid Change in Contraceptive Use and Its 
Implications for Fertility Decline in Zimbabwe# 

3. 	 Strengthening the Management Capabilities of FP Programs
in Selected Countries in East and Southern Africa# 

4. 	 Further Strengthening of the Population Studies and Research 
Institute at the University of Nairobi* # 

5. 	 Assessment for Broader Application in Kenya and Regionally 
of Lessons Learned in Machakos District, Kenya * # 

6, 	 The Kananga Research Project, Zaire' # 
[This isnow funded by U.S A I D /W] 

7. 	 Acceptability of Contraceptive Methods and Services in Kenya 
and Zambia* 

8. 	 Strengthening FP Programs in the Sahel Region Through
Improved Evaluation, Management Information, and Program 
Research * 

9. 	 Making the NORPLANI" Subdermal Implant Publicly Available 
in Kenya' 

10. 	 Increasing the Capacity of the Nigerian Public Sector to 
Provide Contraceptive Services (a response to an RFP)* # 

11 	 Assessing the Impact of in Optimal FP Program in Kenya 

I. 	 Other Services Provided Under the Programmatic Grant Completed and 
Pending 

A. 	 Study tours of U S based population-developmient technical 
assistance agencies, donors, and resejrch centers for Mr Johnson 
Hungu (Director, NCPD, Kenya) and Professor H.W 0 Okoth-
Ogendo (Director PSI, Kenya) Fall, 1986 

B. 	 Evaluation of the NCPD services of Dr Jim Phillips to be provided 
as team leader Early 1988 
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APPENDIX 7
 

TECHNICAL SUPPORT TO THE INTERNATIONAL CENTRE FOR DIARRHOEAL DISEASE
 
RESEARCH AND THE MINISTRY OF HEALTH AND FAMILY PLANNING IN
 

BANGLADESH
 

The Population Council has assisted the International Centre for Diarrhoeal 
Disease Research, Bangladesh (ICDDR,B) in research designed to extract lessons from 
a series of controlled field experiments in rural Bangladesh. One such lesson lies in 
the research paradigm itself -- a system for fostering the use of research findings in 
a setting where major structural and policy change is needed but where 
bureaucratic capabilities are limited. Fcrthcoming work will be addressed to 
documenting this paradigm as it was developed in Bangladesh and exploring its 
possible relevance to other settings where policies have aimed to reduce fertility 
through the provision of contraceptive services 

The approach that has been developed represents a successful application of 
research to policy development in Bangladesh. A component of this research 
system, located in Matlab, has demonstrated that services can reduce fertility 

espite social and economic constraints to widespread fertility regulation. Building 
on this success, a broader framework for research has been developed in an 
"Extension Project," wherein committees of Government officers seek to replicate 
the Matlab approach, diagnose problems encountered, and communicate progress 
and constraints to their superiors While Matlab represents a scientifically credible 
field trial, it is the operationally credible test in the Extension Project that has 
fostered policy change Taken together Matlab and Extension have contributed to 
changes in the national staffing pattern, personnel procedures, logistics, training, 
and other a,spects of the national se rvice system. While operations research is used 
throughout tl,.is process, studies are conducteu in a framework for institutional 
development that is more general than any particular study, emphasi/ing the 
interconnectedress of problems arid the systemic nature of their resolution. 

The Blan gladest system differs from the operations research projects funded 
througth the U S A I ) office of populat ion The flexibility that tie progra iiatic 
grant afford, has facili tated the development of an approach explicitly addressed to 
the problems of norifulctioning public sector programs Such programs are 
typically (orwstituted as large standing bureaucracies with no establ sled research 
and evalual0on unit, and limited capacities to COMMISSOn operations research The 
Bangladesh orgniiation developrient approach recogniies the need to develop 
systems for reserch cornrnuiCation arid dec sVcrnmaking that guide arid direct the 
operations research system 

An importanrt by product of the lBan(I deshi projects is th research system 
that has bcen developed Sample reyistration systeAms, a familiar source of detailed 
vital statistics, l,1ve been stabliJslhed in numerous third world settings to produce 
timely dta for routie. d(erogrjphic ssessnts Ilie qulity of uici data are 
typically poor, howe-ver, arid dpi hiniit,itiowis pfrvernt their ius in aiddressing 
pracoical poli(y quetstions hanghld(,si iS,jriple e(qi,,tration System relpresents an 
effort to rwe's(lve thI'e, problems throujh tihe dpplitOlr of rll( rocoulputer
e(lnology airld dt(hlbai,. softwlre to villih daita (ollectlol alid (irlinitcrance

Databse rrithods fa lit,ite the editirr pro(.'ss itid (ageneratte fordata suitable 
longitudinal studies of demogrraphic inter relationhslps, tire effects of health or 
lamily lrilt rrventlon s, or other vsus where(,ohort stiews are re,-quired for 
addressing practdiCal policy questions I lie Populat'ion (ouni(il is currently 
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documenting and disseminating the Bangladesh data system in order to inform the 
development of such systems elsewhere. 

The Population Council will undertake a review of this experience in 1988, and 
an assessment of its relevance to Africa A number of small scale pilot projects have 
been fielded in Africa that have had an impact on demographic dynamics. It is 
possible that some of these projects could be incorporated into an organization 
development framework that more fully utilizcs their relevance to national policy.
To pursue this work, the Council envisons a sustained program of field work, 
writing, and research in the area of organi/ation theory and the determinants of 
institutional development. This theoretical work will be underaken in 
collaboration with field practitioners of operations research in Africa and South 
Asia 
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APPENDIX 8 

Report on Bogota Office Activities 

For the period 1 May 1985 until 30 April 1988 the Population Council has 
submitted three proposals to request continued annual support for the Council's 
office in Bogota The office has provided technical assisstance, program monitoring
and research services to several projects in Colombia, many of which have been 
funded by A.I.D. These include a project with PROFAMILIA, a project with 
Fundacion Sante Fe, the Demographic and Health Surveys project and the Council's 
partially A.I.D. funded program to introduce advanced copper-T IUDs and

'NORPLANTh contraceptive implants In 1985, the office collaborated with Merrick 
Communications on the production of a videotape, in both English and Spanish
versions, describing the experience of the Boyaca Operations Research project. In 
1986, the Bogota office became responsible for the development and 
implementation of INOPAL projects in Colombia, Costa Rica and Panama. In order 
to continue these services A.I.D. assistance has been necessary for staff salaries, rent,
communications, purchase of office supplies, travel within the region and 
international travel between Mexico and Colombia. 

The Bogota office provided technical assistance to the PROFAMILIA "Private 
Sector Community Based Distribution and Commercial Social Marke.ing Strategies
in Colombia" project, a project which was designed to test the cost-effectiveness of 
a commercial social marketing (CSM) contraceptive delivery strategy. Over the 
forty six month penod from September 4, 1984 to May 31, 1988, two phases of 
activity are being carried out. 

The first phase of the project, which took place between September 4, 1984 
JId June 3, 1986, demonstrated the success of a commercial distribution program.
But, because of difficulties in the acquisition of contraceptives for commercial 
distribution, the CSM prooram had to be dismantled In order to benefit from the 
advantages of thl CSM strategy and avoid its supply problems, the second phase of 
the project tests the cost-effectiveness of a mixed CBD-CSM strategy, and the impact
that incentives may have ijpon such ascheme. 

lhTe Bogota office worked with the Fundacion Santa Fe to develop the Natural 

Family Planning (NFP) project which began in early 1984 arid was completed in 
February, 1987 Under this project, the Community Health Division worked with the 
Ministry of Health to augment health service coverage in Colombia through the 
implementation of an innovative comprehensive health model in which the 
integration of a family planning component, offering both artificial and natural 
contraceptive methods, /as tested It was hypothesiied that the population
exposed to the project would benefit from the services provided and that the 
experimental results would permit policy deosions to be made regarding the 
incorporation of NVP ifito official and private secto( integrated health programs. 

filel Ipos'e of tiis pmrojet Wds to (a) iricrlw.eas_ (ontraceptive use dtiong poor
flarmjinoi .'nilel,.'S throulgh the provision of fa+Imiily planning services ini aniurlbn area 
of Bogota, 1lb) identify a (ost arld use effectiven-ss delivery strategy for NIP within 
the cotlext of an integm('rid health program,,, aind (c) detet user satisfaction with 
NFP oItraceptive method, and the service delivery syst(e'ms need(ed 

The projePct results saiggested that even--i if the delivery of NIfP services is 
expensive arid NfP is riot iseffective (s othier (ontr,,c('ptive methods, it is 
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worthwhile to have them available. Women who use this method are usually 
satisfied with it and it offers an alternative to women who have experienced side 
effects from other contraceptives. 

A new INOPAL project was approved in August, 1987 and is scheduled to 
operate for 18 months. This project, entitled "An Experimental Study to Select a 
Cost-Effective Pr( motion Technique to Distribute Intra-Uterine Devices Among
Provate Physician, in Colombia" was developed in conjunction with the Asociacion 
Sociedad Medica Farmaceutica (SOMEFA). The project tests two promotion 
strategies - a postal and detailman system -- to determine which is more cost
effective and which creates a larger demand for IUDs, and to expand its services to a 
larger number of physicians in semi-urban and marginal areas. 

The Bogota office arid PROFAMILIA have collaborated on two INOPAL projects 
which will begin in January, 1988. One proposal, entitled "Operations Research on 
Different Approaches for Vasectomy Services Provision in Colombia," tests two 
vasectomy service delivery systems in medium sized cities; one strategy provides 
services for men in the traditional female clinics where men and women share clinic 
facilities. The other approach offers services for men during clinic hours reser'ed 
for men only. The clinic offers vasectomies, urological examinations, treatment of 
sexually transmitted diseases arid minor surgery. 

The other PROFAMILIA project concerns HIV education and prevention; it 
includes IEC activities arid the distribution of condoms for the prevention of HIV and 
other sexually transmitted diseases, 

The Bogota office maintains close relationships with U.S.A.1.D.IBogota, the 
Ford Foundation, the International Development Research Center and other donor 
agencies. It hw also provided guidance on policy to the U.S.A.I.D. Bogota Mission 
Director for thc Ministry of Health. 


