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NOTE
 

This summary report is based on an evaluation report by

Michael J. K. Harper, Terrence W. Jezowski, Michael E. McClure,
 
and J. Joseph Speidel. The full report can be obtained from the
 
Population Technical Assistance Project of the International
 
Science and Technology Institute, Inc.
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EXECUTIVE SUMMARY
 

A.I.D.'s support to the Population Council for
 
contraceptive development, contraceptive introduction, and family
 
planning program development has been extremely productive and
 
worthwhile.
 

The Council has been one of the most successful public 
sector programs in the contraceptive development field and has 
introduced more new methods to the marketplace than any other 
program. In addition to NORPLANTR and the Copper T380A IUD, 
which are now in the introduction stage, the Population Council 
is developing several promising new pioducts, including 
NORPLANTR-2 rods and the levonorgestrel (LNG) IUD. Other 
exciting leads being developed include second generation implants
containing the steroids ST-1435 and 3-Ketodesogestrel and three 
different vaginal rings. A.I.D. 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 major concerns involve the sufficiency of staffing

in certain key areas of the contraceptive development process,
 
e.g., dosage formulation, toxicology, regulatory affairs,
 
clinical trial coordination, and monitoring. Some of the delays
 
in registration of NORPLANTR in the U.S. can be attributed to
 
this lack of manpower. If a number of contraceptive development
 
tasks had to be carried out simultaneously, such as writing and
 
compiling two or three NDAs, funds and staff would be a serious 
constraint and cause delays. 

With respect to introduction activities for NORPLANTR 

and the Copper T380A, the Population Council has performed in an 
impressive manner. Progress has been slower for NORPLANTR than 
for the Copper T380A IUD, mostly because the new IUD has received 
FDA approval and can therefore be purchased by A.I.D. In the 

Rabsence of FDA approval for NORPIANT , the Council has correctly 
proceeded with caution and thoroughness to ensure that no 
mistakes occur th'lt might set back the program. Another 
constraint has been lack of sufficient numbers of field staff.
 

The family planning program includes operations
research, technical ass istance, exploration or new programs, and 
production of information and educational materials. Following
its considerable involvement in Asia and Latin America, the 
Council. is now focusing primarily on Africa. Here, A.I.D support 
has been crucial to the development, expansion and maturation of 
the Council's overall sub-Sahara Africa program. The Council's 
efforts in this sphere have also been responsive to A.I.D.'s own 
changing priorities over the years. 
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The major conclusion is that the work of the Council
 
deserves continued and expanded support, with three major

recommendations on how the program might be strengthened in the
 
near future.
 

1) A.I.D. funding should be increased in a stepwise

fashion over the next few years by about 50 percent over the
 
current level of funding.
 

2) Additional staff should be recruited in several key
 
areas related to product development, registration, and clinical
 
trials to reduce the time to market for products now in the
 
development pipeline.
 

3) The Population Council should develop a long-range

plan specifying its view of the optimal size of the organization

and optima] accommodation for such an organization (funding
 
considerations aside). Such a plan could prove a useful
 
management tool for solicitation of new funding.
 

Other principal recommendations include the following:
 

4) A.I.D. should continue its policy of line-item
 
funding for the key major activities being supported such as
 
NORPLANTR , NORPLANT -2, levonorgestrel IUD, and vaginal ring

studies. For flexibility and easier administration, however, a
 
certain percentage (about 10 percent) of the total contraceptive

ievelopment budget should be allocatced for probing studies, and
 
the Population Council should be allowed to decide how to
 
allocate funds among them.
 

5) A.I.D. should increase funding for the
 
contraceptive introduction program to permit recruitment of
 
additional field staff, particularly one or two persons for
 
Africa.
 

6) The Council should work closely with Leiras to
 
ensure that each country's product registration activities for
 
NORPLANTR go forward expeditiously.
 

7) The Council should seek greater involvement in
 
their contraceptive introduction activities of major service 
delivery programs, donors that support such programs, and 
technical assistance agencies. 

8) A.I.D. should maintain the capability to take 
advantage of the Population Council's field experience and 
expertise by continuing to support the family planning program 
component of the cooperative agreement. 
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1. INTRODUCTION
 

This evaluation covers work carried out by the
 
Population Council under an A.I.D. 
 five-year $23,536,140
 
cooperative agreement, DPE-3005-A-00-3003, scheduled for
 
completion in July 1988. The evaluation focuses primarily on the
 
Council's work in developing new contraceptive methods, carried
 
out by its Center for Biomedical Research, together with its
 
efforts to support systematic introduction of the contraceptives
 
it has developed, carried out by its International Progrims (IP)
 
Division. Together, these programs account for about 85 percent
 
of the funds allocated under the cooperative agreement. The
 
evaluation also covers the activities in family planning design,
 
implementation, evaluation, and dissemination managed by the IP
 
Division, which constitute the other 15 percent of the program.
 

This is the second recent evaluation of the Council's
 
contraceptive development program. The first, 1983,
in concluded
 
thdt the Population Council's program, with two products very
 
near introduction, was one of the most successful programs in the
 
contraceptive research and development (R & D) field. The
 
Council has generally carried out the major recommendations
 
contained in the first evaluation as follows:
 

1) More use has been made of consultants to the
 
International Committee for Contraception Research whose
(ICCR), 

members carry out most of the Council's clinical trials and
 
perform development work in their own laboratories. Further
 
expansion of the Committee's membership, however, is 
recommended
 
as a means to assist the work of the Contraceptive Introduction
 
Group.
 

2) The Population Council has done an excellent job in
 
involving private industry in the contraceptive development
 
process, having developed agreements with 10 companies.
 

3) The Council has strengthened its ability to carry 
out toxicology and quality assurance programs, areas needing 
strengthening as the develcpment of contraceptives has proceeded. 

4) On the other hand, the recommendation that 
assistance be provided to the staff member primarily responsible
for writing New Drug Applications (NDA) for the Food and Drug
Administration (FDA) was not implemented. This failure was 
viewed to be in part responsible for a three-year delay in the 
filing for an NDA for NONPLANTR. 
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2. CONTRACEPTIVE DEVELOPMENT PORTFOLIO
 

The Portfolio
 

2.1.1 Summary
 

The exceptionally high quality of the Population

Council's work in contraceptive development ccntinues to be
 
evident. Historically, the Council has introduced more new
 
methods to the marketplace thin any other pro ram. During the
 
period being evaluated, two products--NORPLANTV and the Copper

T380A IUD (see Chapter 3)--were in the introduction phase.
 

Contraceptive development is an extremely long-term
 
process. Therefore, most of the A.I.D.-supported leads under
 
development during this evaluation period were under development
 
at the time of the first evaluation: subdermal implants
 
including NORPLANTR and NORPLANTR-2 and some second generation

implants; the LNG IUD; contraceptive vagina. rings; and
 
luteinizing hormone releasing hormone (LHRH) analogs. A.I.D. has
 
also supported other newer avenues of exploration including the
 
gonadal proteins inhibin and gonadotropin surge inhibiting factor
 
(GnSIF). In addition to its A.I.D.-supported activities, the
 
Population Council has also undertaken research with non-A.I.D.
 
funds on barrier methods, an anti-LHRH vaccine, and an antisperm
 
vaccine.
 

The most promising products still in the development
 
stage were found to be the NORPLANTR-2 and the levonorgestrel
 
(LNG) IUD. Other exciting leads being developed include second­
generation implants containing the steroids ST-1435 and 3-keto­
deso~gestre± and three different vaginal rings.
 

2.1.2 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 avoids many of the more serious side effects that can 
be assoc;ated with estrogens as they are used in the combination 
pill.
 

The Council is involved in three major types of 
products: NORPLANTI , composed of six subdermal capsules;
NORPIAI4NTI-2, composed of two subdermal rods; and several types of 
second-generation implants, each type composed of a single 
subdermal rod. 
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2.1.2.1 NORPLANTR. NORPLANTR releases levonorgestrel 
(a synthetic hormone of the progestin family) through six 
capsules inserted beneath the skin of the upper arm. The system
is effective for at least five years. Its introduction in family 
planning programs has advanced over the past four years and pre­
introduction studies continue to show the low pregnancy and high
continuation rates found in earlier clinical trials. NORPLANT R 

capsules are now approved for commercial distribution in 12 
countries, and it is expected that an NDA will be submitted to 
the FDA by June 1988. 

Safety stucdies continue, wiLh no negative findings with 
regard to cholesterol levels, serum chemistry, adrenocortical 
function, or endometrial cancer. Post-marketing surveillance 
studies are being conducted in collaboration with WHO and Family 
Health International to ensure no unexpecced long-term side 
effects. 

A problem t~iat ha-s )ecome appa rernt recently is that 
pregnancy rates are related to the weight of the user, and this 
effect is most prominent in later years of use (years 3-5 ) and in 
women weighing more thaln 70 Kg. There are some dita indicating 
that changinq the tubing of the capsule may correct the problem, 
and furtlhe loen rob will 1 b onducted to address this issue. 

There has been a ma jor delay in comple3ting the NDA 
filing with the FDA, first anticipated for 19&: and now not 
expected until 1988. The complexity of' the task is one factor 
contributing to this dolay: NOPPITANTI? is the first example of a 
device rel easing steroids over a protracted time period and 
substantial amount- of data had to be col lected over th::- five­
year lifetime of t:he device. In addition, the FDA has recently 
changed it s reguIa t ion,; regarding NDA submi,551 ons . These changes 
required :signif icant reanai 1ysi ,; of extensive amounts of data. A 
shortage of ;ta If with regulatory experience worsened this 
situation and exiacerbated delay. Finally, the NDA filing inR theU.S was shedo1ed to be on NOI.NTrl-2 rods , not HOP PLAN'r six 
capsues . When a ma jor component of the rod was discontinued by 
its manulfacture-r, however, the Population Council was left with 
no 
for 

alte rnative but 
the U. ;. to r-

to 
( 

reformulate 
,,ter HOP PTIAITJ 

the rod and 
capsule;. 

modify its 
Th i latter 

plans 
point 

has led to thl( mcM-;t f; iini f i c1ant recuent dcel,;s. 

icoimurnn(ia t i on1 

Complet:ion of the NI)A t'o the FI)A -;houi J have high
priority. More mana(lerial control should be excrcised to ensure 
that FIDA f iling:; are r ipid( an(I timely. The lessons learned from 
tile NOR 1,I ANrR NI)A (xpe r i (one ;hou I (I be a p) I i ed to future 
submi s;ion-, and additiormal ;staAI may be needed to carry out such 
activitie:; expeditiou;ly (!;ee Section 3.2 for further discussion 
and recommendation,; on the introduction of NOR|)INTJR). 
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2.1.2.2 NORPLANTR-2. This method differs from
 
NORPLANTR in that it has only two rods instead 
 of six
 
levonorgestrel-releasing capsules. The method appears to be as
 
effective as NORPLANT R , but only for three years: Clinical
 
trials that were being conducted in Chile, the Dominican
 
Republic, Finland, and Sweden had to be terminated in the fourth
 
year because of high pregnancy rates. Studies in the U.S. using
 
different manufacturing lots of NORPLANTR-2 are continuing and
 
should determine whether this problem may be related to certain
 
lots only.
 

During the summer of 1987, the Popul ati on Council was 
informed that the manufacturer of a component of the NORPLANTR-2 
rod was discontinuing its distribution. The withdrawal of this
 
component (Medical Grade Elastomer 382) led to an interruption of
 
the progress being made toward preparation of this method for NDA
 
submission and has required a reformulation of the rods. It is 
expected that reformulation will be completed by mid-1988.
 
Additional cl inical trials will be necessary to determine
 
pregnancy rates of the newly formulated product. It is hoped but
 
not certain that the reformulation will enable a longer life span
than three years to be achieved. Along with reformulation, 
mechanizing the manufacturing process of the rods will be
 
attempted and, if successful, should significantly reduce costs 
of production.
 

Recommenda t i on 

Reformulation studies for NORPLANTR-2 should take a 
high priority, and all efforts should be devoted to this area as 
soon as possible.
 

2. 1. 2.3 Secorl-Gcioraltjio n I p__ants. Ovor tho past two 
years, exploratory studi es have been conducted on implant systems
that will eventually have some advantaces over both NORPLANTR and 
NORPLANTR-2 and will fil l special niches in contraceptive 
practice. One such iniplant contains the steroid ST-1435. The 
attractiveness of this tetfroid lies in its lack of effect on 
lipoprotein pattern"., its poor absorption when administered 
orally, and the possibil ity that it can be incorporated in a 
single i mplant effective for one to two years. Its poor oral 
absorption suggests that it may lie appropriate for lactating
 
women becau.;e little active steroid wil1 be aIbsorbed by nursing 
infant, even iI it: i.-, cret;ed in milk. 

'I'hf, imlj)2ant. with ;'[-I, 01 will he comprised of a single
rod anzd will t-here1o 1 t-. r to in; and remove than eitherea';i rt 
NOPI'LAN'' 1 capsu Ies or rod';. It i.; not intended to replace 

T INOPPLA or NOIPLANTP-2, however, b)ecaus';e it will. only last 1-2 
years. losage formulation studies are currently in progress. 
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To date, only a 90-day toxicity study in rats has been
 
completed with this steroid. Therefore, before further phase II
 
and III clinical testing can take place in the U.S., additional
 
toxicology studies are required by the FDA.
 

rhe Council is also conducting clinical trials with the
 
Dutch pharmaceutical firm Organon N.Y. on a single implant

containing 3-ketodesogestrel, which would last two to four years.

To date, these trials have not been supported by A.I.D.
 

Recommendatiion 

1) Work on sT-1435 should not be allowcd to delay the 
key studies required for NORPILANTR-2 and the LNG I'D. 

2) A first order of priority for development of ST-1435
 
is to start the toxicity studies required by the FDA to allow 
further clinical testing. 

2.1.3 Levnnorgestre I UD (LNG IUD) 

The levonorgestrel ID is a device that slowly releases 
levonorgestrel from the s;tem of a T-shaped IUD. The development
of this device is fairly far advanced, and clinical trials have 
progressed over a seven-year period in several countries. Trials 
indicate that this is one of the most effective IUDs ever 
developed. In addition to its high effectiveness (less than 0.5 
births per 100 women per year), this device has significant 
advantages over all other existing TUs. These advantages 
include reduced bleeding, immed i: te retu rn t (, rt i Iit y a ftcr 
removal, and reduction of dysmenorv:iea. 

As with Nu1PIANTt{-2, the removal f rom the market of 
Medical. Grade Elastomer 382 has delayed development, and this TUD 
will have to be reformulated. It is felt that the Elastomer used 
to reformuld'-( NORPLANTR-2 sioould .;]so be satisfactory for the 
LNG IUID. 

The ING hUtD will probably cost more than 
which ',K; expensive compared to the Copper T380A. 
of this IUJD, however, should overcome the higher 

$5 per device, 
The advantages 
cost for some 

women. 

Recommenda t i on 

Iecause of the many advantages of this device, the 
development of the LN(; lJUl) should proceed a; rapidly as po.;sible.
It should, however, be done in parallel with NORPPANT1R-2 rather 
than sequentially. A.I.D. should consider providing additional 
funds to enable this rapid development to occur.
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2.1.4 Contraceptive Vaginal R.ings
 

The contraceptive ring is a doughnut-shaped drug­
delivery system containing either a progestin or a progestin plus 
an estrogen that is placed in the vagina. These steroids are 
slowly released into the circulation by diffusion. One 
attractive feature of a vagina! ring is that it can be placed and 
removed by the woman herself. An early extensive investigation 
of a ring delivering levonorgestrel and estradiol showed that the 
ring was acceptable to women. Work on that ring, .,Kwever,was 
discontinued in 1984 because of dosage problems. Ci rrent work on 
vaginal ring development has been delayed as a consequence of the 
removal of Medical Grade Estomer 382 from the market. 
Reformulated ri!igs, using a new elastomer, are expected to be 
ready for clinical trials in early 1988. 

Several types of rings are being developed. A ring
 
releasing norethindrone acetate-ethinyl estradiol is probably
 
furthest along in development. Both these steroids are widely
 
used in oral contraceptives, are marketed in the U.S. and many
 
other countries worldwide, and are expected to require only
 
minimal toxicology studies to show the local effects in the
 
vagina. Phase I and II trials are expected to take place over
 
the next three years, with Phase III trials to begin in 1.991.
 

Another promising ring candidate contains ST-1435,
 
which is very effective in inhibiting ovulation and appears to
 
have no effect on lipoprotein profiles. ST-1435 will be studied
 
alone an6 in combination with an estrogen. As with ST-1435
 
implant.-, long-term animal toxicology studies will need to be
 
under way before Phase III trials can negin with an ST-1435 ring.
 

A third type of ring, the progesterone-releasing ring,
 
is being developed for breastfeeding women. Preliminary trials
 
conducted over the past two years suggest a special role for this
 
formulation in extending lactational amenorrhea. Progesterone is
 
a natural product of the ovary and is poorly absorbed orally so
 
that the amount absorbed by the nursing infant will be very
 
small.
 

The possibilty exists that work on too many rings may

dilute efforts on other higher priority areas of development.
 
Constraints in the area of ring development, however, are due to
 
lack of personnel in the dosage formulation group rather than
 
directly to lack of funds.
 

Pecommendations 

1) Although the best long-term hopes may be with a ring
containing ST-1435, development of the norethindrone acetate­
ethinyl estradiol ring should! bve highest priority. A ring for 
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lactating women would be useful per se, but does not merit high
 
priority.
 

2) Work on contraceptive rings should be lower priority
 
than work on NORPLANTR-2 and the LND IUD.
 

2.1.5 Barrier Methods
 

In 1986, the ICCR decided to give top priority to
 
developing barrier methods for women that in addition to
 
providing protection against pregnancy, would protect against
 
sexually transmitted diseases (STD) that cause infertility and
 
also protect against viral agents such as herpes and HIV.
 
Research has begun to select several agents that protect against
 
STDs when administered vaginally and to develop new systems for
 
the vaginal delivery of these agents.
 

A pharmaceutical company has provided access to an
 
acrosin inhibitor that blocks the fertilizing activity of sperm,
 
and another company has agreed to provide access to a series of
 
membrane-active compounds that render sperm incapable of
 
fertilization. Two delivery systems are also under study: a
 
vaginal ring covered with a membrane envelope and a diaphragm
 
that could deliver the acrosin inhibitor. A.I.D. has provided
 
only a small amount of support to date to these initiatives.
 

Recommendation
 

Because this activity may dilute efforts that are
 
already in the development process, A.I.D. should not fund this
 
initiative at present.
 

2.1.6 Luteinizing Hormone Releasing Hormone (LHRH) Analogues
 

LiRH is a hormone from the brain that controls the
 
release of luteinizing hormone and follicle stimulating hormone
 
fromn the pituitary. L}IRIH analogues offer several possibilities
 
for the development of contraceptive methods for both men and
 
women.
 

The Population Council has attempted to use LHRII 
agonists (synthetic peptides that mimic the action of LIRH) to 
inhibit ovulation in women. Prospects have dimmed since the last 
evaluation with respect to this approach. Although studies in 
rats, monkeys, and humans with agonists have demonstrated 
inhibition of ovulation, there have been some unacceptable side 
effects. The therapeutic range of the drug was narrow and 
inhibition of ovulation unrel iable. Furthermore, there are 
serious concerns relating to long-term use of the:se compounds in 
women including intervals of chronic anovulation where normal 
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estrogen levels are unopposed by progesterone potentially leading
 
to endometrial hyperplasia; intervals of hypoestrogenism leading
 
to menopausal-like vasomotor symptoms; and the possibility of
 
enhanced bone loss through osteoporosis.
 

By contrast to the poor prospect in women, LHRH
 
analogues that cause the inhibition of testicular function in men
 
are one of the few promising leads for the development of a
 
reversible male contraceptive. These analogues inhibit
 
spermatogenesis by depressing gonadotropin secretion from the
 
pituitary and testosterone synthesis from the testis. Because
 
LHRH agonists inhibit testosterone synthesis, in addition to
 
inhibiting spermatogenesis, they also lead to decreased libido
 
and the loss of the ejaculatory response. Simultaneous
 
administration of androgen, thcrefore, will be necessary to
 
eliminate these side effects. The Population Council is
 
conducting studies on two implant systems designed to deliver,
 
respectively, a constant amount of a highly pot-nt agonist and a
 
constant amount of androgen. This method is very early in the
 
development process and a number of issues remain to be resolved,
 
including the potential length of effectiveness, appropriate dose
 
of androgen to avoid loss of libido or impairment of various
 
androgen-dependent functions (e.g., protein and bone metabolism),
 
and the reversibility of the method after use.
 

In addition to LHRH agonists, the Council has conducted 
early studies on LHRH antagonists, which competitively achieve 
their effects by directly blocking pituitary LHRJ1 receptors.
Work on 'ne such compound, LIIRH-22, was terminated when it was 
found to be associated with histamine release leading to edema. 
An equally potent antagonist, LHR11-34, is currently being studied 
which causes only minimal histamine release. 

Recommendati ons 

1) Acquiring convincing clinical evidence of the IJIR1 
analog efficacy in men should be pursued with the highest 
priority. Collaboration of the French group (P. Bouchard) with 
experience in this area and the ICCR may be very expeditious and 
should be encouraged. 

2) The new implant delivery systems for [JIR1I analogs
and a high-potency androqen should be tested for efficacy of 
delivery for a minimum of one year, with a view to development of 
one or both implant unit; with longer period; of use. inger 
periods would minimize intervention intervals that may be a 
hindrance to patient, accepta)ility and continuation of use. 

1,) Mo i torinrg for sid e effect:, of the steroid 
replacemont req i men should give caref ul cons i derati on to the 
degree, quality, an( duration of restoring seminal vesicle and 
prostate functioninq after withdrawal of the inducinq agents. 
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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.
 

2.1.7 Inhibin
 

The progress made by the Populaticn Council with
 
inhibin over the past one to two years has been remarkable,
 
heightening interest in this substance as an agent that may
 
provide the first acceptable male contraceptive based on an
 
endocrine suppression mechanism that selectively suppresses FSH
 
secretion and does not suppress LH mediat d androgen production.
 

Over the past decade, intense efforts have been
 
undertaken by numerous laboratories to isrlate inhibin. During
 
1985-86, an A.I.D.-funded Population Council project
 
collaborating with investigators at the Florida Institute of
 
Technology and 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. With
 
the availability of the highly purified ovine testicular inhibin,
 
plus other substances, it then became possible to conduct a
 
variety of anatomic and physiologic experiments. Although it
 
appears that the mechanism of action of inhibin is more complex
 
than at first envisioned, the lead remains promising, justifying
 
further study regarding the chemistry and physiology of inhibin.
 
These, however, must await development of a means of producing
 
large amounts of pure inhibin.
 

The Population Council has begun a significant effort
 
aimed at the production of inhibin by recombinant DNA technology.
 
When sufficient material is available, the problem of a long-term
 
mode of administering inhibin-derived contraceptive peptide(s)
 
must be addressed, perhaps through the implant system presently
 
being devised for the delivery of LHRH agonists.
 

Recommendati ons
 

I) A.I.I). support should be provided to permit a 
significant effort aimed at the proluct:ion of inhibin by
recombinant DNA technology. In particular, a priority effort 
should bi made to complete the cloning and characterization of 
the cI)NAs for the human beta-A inhibin subunit and to develop 
mammalian cell expre.;.ion systems. 

2) Studie; on the optimal condition-; for the bioloqical
expression of inhibin in qonadal cell!; and physioloqical studies 
of inhibin-activin effects should follow as the next level of 
priority.
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3) When sufficient material is available, the problem
 
of a long-term mode of administering inhibin-derived
 
contraceptive peptide(s) must be addressed.
 

2.1.8 Other New Leads
 

2.1.8.1 Gonadotropin Surge Inhibiting Factor (GnSIF).
 

Efforts over the past 12 months have been directed to
 
studies to isolate GnSIF from porcine follicular fluid. This
 
effort is based on a number of biological studies performed over
 
the past eight years that suggest there is a peptide in porcine
 
and human follicular fluid--designated gonadotropin surge
 
inhibiting factor--that will. inhibit the surge of LH secreted by
 
the pituitary in response to LHRH. The Population Council is
 
working in collaboration with Eastern Virginia Medical School in
 
these efforts. Present evidence suggests that GnSIF is a small
 
peptide that could be used as a nonsteroidal form of
 
contraception inhibiting ovulation. The prc uct isolated,
 
however, is still insufficient in purity, character, a;id amount
 
to provide a true sense of the identity to GnSIF.
 

Recommendat ion
 

Until a pure protein/peptide product having the desired
 
biological activity is isolated, characterized, and produced,
 
A.I.D. should withhold significant funding.
 

2.1.8.2 Anti-_H ___Vaccine. LIuRE is a 10-amino-acid 
peptide made by the brain that regulates the secretion of I]i and 
FSH. Neutralization of LHRI by antibodies is known to reduce the 
secretion of pituitary hormones and produce infertility in 
animals. This principle forms the basis of an IIRII vaccine.
 
Studies by the Population Council have also shown, however, that
 
male rats, rabbits and monkeys immunized against LIIRH will
 
experience at decrease in testosterone secretion, and therefore
 
androgen supplementation will be required. The androgen implant
 
being developed at the Council for use with LIIRI! analogues should
 
provide an elegant modu of androgen administration for up to one 
year, if the vaccine is proven suitable for human use. The anti-
L II vaccine appear, to require a con';iderab]e amount of further 
study at the probing l evel bef ore A. ].1). support would be 
warranted, pa-irticuliarly in time,; of limited budgets. 

lPc0ionmnda(dt i or) 

No s;igni I icant invesntment of A.I.D. funds for an anti-
LIRIt vaccine it; warranted at this time. 
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2.1.8.3 Antisperm Vaccine. The Pepulation Council
 
has conducted basic probing studies that are aimed at developing
 
an antisperm vaccine. They are attempting to identify sperm
 
antigens that when used to immunize women would elicit an 
immune
 
response that would block fertilization. These studies are being
 
done in collaboration with the National Institute of Immunology
 
in India and to date have not been supported under the Population
 
Council Cooperative Agreement.
 

On the basis of 20 years of reports on this approach, 
the expectation is that this may prove to be a long-term, costly,
 
and high-risk commitment. Before a significant A.I.D. investment 
is warranted, therefore, this approach must document the proven 
identity of one or more sperm antigens directly and causally 
associated with a critica] fertility mechanism, demonstrate that 
an immunological myethod 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 lonq-tlerm q;, of this method. 

Recommenda 	t i on 

Stud Ies; to devel op an anti sperm vaccine are at too 
preliminary a stage to warrant A.I.D. funding through this 
cooperat ive agreement. 

2.1.9 	 Summary of Recommendations for Contraceptive 
[)eve I opment 

1) Ref ormu lat i on studies f or both HORIPIANTR-2 and the 
LNG IUI) should take the highest priority. All effort; should be 
concent rated on these areas a:; soon as 1)os:; i ble . 'Ihis may 
involve incr :ast ,an1dfundinq 	 IInmanpower. 

2) Work on the ;T-] 43!) i mp lant shou I d not be a I Iowed to 
del ay the key stud ie:; requ ired for NORI'IAN'IW-2 and the I.NG Iti1. 
A first order of priority for f;T-1435 i 5 to start the toxicity 
studies required by the FI)A on t hi:; compound. 

3) Work on contracept Ve r n~t:; shou Ild ha ve a lower 
priority than that on 4Oi1ILAN'I1 -2 ald IN) 11) J. Amonq ther rig:;, 
priority should be qive: to the northi ndVto)ie acettt ( ,-e-ethi nyl
estradiol combinat ion. I I the cu ront. v ,l;ion fai i;, ef1 fort 
should be Io(:u:;e( on :;-14 i,. I t ai I:;, thi:et Who e p* p(oa)ch 
should1 	 b)abOl)ly be reevalunaterd.
 

4) A.I.). support ;AiOuld ht,e provided to i i:; tist it) 
producti on of inhihin by irecornlinnt I)NA te'chnr)Io(ly. 

9) A.I.1). funid-:; shouldl i)robatbl,/ll not he provided at t his 
time for rp,,awwhm o)rvi-r metlohods, as thoe:;, miqht dilute other 
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efforts, or for GnSIF, anti-LHRH vaccines, or antisperm vaccines,
 
which are still in too preliminary a phase.
 

2.2 Staffing and Funding
 

2.2.1 Staffing
 

A number of problems have arisen during the project
 
period, many of which have been beyond the control of the Council
 
and have hampered the progress in several areas of product 
development. First, the FDA decision to change the regulations
 
for NDA filings at a point when the application for NORPLANTR was
 
nearly complete has meant that all the studies have had to be re­
analyzed according to a standard format and that more information
 
on adverse reactions has had to be supplied. Second, the FDA has
 
changed its regulations with regard to toxicology studies, which 
means a delay for development of products using ST-1435. Third, 
Dow Corning withdrew from distribution Medical Grade Elastomer 
382, a component of the core used in NORPLANTR-2, the LNG IUD, 
and contraceptive vaginal rings. The withdrawal was occisioned 
in mid-1987 when a catalyst us;ed in making this component was 
suspected to be teratogenic and carcinogenic when given i­
extremely high doses to laboratory rats and mice. Although 
further evaluation of the data from various studies have 
indicated that use of this elastomer posed no risk fr.r humans, 
the delay has represented a major setback for these methods. 
These developments have meant an extra workload in several areas 
and raise some questions as to whether current staffing levels 
are adequate, to move tiho work forward as expeditiously as 
des i rab 1 e. 

Spec ifi iea,l ly, ,,tar f seem!; to be short in the areas of
regulatory I il ing, cl inical trial monitoring, dosage formulation, 
and toxicology. With regard to preparation of FDA filings, the 
delay i n gjet t ng FDA ipproval I or NORIIINTI is 1imi t ing or 
delaying it!, int:roduction worldwide. More stall to oversee 
monitoring of ongoing cli nical trial!; on NORPWIANTI R might also 
have been helpulI in l rovi dinq t to information needed earlier by
the FDA. A.; th , ) rqrina t i"c InJ)hmans;iis continue!. to ;hift to 
clinical trail I, addit.ionl !,;t 1f I will be reqoi red to elv;ure that 
they are properly monitored. 

I)(:)!;.q I oinii Iat ioil has1", b,'n anothr p robl(e in area(, 
part i u] I 1ry because the w i tdrawa 1 of Me-dicl Gride L1 a;temer 
382 ha!; mielint that. three p'roduct.!; hive hi( to be ref ormul ated. 
in the urgency t:o r icdrmo ,lt, lthe NR Il ANTI -? :;y!;tem, work on tile 
ING 1id11 la!; eInporl-iily lben plot ()n hold. lwvelopment. of new and 
improve(d ernu ions/!(' , very !;y;t.n; is a conti ntlm, and it is 
unl i kel y that. th i ; a.;t(pct of the work will be sca 1ed down in 
future. With the heavy empha ; i!,; on del ivery systems for delivery 
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of all the leads in the pipeline, this could become a critical
 
bottleneck within the foreseeable future.
 

2.2.2 Funding
 

A.I.D. funding for the contraceptive development
 
program has remained relatively constant over the last three
 
years and has accounted for about half the Counicil's expenditures

in this area (50 percent in 1986 and 60 percent in 1987). A.I.D.
 
has exercised fairly tight control over the program, requiring

line item approval of both major activities and individual
 
probiig studies.
 

The prospect of funding being provided from nther
 
sources, however, is becoming increasingly problematic.
Foundation support, once an important factor, is drying up; an 
endowment, which now covers five percent of the budget, will 
probably not be increased substantially, and becadse the 
Council's goal is to provide contraceptives at the lowest price
possible, licensing agreements can not be expected to provide 
substantial revenues. 

Conclusions and Recommendations
 

Conclusions
 

Staffing shortages threaten to delay the completion of 
products now under development. Before new staff can be hired,
however, two problems mui;t be addressed: how to enlarge the 
physical faci l ities. now available to house staff and how to 
identify additional funding ,;ourccs. The Population Council 
maintains a unique public ,;ector contraceptive development effort 
that works in partners;hip with priv a-ite industry a4-s needed. With 
the continuing withdrawal (A the pharmaceutical industry from the 
contraceptive P & 1) f ield, the maintenance and even expansion of 
th is prog ram i ; of hf h r i or i ty for popu I at i on program 
resou rce '. l'rogre:s; under thi ,; program i!; haimperred by inadequate
financial ;upport of the 1,o)ulati on Council'.; program. stabi Iity
of funding i .8 part icul arly important to the Population Council, 
as contraceptive devel opmont , i ; a lonq-term commitment and the 
maintenance of a highly qul i jied multidi.;ciplinary team is 
essential to the proces. 

Pe omm nd a t i on! 

Ovrall funding :;huld e increa:;ed in stepwisne fashion 
over the next; I0w yea r.,; by about SO percent over tihe current 
level of funding. ;peci f ical ly, 
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1) A.I.D. should underwrite the costs of increased
 
staff levels to reduce the time to market for products now in the
 
development phase.
 

2) Line-by-line funding for major activities, for
 
example, NORPILANT R , NORPANTIR-2, and ING IUD, is appropriate. 

3) A.I.D. should allocate a certain percentage (say 10 
percent) of the total budget for probing studies and permit the 
contraceptive development program of the Populdtion Council to 
decide how to allocate the fund,- among the new leads. This would 
allow flexibil ity to res;pond to changing circumnstances. 

4) The Population Council should develop a long-range 
plan specifying its. view of the optimal size of the organization 
and optima I accoommodat i ffor :;uch an organizat ion ( funding 
cons i derat i ons: as i de) iuha pl an cou] d prove a useful 
management tool Ior sol i citation of new funding. 
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3. CONTRACEPTIVE INTRODUCTION
 

3.1 Overall
 

In 1983, the Population Council formally initiated a
 
new program designed to support the carefully planned and
 
systematic introduction of new contraceptives it was developing.

This effort was to be supported in part through the Population

Council cooperative agreement. To date, funds have been used for
 
the introduction of NORPIANTR and the Copper T380A. Costs for
 
NORPLANTR have been over $1 million annually for the past three
 
years, with A.I.D. providing 50, 67, and 65 percent of the total
 
respectively. Expenditures for the Copper T380A have been
 
considerably lower (i.e. , $217,490 for 1986 and $169,000 for
 
1987), with A.I.D. funding respectively 95 and 97 percent of the
 
effort. Overa li, tir high quality of the Population Council's
 
introduction activities is impressive.
 

1
3.2 NO 4'
,PLA


3.2.1 Progress to Date
 

In 1983 the Popuation Council initiated a program to
 
-
introdu NORPLANTRrl into family planning programs around the 

world. The introduction of NORPLANTR has proceeded slcwly and 
deliberately, with about 50,000 users to date in clinica, field 
trials. There is considerable interest in the method, with pre­
introduction clinical evaluations complete or ongoing in 26 
developing countries, and a number of others having expressed an 
interest in the system. 

At this point, 12 countries have approved NORPLANTI for 
commercial or programmatic introduction: Finland and Sweden in 
Europe; Chile, Colombia, Ecuador, the Dominican Republic, Peru, 
and Venezuela in Latin America; and China, Indonesia, Sri Lanka, 
and Thailand in Asia. There are over 200,000 users now in 
Indonesia alone in the national family planning program. 

The Hluh tamaki Oy/le ir as; Medi ca pharnMacCCut ical company, 
the Finnish company that has exclusive license to manul 1.acture the 
implants, i!; responsibhle for a]l. registration effort- overseas. 
Leiras has.; I il,d for reg i:strat i on iln .;evera] othier countries in 
addition to tho;. I i.;ted above but, because it is small , often 
works th1r'ough other nr nli zat ions to achi eve product 
reg i st.rat i on . Cons (.erton n1,eeds to ) ( i venl on how to 
accelerate th, rrti;stration process. To a certai , extoxntL, the 
pace o a)p|)rovi I , and there!ore of i ntroduct i on, may have been 
affected by the failure to date of the FDA to approve this method 
for U.;. use (see Section 2.1.2.1). It is expected that an 
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application will be filed by June 1988 and approval may be given
 
as early as late 1989.
 

--------- Because_ NORPIANT.R.-is.- a.--new... method -and- because--it_-has--.­
not yet been approved for use in the U.S., the Council is taking

considerable care with the introductory activities, proceeding
with a deliberate pace to ensure that no mistakes occur that 
might result in major setbacks to the program.
 

3.2.2 Introductory Activities
 

The introductory activities include training,
development of materials, the conduct of perspective
user 

studies, and the development of relationships with local service­
providing organizations to offer the contraceptive. Progress in
 
these areas is described below.
 

o Tani±ng
 

Training facilities have been established in Indonesia

and Santo Domingo, and two others are expected to open soon in
 
Egypt and Brazil. Some 700 Thai physicians have been trained,

and training projects are being explored with leaders in Ecuador
 
and Colombia.
 

o Materials 

Materials are being developed for several audiences:
 
service providers, including physicians and counselors; clinic
 
managers; and prospective and actual users. Collaborating with
 
the Population Council in developing these materials has been
 
Leiras, PIACT, AVSC, and FHI.1
 

o User Persvective Studies
 

A unique aspect of this introductory effort has been

the considerablo emphasis on user perspective studies. On the
 
basis of a model developed in Brazil, a survey was undertaken in

the Dominican Republic and another is under way in Mexico.
 
Studies are ongoing in Kenya and in Zambia, and one is planned in

Indonesia. FHI is undertaking surveys in nine countries and
 
PIACT in four. These studies focus on the introductory

approaches for NORPLANTR as well as the acceptability of the 
method itself. Both surveys and focus group studies underline
 
the importance of good provider support. In Brazil, the

overwhelmingly positive responses of users has been helpful in 

lSee glossary for the full names of these and other
 
organizations mentioned in the text.
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convincing authorities of the value of the method and the safety
 
of the clinical trials.
 

o Assuring an Adequate Infrastructure
 

Developing the infrastructure to provide the method is
 
expected to be a problem, particularly in Africa. The Council is
 
exploring the possibility of 4iicorporating NORPLANTR into
 
services in Kenya, the first country to be involved, and lessons
 
learned are expected to be transferable as other African
 
countries become involved.
 

An important key to the success of the worldwide
 
introduction pr.cgram will be increasing the involvement of other 
donor agencies, many of which are already part of the inter­
agency task force tnat has been involved in development of the
 
training, materials, development, and user perspective studies
 
activities described above. In particular, as the Population
 
Council increasingly relinquishes its custodial role over
 
NORPLANT R , it will be important for donor agencies (the World 
Bank and UNFPA) and service delivery organizations (IPPF, FPIA, 
AVSC, and The Pathfi nder Fund) to take a lead role in 
backstopping local service delivery organizations. 

3.2.3 Constraints 

An important constraint has been the small size of the
 
Population Council field staff involved in introduction
 
activities. In contrast with private drug companies, which spend
 
tens of millions of dollars and sometimes have staffs of
 
hundreds., the Population Council's staffing for this introductory

effort has been very modest. A small full-time staff at
 
headquarters is complemented by two medical representatives, one 
in Asia and the other in Latin America. In Africa, however, 
where the challenge is greatest, provision of a medical 
representative is still only at the planning stage. 

In add i t ion, the high cost of NR01PIANTI has been a 
deterrent to its broader i ntroduct i on in some of the countries 
where it is approved. Its cost (public sector price (it least 
$15.00 and a; high as $32.00 in some countries) is caused by the 
necessity for hand manufacture. Becaus;e of the high initial cost 
of the i mpI ant ,, A. I. I). s;upport for purchase of ;uppl ies is 
critical. A.1.1). pol icy, however, is not to purchase for 
widespread di stri but ion non-FDA approved drugs or devices and 
therefore, unles, alternate donor agencies can be idc ntified that 
will be willing to bridge the minimal two-year gap before 
anticipated FDA approval, widespread introduction will continue 
to be delayed.
 



4. FAMILY PLANNING PROGRAM COMPONENT
 



3.3 

- 18 -

Copper T380A IUD
 

In contrast to NORPLANTR, the Copper T380A has enjoyed
 
rapid introduction, in considerable part because it has FDA
 
approval and can therefore be purchased by A.I.D.
 

In 1983 the Council and PIACT began development of a 
package of prototype training and informational materials, 
designed to support the introduction of this method. 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 T380A IUDs have now been distributed in 30 countries. 
Building on these materials and the insight gained in the 
introduction of NORPLANTR, the Council, PIACT. and other agencies 
have begun model country-specific needs assessment and training 
projects. The imminent reintroduction of the IUD on the U.S. 
market should be very important in stimulating the use of these 
devices in developing countries.
 

Recommendations
 

1) The Population Council should work closely with 
Liras to ensure that each country's product registration
 
activities go forward with as little delay as possible.
 

2) A.I.D. should consider waiving the current policy

relating to distribution of non-FDA approved drugs and devices. 
If this cannot be done, A.I.D. should consider increasing
 
distribution of NORPILANT R on a research basis.
 

3) The Population Council should seek non-A.I.D. 
funding to purchase large numbers of NORPLANTR sets for the 
Contraceptive Introduction program. In particular, support
should be sought from donors that do not require FDA approval 
prior to purchase and distribution of contraceptives, that is,
 
the UNFPA, the World Bank, and foundations. 

4) Tie Population Council should ensure that in-depth
documentation of' contraceptive introduction activities, including
 
user perspective studies, is undertaken and that such information 
is broadly dis;seminated to workers in the population and family 
planning field.
 

11) I ncreased fund ing should be considered to 
accommodate a larger field staff', particularly for one or two 
persons in Africa. 

6) The Population Council should seek to increase 
involvement of major service del ivery programs, donors that 
support such programs, and technical assistance agencies in their 
contraceptive introduction activities. Principal agencies with 
which greater involvement should be sought include the World 
Bank, UNFPA, IPPF/W1IR, JIIPIEGO, Pathfinder, FPIA, and AVSC. 
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4. FAMILY PLANNING PROGRAM COMPONENT
 

4.1 Overview
 

The purpose of thi- component of the cooperative
 
agreement is to allow the Council to provide assistance to family
 
planning service delivery efforts through the conduct of field­
based projects, technical assistance and other activities that
 
build on the Council's prior family planning research,
 
evaluation, and policy development activities worldwide.
 

Activities under this component include operations

research, technical assistance, exploration of new programs, and
 
production of information and educational materials. Overall,
 
the Council's selection of projects under this component has been
 
appropriate and in accord with the Council's own goals. The
 
goals met through this activity have included 1) expansion of
 
low-cost contraceptive availability through conducting operations

research and research evaluations; 2) developing local capacities
 
and infrastructures; and 3) discovering more about the
 
relationship between family planning and HIV information and
 
prevention activities.
 

4.2 Programs by Region
 

The Council has long been active in Latin America and
 
Asia, and more recently in Africa. Overall, it has done an
 
impressive job in carving out an apparently unique role in
 
establishing long-term technical assistance and institution­
building relationships with numerous national family planning
 
programs in these areas. Particularly notable has been its
 
performance developing service statistics, management information
 
systems, and program research and social science investigatory
 
capacities.
 

4.2.1 Latin America
 

The lowest emphasis in the family planning program
 
component of this cooperative agreement has been in Latin
 
America, where most of the Council's extensive operations
 
research activities are carried out though a separate A.I.D.
 
contract (INOPAL). Activities 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 community-based distribution operations

research program in Colombia; two HIIV and family planning

operations research projects in Peru; and partial support for the
 
operational costs of the Council's country office in Bogota.
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In terms of the Council's own priorities, the two HIV
 
operations research projects in Peru are particularly notable, as
 
they are at the cutting edge of field research on whether and how
 
family planning services can be successfully linked with HIV
 
information and prevention activities. By contrast, the support
 
for the Bogota office, which has been carrying out operations
 
research since 1972, seems somewhat anomalous because after June
 
1988 all of the office's work will relate to the INOFAL project.
 

The Council's long-standing presence in Latin America, 
its operations research experience and track record, and the 
presence of a field structure to manage its regional programs, 
however, all represent a considerable resource for A.I.D. and the
 
international family planning community. 

4.2.2 Asia
 

In Asia, mission buy-ins have been the principal

funding source for the family planning program component, having
 
financed major reseurch studies in india and in Bangladesh. Of
 
special importance h-ts been the research decision-making model 
developod in Bangladesh, which has directly influenced national 
family planning program policy .. tructure and management in that 
country's particular bureaucratic setting. Council staff are now 
engaged in documenting the model that has evolved there and 
exploring potential applications in other countries with 
similarly weak infrastructures and rigid bureaucracies, 
particularly in Africa. 

4.2.3 Africa
 

Most of the central funds under the tamily planning 
program component have been devoted to work in Africa, and this 
support has been crucial to the development, expansion, and 
maturation of the Council '; overall sub-Saharan Africa program. 
Although the Council relies on s,,everal funding sources for sub-
Saharan Africa activities, A.I. P. cooperative agreement funding 
for headquarter, ;ta f I time, travel , in-house projects, and 
selected subawards to iocal African in:t itut.i on,; has provided the 
wherew i thai and f ]ex i 1 i I i ty needed to I orge a comprehensive 
strategy in thi s region. 'Phe i niti. iyes; in Alrica have been of 
three types.
 

o Explo rat:ory Prograir r),vopmfnt
 

Thi-s hia.; involved oxpl oraltory trips to Nigeria, Kenya,
Zaire, Zimbabwe, Pwandia, Zambia , and Mal i, during which needs 
have been assessed, priori t i e. i dent if i ed, and a strategy 
developed. At this point, f ield staffting and management 
structures, while still being evolved, are well positioned to 
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develop and support programs in Africa. An extensive network of
 
institutional and professional relationships 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.
 

o Operations Research 

The Council has demonstrated, with projects in Zimbabwe
 
and Zaire, its ability to develop and undertake operations
 
research in sub-Saharan Africa. In Zimbabwe, as the Zimbabwe
 
national family planning program looks to future sustainability,
 
the Kubatsirana project is testing potentially lower cost
 
alternatives to the national community-based contraceptive 
distribution program. The Kananga project in Zaire will be
 
critical in measuring demand for contraception in rural areas and
 
testing pilot approaches in meeting and increasing demand.
 

o Tiechnical Assi>;-tance 

The Council has carved out an apparently unique role in
 
establishing long-term technical assistance and institution­
building relationhips with numerous fledgling family planning 
programs to assist them in institution building and development
of service statistics and management information systems. For 
example, assistance has been provided to Rwanda and Mali to 
develop family planning service statistics systems and a resident 
advisor has been provided in Zambia to develop a broad range of 
family planning programs. A major new project has been initiated 
in the Sahel region in conjunction with the Sahel Institute to 
provide evaluation and research technical assistance to its nine 
member countries. The Council has also worked with institutions
 
in a number of African countries to build their capacity to 
undertake training and perform research, most recently with
 
universities of Zimbabwe and Kenya.
 

The Council has also provided a substantial amount of
 
short-term assistance in Sub-Saharan Africa. For example, in 
1986, assistance was given to two Nigerian states to develop
their statewide five-year plans for expanding family planning 
services. Thes e plans will serve as prototypes for the 
development of plans- in other Nigerian states. 

From the Council ' ; perspective, emphasifr wil. continue 
on sub-Saharan Africa, on the relationship between STIs and 
family planning programs, and on transferring lessons learned in 
Bangladesh to Africa. 'In addition, the Council plans to 
investigate the relationship of the quality of family planning 
care with increased contraceptive usage and to seek new ways of 
delivering and expanding use of family planning and health
 
services during the postpartum period.
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4.3 Management
 

The Council's professional staff in New York and the
 
field have a well-deserved reputation for high-quality commitment
 
and productivity. The Council has an extensively developed field
 
network to which substantial authority has been delegated.
 
Although only a small portion is supported under the cooperative
 
agreement, the project has benefited greatly from its expertise.
 

In recent years the Council has devoted considerable 
attention to developing its management resources for sub-Saharan 
Africa. The Africa program is currently staffed by four New 
York-based professionals. 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.
 

The Couci I 's intention, however, is to delegate 
management responsibility for the sub-Saharan program to the 
field. Two resident advisois have been selected in Zambia and in 
Mali, and the Council is presently negotiating with the 
governments of Kenya and Senegal to establish a presence in those 
countries. It expects to place a senior representative in 
Nairobi by the end ot 1988, with a subregional office to be 
opened in Senegal in April 1988. 

Overall, the Council is doing a good job in managing
the workload of the cooperative agreement and completing projects 
is a timely manner. The only area where there appeared to be 
some minor problems was with regard to reporting format and 
liaison with A.I.D. The Counci and A.I.D. should work together 
to develop an annual reporting format that is responsive to the 
needs of both agencies and to develop trip reporting guidelines 
that can be incorporated into the next cooperative agreement. 

4.4 Assessment of Value of Family Planning Component to 

A. . 1).-

The overall conclusion is that A.].D. 's support to the 
Council for the family planning programs component of the
 
cooperative agreement has been extremely productive and 
worthwhile.
 

Several interrelated factors justify this broad 
endorsement of the Council 's family planning programs work. 
First is its track record. The Council's approach produces 
results that have made a difference to field programs. Second, 
the Council is a unique resource in the world with its extensive 
field structure, its muItidisc.pl inary approach to program
develoDment and research, and its highly professional and 
qualified staff. This component of the cooperative agreement 

http:muItidisc.pl
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gives both A.I.D./Washington and USAID missions the ability to
 
tap into a formidable and unparalleled resource. Third, insofar
 
as the family planning programs component is essentially a field­
based operation, it helps to keep the Council's .-;ork in the other 
vital area s of contraceptive development andi int roduct i on well 
informed and directed by proqrammtic needs, constraints, and 
mperat iv e.; Fourth, the C'ounci i '; fami ly p,1 nn i og programs 

work ha bee-,.)n res!;)on ive to A . I . I). 1 ; own chang ino( r i or i t i es over 
the years (e.g. , -iub-iSaharan Af rica, natural family planning, 
IiiV) . Fi na I I y, the Popu I at i on Counc i I i s one of the very few 
internat ion,il populiation a genci,.,o; that h,!; the' ca plcity with its 
field stru tore and mtidis it itinry tocil; to provide, long-term 
technical a.s;istance to nat onii fimily planning programs in the 
areas o1 In.stitution bu i lding, resfrch, service statist ics,, and 
manageme nt I n f ormlt ion . tih u,-ce, ]y -
s s t:ems I.' did h , ... ,;f u i n the 
past in A;ia and Latin America, and it has laid solid groundwork 
for doing the ,am- n ;everaI su,-',,aran Al ican countries where 
national family 1ann i nq ,1,e in their earl i e:;t stages ofI )rograriMs 
development ind in neeof carol u]1, p)rofess:i onaI nurturing. 

RHcommend t i on:; 

o Cenera1 I
 

I ) The next cooperative agreement between A.I.D. and 
the Population Council should continue explicitly to include and 
fund the Council'; important work in the family planning program 
area. 

o Iat in America
 

2) A.I..I) -;hould con;ider providinq short-term support 
or the Counci 1 ',; Iloota unti I decis.ion on theof I ice a lat in 
.-merica operat ion!- research contract i,; reached. The Council 
shoul d con; idr inc Iu ing stupport Ior that of Iice i n i ts next 
proposal for the operation; reca rch contract. 

I) Under the n),xt (:ooprative ,I(treem('lit, the Council 
shoul( continile to Im, al lowed to re,,pond to worthy tarqets of 
opportun ity i n Iit in Amer ici that cannot be ;upportevd by A. I . ). 
through othe r mnechan i ;m!;, or whe re the Council cl earl y h ; the 
experti;e ari( capacity to delivery quality results in timely and 
cost-efI fect iye way;. 

o A; ia
 

4 ) A I thlotoh iti ;eem; un I ike I y that, s;carcer central 
A. I.1). 1und-; wi II be a Ilocated for the Cotinci I ; family planninq 
program act iviti :; in Asia, it i.,;recommended that the Council 
retain the capaci ty to use cent.ral A. I .. I und inq in As ia for 
mutual.y iq reed-on, hiqhly i mportant I (e ragle pro j ect; and 
activities. 



- 24 ­

5) The Council should pursue its plan to adapt the
 
Bangladesh model to other settings and to document the system and
 
publish results so others can also benefit from the experience.
 

o Af rica 

6) Under a new cooperative agreement, A.I.D. should 
continue to provide flexible funding to the Population Council 
for its sub-';aharan Africa family planning program activities so 
that the Council can maintain znd accelerate its forward momentum 
in the region.
 

7) A.I.I). should continue to fund and utilize the
 
Council Is extensive capacity to undertake in sub-Saharan Africa
 
family planning program evaluation and operations research.
 

8) In the next cooperative agreement, the Population 
Council's long-term technical assi stance and institution-building 
role in sub-Saharan Africa should be explicitly recognized and 
supported through the allocation of funds for the.ie activities.
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5. PRINCIPAL CONCLUSIONS AND RECOMMENDATIONS
 

Conclusions
 

A.I.D. 's support to the Population Council for 
contraceptive development, contraceptive introduction, and family 
planning program development has been extremely productive and 
worthwhile. The Council has been one of the most successful 
public sector I-rograms in the contraceptive development field and 
has indeed gotten more new methods to the marketplace than any
other program. A.I.D. support has been critical in ensuring 
continued progress by tl program and has been a most successful 
investment as judged by both actual and potential returns. The 
quality of the research performed, -oth basic and applied, has 
been exceptional. 

The development and introduction of contraceptives is a 
very expensive and long-term endeavor. Over the recent years, 
A.I.D. has contributed approximately 50 percent of the total 
support to the Po', lation Council's contraceptive development 
program, which indicates the large extent to which this program 
is dependent on A.I.1). support. 1r the past, support was 
provided also by the Rockefeller, Ford, and other foundations. 
These sources are now providing funding on only a minimal level, 
and cherefore A.I.). support will become eve2n more important if 
many of the leads in the pipeline are to become a reality. 

The Population Council maintains a unique public sector 
,contraceptive development effort. With the continuing withdrawal 
of the pharmaceutical industry Irom the contraceptive R & D 
field, the mai ntenance and even expansion of this program is of 
high priority for population program resources. At present, not 
all new leads can be pursued because of both funding and staffing 
constraints. These constraints are particularly apparent in 
certain key area; of the development process such as dosage
formulation, toxicology, regul 1 itory affairs, clinical affairs, 
clinical trial coordination and monitoring, and field staff for 
introducti on activities. If a number of contraceptive
development tasks had to be carrieo out siniaul uiuieous5y, "uch as 
writing and compiling two or three N1DAs, funds and staff would be 
a serious constraint and cause delays. 

Recommondat i ons 

Three principal recommmendations arise from the 
conclusion that the work of the Council deserves continued and 
expanded support: 

1) A.I.D. funding s;ould be increased In a stepwise 

5.2 
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fashion over the next few years by about 50 percent over the
 
current level of funding.
 

2) Additional staff should be recruited in several key
 
areas related to product development, registration, and clinical
 
trials to reduce the time to market for products now in the 
development pipeline. 

3) The Population Council should develop a loiig-range 
plan specifying its. view of the optimal size of the organization 
and optimal accommodation for such an organization (funding 
cons iderati ons. aside) . S;uch a plan could prove a u!;eful 
management tool for sol icitation of new funding. 

Other princ itpal re(commendat ions include the following: 

4) A. I . 1). !;shotI 1(1 continue it:.s pol icy of Ii no-item 
funding for the key major act ivities s1)i ng s.upport-ed such as 
NORPl.ANT11, NO.P.ANT-2 tevono 1IM), aniid vaginal ring, rgestre l 
studieL.. For flexibility and ea.ier admini.stration, however, a 
certain percentiaqe ( abot: I 0 percent ) of tIhe total contraceptive 
development: bud(et -;hou1(1 be allocated for probing studies, and 
the lPopu I ,t ion Coune ii s:h)u i ( be a 1 owed to decide how to 
a I ocate Iund,; amonq then. 

{,) A. I . I). shou 1(1 i ncrease 1nd i ng for the contraceptive 
introduct. ion prog ram to permi t recru i tment of addi tional field 
staff, part ic.ularly ()n or two pe,-;ons for Africa. 

0 ) The Counci ;hould work dlo.u;(Iy with leiras to 
ensure that .ach count r ' ; product. req i :;t:r-i t. i on activities for 
NORPLAN'I ' qo forwar-d expediti u'; y. 

7) The Council ;hould :e gri-eater involvement in their 
contraceptive inrodiuction ac:tivitie.,; o ma jor s;ervice delivery 
programs, donors t:hat :.ut)lort ;uch program.;, and techn ical 
assistance ag(enc ic;. 

8) A. I . 1). should maintain lih capabil ity to take 
advantage of tlhe Ilopu I at i on Counc i 1',; f ield experience and 
expertise by continuing to ;upport the family planning program 
component of the cooperative agreement.
 


