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B. EXPANDED NARRATIVE STATEMENT

1. Intreduction and Backgroumd

The International Fertility Research Program (IFRP) is a nonprofit
éorporation. incorporated under the laws of North Carolina and
located in the Research Triangle Park, North Carolina. The IFRP
was founded in July 1971 to continue the work of the Pathfinder
Fund in the international evaluation and testing of contraceptive
methods. In 1971, the IFRP was administratively attached to the
Carolina Population Center, University of North Carolina at Chapel
Hill. The sole support for the IFRP came frem a five-year research
Contract (AID/csd-C-2979) from the Agency for International Devel-
opment (AID). Under this contract the work of the IFRP expanded,
and within two years the IFRP had developed into one of the world's
foremost research organizations to evaluate contraceptive
effectiveness and safety. By mid-1974 it became apparent tc both
the IFRP and the University of North Carolina that the administra-
tive needs of a dynamic research organization, such as the IFRP,
could net be met by the University of North Carolina. The IFRP,
AID and the University of North Carclina mutually agreed that the
IFRP should become an independent organization, separate from the
University of North Carolina. The IFRP began to function as an
independent nonprofit organization in February 1975 under an inde-

pendent Board of Directors.

The IFRP's five=year Contract (AID/csd=C=2979) was extended for one
year and, in 1977, the IFRP received from AID a one-year Contract

(AID/pha=C=1172) iater extended for three additional years. This
contract will expire on 31 July 1981,

The primary research objectives of the IFRP have been to:

a. toncuct clinical fileld trials ef variocus existing, new cor

improved centraceptive methods in order te evaluate their



safety and efficacy under actual use conditions in different
cultural and clinical settings;

conduct the necz:s3ary clinical studies required for the devel-
opment of new contraceptive methods that are likely to be

appropriate for developing countries;

analyze existing data to evaluate {33ues related to contracep-

tive safety and use;

conduct the necessary studies to evaluate the relative risks

and benefits of different contraceptive methods and their

safety;

aid in the development of fertility control related equipment

that may prove to be useful in the provision of contraceptive

services:

evaluate contraceptive methods that might significantly

increase user and provider acceptzdility: and

disseminate information and technology on new and improved

methods of centraception.

Recegnizing that the IFRP's research objectives were not necessa-

Fily the same as those of 1t{s associated investigators, in 1977 the
IFRP sought and was awarded a grant by AID (AID/pha=(G-1198) to
develop and fund work that fell outside the scope of its research

contract with AID. The grant provided funds fer zome work that was

initially performed under the AID research contract, including the

development of national fertility research pregrams and the conduet

of studies that have pregrammatic rathef than research

significance. The grant has alsc enabled the IFRP te transfer the

<ncwledge and skills it has acquired relating te contraceptive

research to developing country individuals and institutions. Soue

cf these programs new have the capability fer conducting all

uuuuu

aspects of the r2:=23#22h necassary to meet their needs as well as

“nese of the IFRP's research program. The additien of the grant to

it



the IFRP's sources of funding has allewed the corganization to pro-
vide a sharper focus to its program of clininal rescarch.

-~ September 1977, a comprehensive evaluation of the IFRP program
was made by the Research Division of the Qffiece of Population and
by a subccmmittee of the Research Advisory Committee (RAC) to AID.
Recommendations made by both groups resulted in a restructuring of
the IFRP's scope of activities and its research goals and the
changes recommended by these evaluation teams have been imple-
mented. In March 1978, a majcr reorganization of the IFRP
occurred. The IFRP staff was reduced from 135 to 106: its adminis-
trative, support and research components were restructured to
increase operating efficiency, the internal commibttee 3structures
and approval mechanisms were revised, research efforts no longer
pertinent to the objectives of AID were cancelled, 2nd the IFRP's
activities funded by the AID contract and grant wvere separated
administratively. Additional changes continue to be made to the
IFRP's organizatienal structure and eperating procedures to
increase efficiency and to make maximum use of the skills and
professional expertise of its staff. These changes have
significantly increased the scientific outputs of the IFRP and

reduced overhead expenses.

In 1979 the pregram audit team from the Office of the Auditer Gen-
eral reviewed the IFRP's operations. The findings and recommenda-
tions made by the program audit team are ccntained in a report

(number 80-39) from the Office of the Auditor General. Recommenda-

tions made by the audit team have been reviewad and followed up.

The IFRP i3 a nonprofit organization registered in the State of
North Carolina. The Board of Directors currently consists of seven

individuals of four nationalities and has both an Executive and
Audit Committee (Appendix A}. A Technical Advisory Committee
exists te review IFRP's overall research pregram (Appendir B). The
~2mbersnhip and functien ef this committee are currently being

.pdasad. ALl researzh proposals and all veluntary censent ferms



used by the IFRP are carefully reviewed by its Protection of Human
Subjects Committee (Appendix C).

The IFRP i3 now the leading specialist organization in the wor.d
working in the field of clinical research relating to contraceptive
use and development. t receives numerous requests from around the
world for data and information relating to the safety and efficacy
of contraceptive methods, requests to participate in IFRP research
projects and requests for the funding of projects. The expertise
and efficiency of the IFRP in conducting elinical contraéeptive
regearch is also attested to by the fact that it has conducted
research for major drug companies and has been awarded contracts by
NIH to conduct clinical trials of two new barrier contraceptive
methods. The IFRP has also solicited and received support from

philanthropic organizations interested in family planning.

At the present time, the IFRP is conducting, under 1its contract to
AID, studies in the following contraceptive-related areas:

a. remale sterilization

b. Intrauterine device contraception
¢. Steroidal contraception

d. Male sterilization

e. Barrier contraception

f. Menstrual regulation/pregrancy termination

Within each of the areas listed above, a diverslity of studies are
conducted., Some studies cut across all areas. The IFRP conducts
clinical trials of a single contraceptive method and comparative
studies of two or more methods, The IFRP also conducts
epidemiologic investigations inte the short and long-term safety of
contraceptive methods currently in use based on data previously
collected by the IFRP and by others.

This preposal requests suppert for the IFRP to:

a. continue research work currently supperted by Contract
ATD/rha-C=1172;



b. develop and conduct appropriate cliniecal studies to evaluate
the safety and efficacy of existing and new contraceptive

methods:

¢. support epidemiologic investigations of events that potentially
limit the use of particular contraceptive methods or raise

questions regarding their safety,

d. sgpport the development of new and improved contraceptive
methods;

e. 1investigate the effects of local cultural and medical prac-
tices, taboos or laws that might limit the use of contraceptive

methods or make them unavailable to theose who most want them;

f. conduct phase IV (postmarketing) trials to further evaluate
long-term contraceptive safety; and

g. conduct other studies to investigate issues related to contra-

ceptive safety, efficacy and acceptablility.

These studies will be conducted within the present administrative
and scientific framework of the IFRP, with the available equipment
and facilities and with the existing level of staffing. The IFRP

will place particular emphasis on the transfer of technelogy over-
seas and the reinforcement of national research activities.

The IFRP keeps abreast of ongoing work in the proposed areas of
research and will not duplicate the werk of other organizations.

In particular, it will work closely with other AID-funded organiza-
tions to conduct studies that are most pertinent to the overall
objectives of AID. The work of the IFRP will continue to advance
current knowledge related to the safety and efficacy of contracep-
tive methods. It is expected that the propesed werk of the IFRP
will have significant impact on the contraceptive-related policies
of developing countries, on the provisicn of safe and effective
contraceptive methods in these countries and on thec overall well-

being and betterment of women and their families.



Research Accomplishments Under Contract AID/pha-C-1172

Research conducted by the IFRP through its contract from AID has
contributed to significant improvements in the provision of safe,
effective, acceptable and less costly contraceptive methods and the
development of improved methods of fertility regulation. The IFRP
has built-up an international network of collaborators that i3 one
of the most important and irreplaceable assets of the organization.
The IFRP has worked with over 267 investigators in 47 countries.

At the present time the IFRP conducts research with 78 investiga-
tors including medical school deans, chairmen of large obstetrics
and gynecology departments, doctors working in peripheral health
centers and doctors in private practice in large cities and rural
areas. Special efforts have been made to lnvolve collaborators who
have access to and who work with paramedical workers and tradi-

tional health personnel.

The IFRP's esearch efforts to evaluate new and improved techniques
of female sterilization have significantly reduced the time
required before these improved methods become widely used. The
IFRP has one of the largest bodies of data en female sterilizationm
(cver 50,000 cases) and is thus in a unique position to answer
questions relating to the short- and long-term effects of different
methods of tubal oeclusion., The IFRP's extensive evaluations of
the tubal ring, applied either by laparosecopy or minilaparotomy,
have congiderably reduced the time required for this method to be
widely used around the world, thereby providing a safer methed of
sterilization compared to the use of electrocoagulation for tubal

occlusion.

The IFRP has made major strides toward the development of a

nensurgical procedure for female sterilizationm through the intrau-
terine placement of quinacrine hydrochloride. The IFRP hopes that
it will socon have a practical nonsurgical sterilization procedure

that will be suitable for wide-scale phase III clinical trials and

eventual use by paramedical personnel.



Recognizing that all commercially avallable IUDs are assoclated
with high expulsion rates when inserted in the puerperium, the IFRP

has devoted considerable rescurces to the development and evalua-
tion of modified IUDs suitable for immediate postpartum use. Trials
of these IUDs-—the D2lta-Loop and Delta T-—indicate that their use
significantly reduces the high expulsion rates of the standard

Lippes Loop and TCu-220C, without significantly affecting the rates
of otner events associated with the use of IUDs.

The IFRP has documented the safety and effectiveness of the men-
strual regulation (MR) procedure (a procedure to evacuate the
uterus of a woman suspected of being pregnant)., The MR procedure
13 now accepted and performed widely throughout the developed and
developing world. The IFRP's research demonstrated that MR is

safer and often more acceptable than abortion at a later
gestational age.

The following sections summarize some of the research findings from

cempleted work suppo%ted by Contract AID/pha=C-1172.

Voluntary Female Sterilization (FS)

On a world level, voluntary sterilizaticn i3 now the single most
common method of family planning. However, it continues to be
teehnically difficult to make current methods of female steriliza-
tion available in certain areas where demand i3 great. The IFRP
has worked hard, and continues to strive, to simplify and increase

the safety of voluntary sterilization.

As of September 1980, data on 52,407 female sterilization proce-
dures have been collected by the IFRP; 31,626 were interval steril-
izations: 13,819 were postpartum sterilizations; and 6,962 were
postabortien sterilizations. These figures represent the largest
data bank on veluntary sterilization in the world and it is being
intensively axpleited. Table 2.1 gives the type of procedure
performed by patient categery. Many of the studies collected

baseline déta on various approaches and techniques.
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TABLE 2.1

Number of Female Sterilization Cases
Cctober 1, 1980

Interval Postabortion Postpartum Total

Culdoscopy
Ligation 1,372 111 36 1,519
Tantalum Clip 734 T4 38 846
Tubal Ring 110 0 0 110
Other?® 178 27 3 208
Total _ 2,394 212 77 2,683
Colpotomy
Ligaticn 1,111 1,061 54 2,226
Other# 12 23 2 97
Total . 1,183 1,084 56 2,323
Laparoscopy
Electrocoagulation 10, 450 1,282 592 12,324
Thermccoagulation 283 35 1 319
Hulka Spring-Loaded Clip 1,553 568 171 2,292
Rocket Spring-lLoaded Clip 648 39 7 694
Tubal Ring 5,496 1,482 760 7,738
Other® 299 56 14 369
Total 18,729 3,462 1,545 . 23,736
Laparotomy/Minilaparotomy
Tubal Ring 2,270 318 1,739 4,327
Other® 369 142 227 738
Total 8,318 2,192 12,086 - 22,596
Open Laparoscopy
Tubal Ring 917 10 54 981
Other® 6 0 0 6
Total 923 10 54 987
Suprapubic Endosceopy
Tubal Ring 79 2 1 82
Total 31,626 6,962 13,819 52,407

W

87ncludes technical {a:l.r2



Of these studies, 57 have been completed, 9 are active, and 25 will
begin within the next year. Other studies were part of clinical

trials in which appreaches and/or techniques were randomly assigned
to women requesting a sterilization procedure, Of these compara-

tive studies, 39 are complete, 10 are aective and 6 will be imple-
mented in 1981.

Sdnce August 1977, the IFRP has develeoped new research admission
and follow-up forms on which to collect sterilization data.
Baseiine data have been collected on various procaedures and tech-
niques, including laparotomy, colpotomy, laparoscopy, culdoscopy,
and minilaparotomy approaches, and Pomeroy, electrocoagulation,
tubal ring and spring-loaded clip techniquas of tubal occlusion.

The following summarizes results from female sterilization studies:

Procedure Evaluations

1. Laparoscopy: Prototype Spring-lcaded Clip vs KLI Tubal Ring.
The ezse of performance, safety and effectiveness of these

techniques was evaluated in a comparative study of interval
patients. The technical failure rates were low (1% of the

procedures). The pregnancy rate for the prototype spring-
loaded clip was significantly higher then that of the tubal
ring. Rates of difficulties at surgery were similar for both
groups of patients. Tubal transection occurred in 2% of the

tubal ring patients. The severity of pain reported by patients
during sterilization was significantly higher for the tubal

ring procedures.

2. Laparosecopy: El-Kady vs KLI Tubal Ring. Technical failure,
complication and pregnancy rates were similar for the two

techniques.

3. Culdosceopy: Weck Clip vs KLI Tubal Ring. The Weck c¢lip was

associated with a significantly higher pregnancy rate than the
KL.I tubal ring. Rates of cther events were similar.
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Minilaparotomy: KLI Tubal Ring vs lModifled Pomeroy. Technical
failure, complication and pregnancy rates were similar for the

two techniques when performed in interval, postabortion and
postpartum patients.

Minilaparotomy: Rocket Spring-loaded Clip vs KLI Tubal Ring.
In one comparative stuay, the tubal ring had a significantly
higher rate of technical failures than the spring-loaded clip
in interval patients: in a second study, the rates for the two

techniques were similar.

Minilaparotomy vs Culdosccpy: Modified Pemeroy. In a compara=-
tive study of interval patients, the rate of surgical
difficulties was significantly higher for culdoscopy than
minilaparotomy. Surgical and follow-up complication rates were
similar for the two procedures. No pregnancies were reported
for either group.

Open vs Closed Laparoscopy with the KLI Tubal Ring. In a com-
parative study of these two appreaches in interval patients,
technical failure, cemplication and pregnancy rates were

similar.

Laparoscopy vs Minilaparotomy: Rocket Spring-loaded Clip. A
study with random allocation of study procedures to subjects
showed no difference in technical failure, complication and
prggnancy rates between the two approaches. In an analysis of
pooled data both laparoscopy and minilaparctomy wvere demon-
strated to be safe, effective and efficient procedures that can

be performed on outpatients under local anesthesia.

In mest clinical settings, minilaparotomy with the ligation
method of tubal ccclusion is superior to laparoscopy and to
minilaparotemy with the applicaticn of mechanical occclusive

devices.

The TFRP's research suggests that laparoscopic sterilization
should be performed only in instituticns where the number of
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laparoscopic procedures (including diagnostic laparoscopy,
laparoscopic sterilization and other operative laparoscopic

procedures) is sufficient to make the purchase and maintenance
of equipment ccst-effective and to ensure that the laparoscopic
surgeon and auxiliary personnel maintain a high level of skill.

Even in institutions that meest these conditions, minilaparotomy

may be preferred by the medical personnel or the patients
because it minimizes the risk of major complications, If

laparescepy 15 performed, the mechanical occlusive devices are
preferred for tubal ccclusion because of the potential hazards

of electroccagulation.

Room Air Insufflation. The use of room air insufflation during
laparescopic sterilization considerably simplifics the equipe-
ment needed for the procedure, making it more appropriate for
use in the developing world. Preliminary results in interval
patients showed that the coemplication rate usling room air is

the same as with high=pressure gas.

Topical Anesthesia. Two comparative studies evaluated pain
associated with or without the application of topical anesthe-
sia to the fallopian tubes during sterilization. Preliminary
results indicate that the use of topical anesthesia
significantly reduces the incldence of pain as perceived by
both patient and physician during the procedure and in the

Fecovery period.

Equipment Evaluation

1.

Tubal Rings. KLI and Dyenics tubal rings were applied in
interval patients via minilaparctomy ln a comparative study.
Rates of surgical difficulties and surgical complications were

similar for the two ring grcups,

Water's Thermoccagulation Unit. The eguipment functioned prop-
erly during tn=2 <“roczdures and no equipment-raiated surgical

compiications were razerted. The heating of the tissues



impaired the surgeon's vision briefly. Thermocoagulation
performance was satisfactory in all cases. There were few

postoperative complications.

KLI Laprocater. Ten studies were conducted to evaluate the
laprocator, a simplified laparoscope designed by KLI. Some
investigaters participating in the laprocator studies reported
equipment problems to the IFRP. As a result, modifications
were made and it was sent to the fleld for further study.
Because of complaints that the original grasping tcongs were not
completely in the field of vision, the angle of the tongs was
changed to permit direct vision by the surgeon throughout the
whole procedure. A longer laprocator was evaliuated and found
to be as easy t¢ use as the standard instrument in norwmal

cases, but to have advantages for obese women.

Sequelae of Sterilization

Timing of Postaborticn Sterilization. Patients who underwent
sterilization immediately after a first trimester abortion had
similar rates of complications as women sterilized cne or more

days postabortion.

Incidence of Fain. Data frem five comparative studies show a
relationship between the teehnique of tubal ocelusien and pain
experienced by patients both at the time of the procedure and
during the recovery period. During the procedure, the spring-
loaded clip i3 the technique least likely and the tubal ring
the technigue most likely to be associated with pain. During
the recovery period, both of these oecclusive devices are assc-
ciated with higher rates of abdecminal and/or pelvic pain than
is electroccagulation., Differences in pain that occurred dur-
ing the recovery period did nct persist to the early follow=up

visit.

Technical Failures. The tubal ring is associated with a higher

incidence of techniecal failures (cases in which the procedurs

15



cannot be ccmpleted aa planned) than electrocoagulation, the
Rocket clip or the modifled Pemeroy techniques., The risk

factors for technical failure include obesity, previous IUD use
and previous abdominal surgery.

4. Ris" and Outcome of Pregnancy afte~ Sterilization. Woman who
are sterilized in the early phases of a service program, vho
are young or who delivered a child at the time of steriliza-
tien, have a higher risk of sterilization failure. Laparoscopic
electroc.agulation has a reduced risk of pregnancy when zome-
pared to the mechanica’ ccelusive devices but has 3 risk of
ectopic pregnancy, among women who become pregna»t, at least
nine times higher than that of other techniques. Operator

error was the major reason for sterilization failures,

5. Menstrual Pattern Changes. Changes in menstrual cyecle length,
duration and amount appear tc be associated primarily with the
contraceptive method used before sterilization and not with the
sterilization procedures per se, ‘Vemen who had used IUDsS were
more likely than others %o have a decrsased amount of flow tur
years fellowing aterilizatien. Conversely, mere women who had
used crals were more likely than users of cther methods to
change frem a regular to an irregular cycle length by tuwo years
poststerilization. No significant changes were detected among
patients using conventional contraceptives or no contraceptive
methed .

Nonsurgical Sterilization with OQuinacrine Hydrechloride

While simplifying surgical sterilization, the IFRP has also given

rriority to the study of a nensurgical éethod of female steriliza-
tion, which, if perfect:d, may be more acceptable to women, may be
associated with less risk than surgery and should be appropriate

for use by trained auxiliary werkers.

as of Septemzer 1680, the IFRP had c¢btained data on 480 “2male

sterilizations by the transcervical insertion ef quinacrine



hydrochloride. The following summarizes the IFRP's considerable
work on nonsurgical female sterilization that has been accompl Lshed

since August 1977:

Since the late 19603, Dr. Zipper in Chile has experimented with the
passage of quinacrine solutions through the cervix in an effort to
schieve tubal occlusion. However, there was a high fallure rate
with a need for repeated applications and some yolunteers suffered

a transient toxic psychosis.

From January 1977 through June 1978, 139 women at an sutpatient
clinic in Santiago, Chile, received transvaginal insertions of
quinaerine pellets preceded by a single pellet of 20 mg of sodium
thiopenthal as their only means of contraception. The results
cbtained from this study indicate that the pellet method of quina-
crine insertion was more acceptable than the solution and the high
pregnancy rate assoclated with the quinacrine solution instillation
procedure that occurred in the month between the first and second

instillation was greatly reduced with no toxlc psychoses reported.

The IFRP is currently evaluating the safety and effectiveness of
the transcervical insertion of quinacrine hydrochloride pellets

without the added sodium thiopenthal pellet as a methed of

nonsurgical female sterilization.

As a first step, twenty-three volunteers who uere scheduled for
hysterectomies due to uterine prolapse voluntarily accepted the
{intrauterine insertion of 250 mg quinacrine pellets.

Hysterectomies were performed one month postinsertion, and the
intramural portions of the tubes were examined . In more than 50%
of the “ubes, a definite sclerosing lesion of the tubal lumen was
identified. As a second step, a regimen of three ingertions at
menthly intervals was devised and 262 volunteers seeking permanent
sterilization were recruited at three clinies. Five pregna cies
nave been reported: three before completion of the inserticn sched-

ule and twe after completion eof the inserticn schedule.



Blood and saliva samples were obtained from 11 women who underwent
pellet insertion; samples are being analyzed to determine the

amount of quinacrine i3 the saliva and bloed within 48 hours
following insertion of the pellets.

in an effort to further simplify nonsurgical sterilization and
occlude the tubes with a single procedure, the IFKP developed a
method of adding a quinacrine mixture to the arms of a plastic IUD
in order to localize the effect, reduce the total dose and attempt
to secure tubal occlusion by a single procedure. The quinacrine
mixture dissolves within four hours. A number of studies on
quinacrine-loaded IUDs inserted in menstruating women awaiting hys-
terectomy for uterine prolapse are now being carried out. The
extirpated uteri are being examined to determine the presence of
sclerosing lesions in the intramural portion of the tubes. 1In the
first series of eight cases, 50%-60% of the tubes were occluded.
Modifications were then made in a further 17 cases and in the most
recent (November 1980) series of 16 specimens, 90% tubal occlusion
has been achieved., Further modifications of the vector are under
study, which should lead to a still higher success rate.

With suppert from the IFRP, investigators at the Johns Hopkins Uni-=
versity are currently studying the toxicolegy and teratology of
quinacrine. The studies will provide information necessary to
obtain a Claimed Investigational Excmption for a New Drug (IND) for
the use of quinacrine hydrochloride as a sclerosing agent. A
related subcontract was awarded to the University of Nerth Carolina
School of Pharmacy to prepare quinacrine pellets with varylng dis-

solution rates.

The data obtained from toxicelegic and teratolegic work will be
used in the preparation of the IND for submission %o the US Feed
and Drug Administratien sc that the IFRP may continue this mest
impertant piece of coordinated research te 1ts next state in the

United States and cther ccuntries.

~
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Intrauterine Contraception

Although intrauterine devices (IUD3) have many advantages in family
planning, results from studies on their use on a large scale have
been uneven and the IFRP is pursuing several complementary lines of
research to measure acceptability, document possible risks and

improve IUD performance.

As of September 1980, data on 66,769 IUD insertlions have been col-
lected in IFRP studies: u5,845 were interval, 8,677 were
postabortion and 12,2U47 were postpartum insertions (Table 2.2).
Many of the studies collected baseline data on various IUDs; of
these, 139 have been completed, 10 are active and 31 will be ilmple-
mented in 1981. Other studies were part of clinical trials in
which IUDs were randomly assigned to women; 41 have been completed,

33 are active and 30 will be implemented in 1981.



TABLE 2.2

Number of Intrauterine Device Cases

October 1, 1980

IUDs of Past Post Pogt
Research Interest Interval Abortion Partum
Antigon uiy 15 15
Dalkon Shield 5,413 509 366
Ghorbani 228 1 71
Grafenberg Ring 169 8 14
Latex Leaf (plain and Cu-=Zn) 696 148 229
IUM (various materials and'designs) 990 1,098 224
LEM 0 101 1,394
Monterrey w 2 488
M-device 2,689 96 97
Quadracoil (plain and Cu) 700 0 0
Spring Coil (various materials) 1,030 1,873 19
Soonawala/Cu 317 237 4
Szontagh (plain and Cu) 11,386 1,976 315
Tecna 290 0 0
U=coil (plain and progesterone) 606 39 18
Weiss 31 5 1
Ypsilen 824 by 153
Subtetal 25,787 6,152 3,408

2,882

770
2,922
558
13,677
290
663

37

1,021

35.347




TABLE 2.2 Continued

IUDs of Current Post Post
Research Interest Interval Abortion Partum  Total
Lippes Loops A, B, C 2,069 605 17 2,791
Lippes loep D (LLD) 4,031 797 1,666 6,494
Loop Modifications:
Tapered, Photoreduced 2,106 102 194 2,402
Copper (Clad 703 205 15 923
Medicated 92 3 n 95
Prototype Postpartum 0 0 163 163
Chromic Sutured 0 0 1,286 1,286
Plain T 538 0 0 538
Nylen T 127 0 0 127
Pop Council Postpartum T 2 166 1,332 1,500
TCu=200 4,022 225 2,038 6,285
Copper T Modifications:
TCu-220C, TCu=300, Finland T 1,062 276 296 1,634
TR=10, TR=11 %19 23 5 Tu7
Chromic Sutured 0 0 687 687
Copper=7 200 1,766 52 58 1,876
Copper-7 (small) 813 0 0 813
Copper-7 variations 808 u7 350 1,205
Multiload (plain and Cu) 1,200 24 371 1,595
Prcgestasert 0 0 261 261
Subtotal - 20,053 2,525 8,839 31,422
Toetal us, 8us 8,677 12,247 66,769

[AV]



The following summary of results is broken down into comparative
studies, efforts to reduce menstrual bleeding (which continues to

be the most immediate drawback to IUD use) and strategles to
improve IUD performance by altering the time of insertion. Some of

the results from these trials are preliminary and follow-up data
tontinue to be collected.

Comparative trials

1. Cu=7 vs Lippes Loop D. Rates of expulsion, bleeding/pain
removals and other medical reasons for removal were all
'significantly lower for the Cu-7 after 12 months of use in
interval patients. '

2. TCu vs Lippes Loop. The two devices had similar event rates at

12 months in interval patients.

3. Latex Leaf vs Lippes loop D. At 12 menths, pregnancy rates for
the Latex Leaf were significantly higher than focr the Lippes
Loop, but continuation rates for the two devices were similar
in interval patients.

4, Lippes Loop with and without Copper. The two devices had simi-
lar event rates at 6 meaths in interval and postabortion

patients.

5, TCu 220 vs Lippes loop D. The two devices had similar event
rates at 12 months for beth interval and postabortion patients.

6. TR=10 v8 Cu-Secmawala. The two devices had gimilar event rates

at 12 months in interval patients.

7. IUM vs IUM/Wishbone vs Lippes Loop. At 3ix months, the IUM had
a significantly higher pregnancy rate, but rates of centinua-
tien were similar for the three devices in pestabortion

satients. The IUM users had lewer rates of remcval for pain.

8. Tape?ed Lippes Leoop D vs Lippes Loop D. The Tapered loop had a
significantly lower expulsion rate at 12 months in interval

[\
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10.

11.

patients, but the continuation rates for the two devices were
aimilar.

Photoreduced Lippes loop D vs Lippes loop D. The two devices

had similar event rates at 6 months in interval patients.

TR-11 v3 TCu. The TR-11 had significantly higher pregnancy

rates at 6 months in interval patients.

Multilecad vs Multiload Cu-250. The two devices had similar
event rates at 3 months in interval patients.

IUDs that reduce bleeding

12!

13.

14,

U=ccil with and without Progesterone. The addition of proges-
terone significantly reduced U-Coll associated bleeding.

Lippes L@op D with and without AMCA. The release of AMCA from
the Loop appeared to reduce the amount of blood loss. The

results of the study wers equivocal as a result of problems

associated with the in utero swelling of AMCA-loaded leops.

Lippes Loop with and without Trasylol. The Lippes Loop with
Trasylol had a significantly higher rate of expulsion at 3
months in inteval patients. The release of Trasylol was

effective in reducing IUD-associated bleading.

Timing ef insertion

15.

16.

IUM vs lippes Looep D vs TCu vs Postpartum T. For inmsertions
performed 2-36 heurs following a normal vaginal delivery,

expulsion rates at 6§ months were significantly higher for the
Lippes Loop and the Postpartum T than for the other IUDs.

IPCS=52 mg vs TCu-200, Hand vs Inserter Insertions. The IPCS
(a Progestasert IUD with a 3-year 1ife) had a significant vy

higher expulsion rate at 6 menths than the TCu when inserted

immediatelv -czuzarcum, regardless of the methed cof inserzicn.



17.

18.

19.

20.

21,

22.

23.

Delta loop vs Delta T. By three-months postinsertion the two

devices had similar expulsion rates in postpartum patlents.

Delta leoop vs Lippes loop D, By six-months postinsertion the
Delta Loop had a significantly lower expulsion rate than the
Lippes loop D in postpartum patients.

Delta T vs TCu-220 C. By three-months postinsertion the Delta

T had a significantly lower expulsion rate in postpartum
patients.

Delta loop, Hand vs Inserter Insertions. By three-months
postinsertion there was a significantly lower rate of expulsion

in postpartum patients with hand insertions of the Delta Loop.

Delta T, Hand vs Inserter Insertions. By three-months
postinsertion there was a significantly lower rate of expulsion

with hand ingertions in postpartum patlients.

Lippes Loop D with and without Endometrial Aspiration.
Endometrial aspiration before IUD insertion did not have an

effect on event rates at 3 months postinsertion in interval
patients.

Posteoital IUD Insertions. There was one suspected failure
among the 191 IUDs inserted in women within 5 days of
unprotected intercourse. Mpost women retalined their IUDs for

continued contraception.

The most promising development 1in this extensive series of investl-

gations has been the development of devices for immediate postpar-
tum insertion (Delta loop and D2lta T). These are standard,
well-tried devices that have been modified by the addition of

abscrbable chromic suture material that projects frem the surface

¢f the IUD and appears to prevent expulsion during the weeks it

takes for the uterus to return to its necnpregnant size.

~



Trials indicate that the IFRP-developed Delta Loop and Delta T can
significantly reduce the high expulsion rates usually a3sociated

with immediate pestpartum IUD insertion, opening up the possibility
of offering women an effective contraceptive at a time when the
individual commonly perceives the need for family planning and the
professional skills are most readily available. The trials of the
Delta IUD3 currently belng conducted by the IFHP will provide
information on the best procedure for inserting IUDs postpartum and
on the optimum time to insert IUDs postdelivery. Studies are being
developed to test the Delta IUDs when inserted immediately

following abortion.

The technology involved in modifyiag IUDs for postpartum use is
simple and appropriate for low-cost, labor-intensive manufacture in
developing countries. As more and more women sSpend a brief inter-
val in a hosgiéalaaalbeit under strained and overcrowded
conditions-=the further work on postpartum IUDs promises to provide

a quantum leap in IUD acceptability and availability.

Steroidal Contraception

More than 50 million women around the world now use oral contracep-

tives and over cone millien use injectable contraceptives. The IFRP

has initiated comparative studies, put a special effort into stud-
ying problems associated with thirdewerld use (paying special

attention to the needs of breast-feeding wouaen), and 18 moving into
the important area of monitoring long-term risks and benafits of

use.

Although widely used, 3ome important gaps remain in our knowledge
concerning the long-term use of steroidal contraceptives, espe-
cially in the developing world. In the case of oral contracep-
tives, the IFRP RAMOS studies will help assess lcng-term risks and
benefits of this and other methods in seleczed third werll coun-
tries. In the case of injectable contraceptives, the IFX? nas

responded to the current debate cover Zepo-Provera by studying the



health status of users who have obtained the drug from independent
sources for up to ten years.

The number of steroidal contraception cases on wnich reports have
been recelived by the IFRP as of 1 October 1980 1s given in Table
2.3 (p.27). On the next page results from IFRP supported compara-

tive studies of oral contraceptives (0C3) are summarized.
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TABLE 2.3

Humber of Steroidal Contraception Cases

October 1, 1980

Comparative: HNeogynon vs lo-=Ovral

Comparative: Norinyl vs Brevicon vs Nordette

Comparative: HNorinyl vs Brevicon vs [Loestrin
Comparative: Brevicon v3 loestrin

Comparative: Brevicon vs Lo=0vral

Comparative: Nordette vs loestrin
Croasover: Norinyl & Neogyncon to Brevicen or Nordetts

Cressover: Norinyl to Norinyl, Brevicon or Nordette

Crossover: Nerinyl to Brevicon or Le-Qvral

Straight: Depo-=Provera

Lactatien: Progestogen-only 0Cs

433
u52

30
137

231

56

215

300
u5

101

157

326
61

68

27T

167

107

93



Comparative studies

1.

Neogynon vs lo-0Ovral. MNo pregnancies occurred after 1,620
months of use, The six-month discontinuation rates were 33.4%
and 38.5% for lo-Ovral and MNeogynon, respectively. Headacne
was the most commen side effect experienced by both groups.
Generally, users of Lo-Ovral reported low rates of side
effects.

Comparative Studies of Norinyl, Nerlestrin, Ovral, Brevicon and
Lo-Ovral. Two complex and important studies have been ccn-
ducted to assess the rates of side effects among women using
combined oral contraceptives. In the first study, women Here.
randomly assigned to Norinyl, Norlestrin or Ovral for 3 cycles
and then either switched to one of the other two 0Cs or stayed
on the same OC. For all three 0Cs, the rates of most side
effects significantly declined with increasing duration of OC
use. Cycle control appeared best for women using Ovral. There
were some adverse effects caused by switching from one QOC %o
another. VYomen who switched to Ovral experienced a decrease in
the rate of breakthrough bleeding. Women who switched from
Ovral were more likely than others to experience an increase in
breakthrough bleeding. Discontinuation rates were gimilar for
the three 0Cs.

In a second study, wemen who had used Norinyl or Ovral for at
least three cycles were randomly assigned to either Brevicon eor

Lo=0Ovral for 8ix cyc.es. The most noticeable effect was a
large inerease in the rates of breakthrough bleeding, which

remained above the rate hefcre switchover even after s8ix
cycles. In the initial c¢ycle after crossover there was also an

increase in the rate of some other side effects. By the com=

pletion of the sixth cycle, the rates of side effacts wers gen-

erally lower than the rates before crcssover. The results ef
the study indicate that although women on low dese ZC3 rapeors
icvwer rates of certain side effects, breaktihrougn bleezing

occurs more frequently and might, in certain cultural se-tinzs,
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have an adverse effect on OC contlnuation rates. The discon=-
tinuation rates were similar for Rrevicon and Lo-Ovral,

Cral contraceptives and lactation

1. Progestogen-only Oral Contraceptives for Lactating Homen. Pre-
) liminary data from 101 admissions and 93 follow-up visits indi-
cate that progestogen-only 0Cs given to lactating women
immediately postpartum are not associated with ary adverse
effects. Among these 101 women, five discontinuvations have

occurred, ranging from six to fifteen weeks following admission

vo the study.

2. Additional elinjcal studies on the 2ffect of combined oral con-
traceptives on the quantity and quality of human lactation are

being designed and will begin in the curreat contract period.

Male Sterilization

Vasectomy is a simpler operation to perform than female sterillza-

tion, but, nevertheless, in need of documentation and possibly open

to further improvement.

As of September 1980, data on 3,2U5 male sterilization procedures

have been collected in IFRP studies. The distribution of proce-
dures by occlusion technique is given in Table 2.4. Many of the

studies collected surveillance data on methods; others evaluated
electrocoagulation equipment. Twelve studies have been completed,

one is active and four will begin in the next year.
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TABLE 2.4
Male Sterilization Cases

Cetober 1, 1980

Ligation
Excision anu Ligation
Electrocoagulation (Schmidt technique)

Silastic Ring

Other

Total

200
2187
739

110

3245



The following summarizes results from male sterilization =znidios.

1. Vaseal Unit. One study of this equioment showad a 7.C% failure
rate; failures were due to equipment malfunction. A second
investigator had to abandon usc of the Vaseal on six different
occasions due to equipment problems. The IFRP concluded that
the rather delicate Vaseal unit 13 not an appropriate technol-
ogy for developing countries where repair f{acilities for elec-

tronic medical equipment are not widely available.

2. Silastic Ring. One study was conducted to eveluate this occlu-
sive technique. Surgical difficulties were encountered in one
fifth of the precedures, and surgical complications occurred
for one fourth of the patients. Almost 13.0% of the patients
had nigh postoperative semen test counts and thus were declared
methoa failures. The silastic ring, which i3 similar to the
tubal ring used for female sterilization, i3 no longer used for

vas occlusion.

3. Prophylactic Administration of Antiblotics Pricr to Vasectomy.

Complication and infection rates were similar for those men who

received antibiotics and fer those who 4id not.

Barrier Contraception

In recent years attention has been drawn to the simplicity of bar-
rier methods of contracepticn and their relative freedom from side
effects. Research is required to dstermine the limits of their

usefulness in a developing world setting.

Since August 1977, the IFRP has developed data ccllection ferams,

protoccels and computer programs for studies of barrier centracep-

tive methcds. Phase II studies of the Collatex sponge and lec

arrier

o

Sampoon foaming tablet have been cempleted. Data on 2,027

[AV]

(61}
~—

contraceptive users have been ceollected by the IFRP (Table 2.

The follewing is a summary of prelinminary results frem studies of

the Ccllatex sponge and Nec 3ampoon.
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Collatex Sponge: Using pooled data from 8§ centers, the IFRP
found that the six-month life-table pregnancy rate was 3.8 per

106 women after 1,036.5 woman-months of use., Discomfort and
octher personal reasons accounted for the greatest proportion of
discontinuations. The discontinuation rate was 36.7 per 100
women, In one study of 100 women in Yugoslavia, the 6-month

pregnancy rate was 1.1 per 100 women. Discomfort during inter-

course was a primary reason for subject discontinuation.

Neo Sampoon: Using pooled data frum 9 centers, the IFRP found
that the six-menth life-~table pregnancy rate was 6.3 per 100
women after 1,916,5 woeman-months of use. T™e primary reason
for discontinuation was pregnancy, which was followed by
diccomfort and other personal reasons. The most frequently
ireported reason for discontinuation was a burning sensation
experienced by the wcmen. The six-month discontinuation rate

was 16.7 per 100 women.

ta)
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TABLE 2.5
Number of Barrier Contraception Cases

Oztober 1, 1980

Admission Follow-up
Diaphragm with Spermicide Loy 1,026
Neo Sampoon 635 1,173
Collatex 462 729
Collatex vs Neo Sampoon b1 602
Collatex vs Diaphragm 55 26

wl
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Menstrual Regulaticn (MR) and Pregnancy Termination (PT)

The World Health Organization (WHO) estimates that 30 million
induced abortions occur in the world annually. The IF&P nas
worked, and continues to work, on four distinct aspects cf this

formidable problem:

a. To contribute to the epidemiological and clinical understanding
of illegal abortion, in order to attempt to reduce numbers and
deal with public health problems posed by large numbers of hos-
pital admissions for incomplete abcrticns, which arise when the

procedure is illegal.

b. To improve on postabortal contraceptive counselling and
service.

o. To document the short- and long-term effects of alternative

procedures for terminating pregnancy.

d. To document the .reatment and outccme c¢f spontaneous miscai-

riage with retained products of conception.

The treatment of incomp ete abortion following illegal
interference, oF spontaneous abortion and the induction of legal

abortion can invelve use of the hand-held gynecolecgical syringe cr
a mcre complex apparatus and procedure.

Uterine evacuation within 10-14 days of the fi-st missed period is

called menstrual regulation.

As of September 1980, data on 31.907 MR procedures and 65,077 PT
precedures have been collected in IFRP studies (Table 2.6). Many
of the 226 studies ccllected baseline data and cthers evaluated

equipment, such as vacuum scurces, cannula, pregnancy tests and the
gynecclegical syringe or the efficacy and safety of varicus prcce-

dures in ccmparative studies.,



TABLE 2.

6

Number of Menstrual Regulation/Pregnancy Termiration Cases

October 1, 1980

Manstrual Pregnancy

Regulation Termination
Vacuum Aspiration 30, 324 30,239
Dilataticn and Curettage 9 24,039
Prostaglandin 105 1,280
Intraamniotic Injection 0 2,31
Hysterectomy 0 124
Hysterotomy 0 1,122
Other 298 1,244
Combination 1,171 4,718
Total 31,907 65,077




Among the most important results of the work are the following:

1. Management of Incomplete Abortion. Two studies compared the

use of vacuum aspiration versus sharp curettage performed on an

outpatient versus inpatient basis. At one center, vacuum aspi=

ration and sharp curettage had similar complication rates; at

the sececnd center, women treated by sharp curettage had higher

cemplication rates. Data have .been collected and informatio

n

disseminated on the public health problems cf 1illegally induced

abortion. The IFRP Grant (AID/pha--G-1198) continued funding
similar studies as a service pregram.

of

2. Battelle Hand Pump. This pump can be used for the treatment of

incomplete abertion or pregnancy termination. A five-

center clinical trial conducted tc evaluate the perfcrmance

the Battelle hand pump found there were no failed procedures

and the low immediate and follow-up complication rates were

comparable to those for the hand syringe and electric pump.

3. MR Procedures: Physicians vs Nurses. Data frem two compara

tive studies shcw similar complication rates for MR procedur
performed by physicians and nurses,

4, Capillary Tube Pregnancy Test. The Capillary Tube Pregnancy

Test was compared with the Pregnosticon Dri Dot Test at thre

of

oo

es

e

centers. The women were classified by Lhe number cf days from

onset of the last menstrual period (LMP) te the day of the

pregnancy test. Preliminary analyses show that the pregnanc
tests were not as accurate in the less than 42 days LMP grou
compared to the more than 42 days LMP group, in terms of the

y
P,

true positive and the overall accuracy rates. In the 1ess than

42 days LMP grcup there was nc difference in the overall ace
racy rate fcr the Dri Cet Test and the Capillary Tube Taszt,
Invascizaters ncted that negative tests were difficuls <o re

with the Capillary Tube

-

]
-
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Hormonal Pregnancy Tests. Evaluation of two injectable hormo-
nal pregnancy tests (an estrogen-progesterone combination and

pregesterone alone) proved to be ineffective for the early
diagnosis of pregnancy. The IFRP has taken steps to curtail

the use of these exploitive and potentially dangerous drugs.
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Proposed Research

The IFRP's research under the propcsed contract will focus on the
following:

a)

b)

¢)

d)

e)

centinuation of investigations that will be congeing as of 1 August
1981, the scheduled date for completion of Contract AID/pha=C~1172;

avaluation of the safety, efficacy, side effects, accepiabllity,

cest and demographic impact ¢f new and improved contraceptive meth-

cds, especially those that can be made available easily to women in

rural areas:

conduct of studies tc evaluate issues related to contraceptive
safety based on use of the IFRP's extensive data bank and cenduct

of appropriate epldemiclegical investigations;

expanded phase IV (postmarketing) trials te further evaluate long-

term contraceptive safety; and

develcpment of new and improved contraceptive methods suitable for
use by developing natlons.

a. Continuation of present research

Table 3.1 lists the type and number of studles, for each cf the
IFRP's major sctudy areas, which are expected to be ongeing
31 July 1981, when Contract AID/pha-C-=1172 terminates.

Lad
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TABLE 3.1

Studies Expected to be Ongoing as of 1 August 1981

Study Humber of Studies

Female Sterilization
Study tc evaluate the ability of steriliza-
tion facilities to provide sterilization services
to recently delivered women 1
Open laparoscopy with Laprocator:
1. Topical v3 no topical anesthesia
2. Insufflation with room air
Suprapubic endoscopy with Laprocatoer
Minilaparotomy:
1. Rocket elip vs tubal ring
2. Bleier clip vs tubal ring
3. 3-year follow up of patients
Laparoscopy
1. Bleler clip vs tubal ring
2. Beyear follow up of patients 3
Nonsurgical methods (Quinaecrine hydrochleride)
1. Follow up of patients sterilized with
quinacrine pellets with or without
sodium thiopenthal 4
2. Effects of quinacrine-~loaded IUDs inserted
prehysterectomy 5

ny — 3= [@238 1% J—Y

—

Intrauterine Devices

Immediate postpartum insertions
1. Trials of the Delta T and Delta Loop to
compare the two IUDs with similar IUDs
without chromic sutures, and to compare the
timing of the ingertion and insertion method 5
2. IPCS 52-mg vs TCu
Immediate postabortion inserticns
Comparative studies of the Dalta T and Delta lecop
Interval insertions
TCu=380 Ag vs Multiload Cu 375
TCu-380 Ag vs Qu=7
TCu=200 vs HNylon HWound T
TC1=200 with and without strings 4
Lippes Loop D with and without AMCA
I=Cu
Levenergestrel=T vs Nova T
Effects ¢f Levencrgestrel-releasing 7 cn
the endcmetrium 1
Concentrations c¢f levonergestrel in target
tissues of users c¢f the Levonorgestrel-releasing T 1

N DY O o [YS RV

LAl e
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TABLE 3.1 Continued

Study Number of Studies

Steroidal Contracepticn:
Comparative studies of high and low

estrofen dose 0Cs T
Crossover studies of high and low dose (0Cs 3
Prcgestogen-only OCs used by lactating women i
Studies of the health effects of long-term

Depo=Provera use 3
P. :liminary investizations of mecnthly injectables 2
Evaluaticn of effects of different COCs on lactation

and their health effects on infants ]

Male Sterilization
The long-term effects of vasectcmy on the

health of men 1

Percutanesus vas occlusion 3
Barrier Contraception:

Comparative studies ¢f the Collatex sponge 7

Comparative =tudies cf HNeec 3ampocn 10

Diaphragm with spermicide 1

Vaginal chemcprephylaxis and sexually

transmitted diseases 2

Fertility Awareness:

Qvulation and symtothermal methods 3
Pregnancy Terminaticn

Evaluation of decuble-valve hand syringe y

Hidtrimester abortion with laminaria,

urea and prostaglandin F 1
Midtrimester abortion wit%é%O% saline 1
Cervical osmotic dilators 5

Epidemiclegic and Other Investigations
““Lvaluation of the effects of female circuncision
on maternal health, childbirth and contraceptive
practice 2
Study of the relationships between contraceptive
practice and the incidence cf cengenital
abnecrmalities 1
Studies toc evaluate the relationsiips between
patterns of breast-feeding and the return
of cvulatien 3
Studies tc evaluate the relationships between
centraceptive use and mertality for different
causes amecng wemen of reproductive age 2
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TABLE 3.1 Continued

Study Number of Studies

Studies of the effectiveness and safety of using
traditional practitioners to provide contraceptive
services 1

Study to evaluate ~hanges Iin the planned method of
contraception follewing childbirth and actual
metheds used 6 menths after birth 1

eex129



New research directions

In addition to the continuation of the speeific research stud-

ies described in the previous secticn, the IFRP proposes tc:

1. evaluate the safety, efficacy and acceptability of new and
improved contraceptive methods as they beccme available for
elinical phase III trials, including fertility awareness

methods:

2. develop new and improved contraceptive methods and continue

with the develcpment and promotion of metheds currently

under investigation by the I[FRP;

3. expand its role in the postmarketing evaluaticn of centra-
ceptive methods to evaluate issues related to contraceptive
safety, efficacy, acceptability, side effects, ccst and

demographic impact;

4, evaluate, on a limited basis, facters that may limit either
the availability of safe and effective ceontraceptive meth-
cds eor the acceptability of these me*hods by elther the
potential users or the previders cf centraceptive services;

and

5. centinue te widely disseminate information related to all
aspects of centraception through the suppert of a medical

jeurnal , newsletters, media contacts, menographs and numner-
ous clinical papers related to centraceptive evaluation,

conferences and meetings.

Short descriptions of 3cme specific studies to be undertaken by
the IFRP are included fcr each of the IFRP's majcr study areas.
However, %he sccpe cf werk will nct be limited tec the specific
studies described in the fcllewing secticns since cne of the
mcst important aspects cf the IFRP's werk is tc de responsive

te new needs. Hesearch conducted by cther crganizaticns and



individual3 will almecst certainly continue to bring to the
forefrent previously unrecognized risks and benefits associated

with the use of scme centraceptlive methods. The IFKP, through
its clocse association with other pooulation research organiza-
tions, with schools of medicine in the United States and around
the world and with individual investigators, keeps abreast cf
developments and responds as needs and opportunities arise.

The IFRP will undertake, whenever feasible, evaluations cf
these hazards thrcugh the analysis of 2xisting data at the IFRP
and/cr through appropriately designed atudies. The IFRP will

alsc continue tc disseminate cbjective infcermaticn in
apppropriate ways.

The IFRP will continue to menitor possible developments in
fertility regulation, such as immunclogic methods and LH=RH
analogs, until they are sufficlently develcoped for the IFRP to

undertake clinical evaluacicnsz,

Female Sterilization

Development of a nensurgilcal methed of sterilizaticn will
receive priority. To date, the use of quinacrine appears t» be
premising, but as work proceeds, research c¢n alternative chem-

ical sterilants will be Kkept under review and expanded if war-
ranted. Efforts will fecus on a simplification of the wultiple

quinacrine pellet insertilon procedure and/or continued develop-
ment of an effective quinaerine-bearing IUD. OStudies that

evaluate different quinacrine desages, dissolution rates and
delivery systems will be conducted. The endpoint of this

research is to develep a safe and effective nonsurgical methed

of sterilization that can be delivered by paramedical perscnnel
in 2 ncnhosnitel setting. Preliminary data frem IFRP-sponscred

trials indicats that this gcal may be achievable.

Simplificzanicns ¢f existing technecicgy, 3s well as new and

[6)

impreved metheds c¢f tubal ccclusion, will be evaluated .n

shert- and leng-terz clinical trials. The feccus el these



studies will be the suitability and acceptability of the
simplified/new/improved methods for use in developing

countries.

It has been suggested frequently that the acceptability of
female sterilization may be greatly enhanced if a reversible
method were available that could easily be poerformed and later
reversed. One reversible preccedure that shows considerable
potential under develcopment by the IFRP i3 the fimbrial hoed,
which will socn be available for evaluation in humans. On the
basis of animal trials, the applicatien of the fimbrial hood
appears to be a relatively easy and safe prccedure to perfornm

and reverse,

To increase the availability of female stzrilizatiun, the IFRP
will evaluate the use of specially trained auxiliaries (such as
operating theater nurses) for perfsrming postpartum steriliza-

tion procedures,

Epidemioclogic investigations to evaluate the leng-term effects
of different tubal scclusicn procedures will continue to be

important. Specifically, the ITRP will evaluate changes in
menstrual cycle parameters, the incidence of gynecclogic sur-

gery and poststerilizaticn failure rates, ineluding the risk of
ectopic pregnancies. The investigaticns will rely on the

IFRP's extensive data bank (over 50,000 cases to date), the
continued ccllection of lcag-term fellew-up data, and on case-

control and cohort studies specifically designed to provide
answers to the long-term effects of sterilization.

Intrauterine Davices

Fellewing ccmpletion of the trials of the Delta T and Delta
Locp IUDs, the IFRP will make the disseminaticn ¢f the technel-
cgy for the manufacture cf these IUDs a priority, in crder t¢c
assure the widest availability in postpartum family planning

programs.
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The IFRP will continue to evaluate in comparative trials new
IUD medifications including medicated IUDs that slowly release

antifibrinoclytic agents, steroids and cther drugs and T3 wound
with nylon rather than cepper.

Epidemiologic investigations will be conducted to evaluate
issues that appear to limit the usefulness of IUDs, especially
use by nulliparous women. Unresolved issues relating to IUD
use include the risks of pelvic inflammatory disease (PID)
among IUD users and the possibility of an inereased risk ¢f PID
with increased duraticn of IUD use, the risk of infertility
fellowing discentinuatisn of IUD use and the risk cf ectopic
pregnancy amcng IUD users. These issues will be evaluated in
part through the use of the IFRP's extensive data bank, which
contains over 100,000 IUD cases, and by casewcontrol and other
epidemiologi: studies designed to assess the risks of adverse

events associated with the use of IUDs.

Stercidal Centracepticn

Continued evaluations of OC~related side effects will provide
information on different OC formulations when used by greups of
wemen whe are ethnically and culturally dissimilar. These

studies and studies that evaluate the metabolism of variocus OC
preparatiocns in different ethnic and cultural groups will pro.
vide leaders of national family planning programs and prac-

ticing physicians with the infcrmation necessary tc minimize

OC-related side effeects and maximize OC continuaticn rates.

Working with PARFR and other organizations, the IFRP will eval-
uate the safety and efficacy of injectable contraceptive deliv-
ery systems including the microencapsulated ncrethistercne, At
present, there is a large demand fer a cnce-z-month injectable.
Such a system may cverccme some of the cbjections tc tne 30-day
inia2ctable ccntraceptive. The IFRP will cenducl the necessary
clinical trisls te cempletely evaluate cnce-a-mocrih sSystems

that will utilize available delivery systems and drugs, wWith



the leng-term goal of providiig an option that could be added
to social marketing programs and ensuring a high quality prod-

uct for pharmacy distribution ir developing countries. The use
of existing compounds, eg, medroxyprogesterone acetate and
norethisterone, will obviate the need for expensive animal ter-
atology and toxicolegy studies, and will minimize the develop-
ment time. Epidemiologic investigations of the long-term use
of Depc=Provera will cocntinue and expand depending on the

findings from ongcing IFRP studies.

The cngoing trials of pregestegen only CC3s used by lactating
wemen immediately postpartum will be expanded to include addi-
ticnal loccations ad more detailed investigations cf the
effects of the progestcgen cnly OCe on the volume and cempesi-
ticn of the mothers' milk and their effects cn the infants. The
effects of combined OCs and injectable contraceptives will also

be evaluated in terms of the health effects on infants of
lactating women.

The IFRP will conduct, as appropriate, ¢linical and

epidemiologic investigaticns intc the risks and benefits of

stercidal contracepticn, including case-centrol studies to

study carefully specified issues.

Male Sterilizatioen

The IFRP will pursue the evaluation cf simplified methods of
vas occlusion that will limit short- and leng-term side effects
and complications, be efficaciocus and serve to increase the
acceptability of the procedure. Percutanecus vas occclusion
techniques currently being developed shculd be ready fer clin-
ical phase III evaluaticn by the IFRP in 1981, These tacn-
niques cculd greatly enhance the acceptability of male
sterilizatien and permit mere extensive use of paramedical
personnel. The IFRP will alsc evaluate the safety and
effectivaness of male sterilizaticn prccedures wnen perfcrmed

by paramedical perscnnel.



Depending on the results froem an ongocing US-based, IFRP-funded
epidemiclogic study of the lcng.-term effects of vasectemy on

health, additional investigaticns may be iritiated in devel-
cping countries where results may be anticipated to be

different from those obtained in the US.

Barrier Contracepticn

Renewed interest in barrier ccntraceptives has resulted in the
develepment of new barrier centraceptive precducts that should
become available for evaluatien in clinical pnase III trials in
the near futuras. New prcducts include fcaming vaginal suppcsi-
teries, centraceptive spenges, disnecsable diaphragms and con-
dems, and cervical caps. The IFRP will undertake clinical
trials of products that may be appropriate for use in the

develcping werld.

Contrelled clinical trials and epidemiolegic investigations
will be conducted tc assess the effectiveness of the use of

barrier contraceptives against sexually transmitted diseases
that are endemic in many countries.

Increased attenticn will be given tec tne evaluation of
fertility awareness methods of contraception., Initizlly, the
IFRP prepeses to conduct controlled clinical trials to evaluate

the effectiveness ¢f scme of these metheds. To date, studies
on the effectiveness of these methods have lacked methodcleg-

ical adequacy.

Pregnancy Termination

The IFRP will ccntinue tc explere ways te cembat the pubdlic
health preblems presented by widespread abertion. striving teo
impreve the treatment of incemplete aborticn and ensure ade-

quate pcstabertal centraceptive advice,

Alternatives to the surgical MR precedura wWill de explered.

7]

Zurrent infermaticn indicsates that some PGF d;and >T
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analcgs may be effective for inducing uterine bleeding within
about two weeks of a missed menstrual period. If these analogs

prove to be safe and effective when used in a hospital setting,
expanded trials will be undertaken to evaluate them when used

in mere peripheral settings.

New and improved pregnancy tests will be evaluated in ccmpara-
tive trials.

The osmetic dilaters being developed by the IFRP offer
significant advantages cver the available laminaria; they are
less expensive and can rapidly dilate the cervix., If the
IFRP's dilators live up to their initial premise feor rapid and_
nontraumatic cervical dilaticn, clinical phase III trials will
be undertaken tc compare the osmotic dilaters with cther meth-
cds of cervical dilatien and to evaluate them for rcutine cer-
vical dilation prior to uterine evacuation. The dilaters may
also be evaluated in the treatment of intrauterine fetal death

due to scme pathological cause.,

An ongeoing concern relates to the long-term effects of

different abortion procedures, The TFRP will critically evalu-
ate, in apprcpriately designed studies, the long-term effects

cf different abortion procedures on the cocurse of subsequent
pregnancies and their outecmes.

Other Investigations

Factors cther than contraceptive safety and efficacy help
determine who uses contraceptives and for how long. They
include the availability of contraceptives and their
acceptability to both previder and user. Propecsed IFRP studies

will address the fellowing:

1. Health and cultural practices that limit ceocntraceptive use
cr suggest that a particular method will nct be suitable in

a given country. Fer example, the IFRP will evaluate the

aeffects ¢f female circumcision, widely practiced in parts
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of Africa, on contraceptive use and the healch of the
mothers and children.

Interrelationships between breast~feeding practices and
fertility regulation. Intervals of anovulation related to
lactation continue to provide tens of millions with years
of protection against pregnancy, but relatively little is
known of the factors controlling the return of fertilicty.
Clinicians and program managers urgenﬁly need more exact
information to pass on to breast~feeding women about the
adoption of modern methods of contraception. Time to first
ovulation and menstruation requires further evaluation.
Also, the impact of various contraceptive choices on lacta=-
tion requires further exploration.

The attitudes and influence of providers of family planning
on contraceptive use. Pharmaclsts represent one of the
largest single bodies of family planning providers, but, in
several ways, the least utilized. The IFRP, for example,
will conduct a follow-up survey of Egyptian pharmacists to
evaluate changes in their knowledge of and attitudes toward
contraception, following the distribution of bulletins
related to many different aspects of contraception.
Evaluation of the access to contraceptive services and the
relationship between social and personnel support and
acceptability of contraception.

Epidemiologic investigations to inquire into the possible
beneficial and adverse nealth effects associated with
different pregnancy intervals and previous concraceptive

use. The IFRP is currently planning studies on the rela-

tionships of congenital malformations and events relatad to




pregnancy, including c¢ontraceptive practice. Other inves.
tigations of this type are planned.

gg!ormation Dissemination

The IFRP will continue to cosponsor the International Journal
of Gynaecology and Obstetries (IJGO) and will provide approxi-
mately 1,500-2,000 subseriptions tc selected developing coun-
try physicians. Although Elsevier/North Holland Biomedical
Press will assume the publicaticn, distribution and premotion
responsibilities fcor IJGO in 1681, the IFR? will continue te
provide limited editecrial support for manuscripts accepted from

authors working in develcping countries,

The publication of the guarterly newsletter Hetwerk, which

started in 1979, will be c¢ontinued. The mid-1981 circulation
of this publication is estimated to be cver 6,000, The IFRP
will alsc continue publication of ite mcorograph series, which

began with the publication of the monograph that explained the
rationale and methodeclogy of the RAMOS studies,

The IFRP will continue tc provide investigaters with censultant
reports (CRs) summarizing completed investigaticns. About 35
such reports will be prepared each year. These reports are
designed to help and encourage ilnvestigaters tec publish the
results of their IFRP-sponsored investigaticns., A list c¢f CRs
prepared since August 1977 can be found in Appendix D.

Approximately 60=-70 sclentific papers reporting the results cf
IFRP studies will be prepared by the research staff each year
for publication in national and international jecurnals.
Research findings will alsc be disseminated at appropriate
naticnal and internaticnal meetings. A list ¢f papers prepared

by the IFRP since August 1977 is given in Appendix E.

[11]

The IFRP will specnser cne oF twe internaticnal cenferences each
year to prcvide physicians and cthner previders c¢f ccntraceptive

services in developing ccuntries with updated infcrmatien
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related to contraceptive safety, efficacy, side effects and
use, and on the provision of contraceptive services. The IFRP

also will continue ‘o disseminate its research findings at
natiecnal and internaticnal meetings.

By virtue of the IFRP's considerable expertise in clinical and
epidemiological investigatic~s, the IFRP is frequently
approached by the media for comment and advice on the
scientific aspects of fertility regulation. The IFRP sees the
1980s as a time of continuing contrcversy in relaticn to
oxisting and new methods of contraception and intends to con-
tinue to meet its obligations by responding rapidly and
professicnally tc the inquiries of the interested and infermed
public with accurate znd complete infermaticn. The IFRP's
multilingual publications staff is ccmprised cf prcfessionals

trained in communicatioens.

Transfer of Technclogy

Each year thc IFRP provides training in research methodology to
persons associated with the IFRP's projects and pregrams. The
IFRP is committed tc expanding the research competence of 1its

associated investigators, and will continue its precgram to pro-

vide them with specialized training in research procedures.

The research capabilities of selected IFRP programs and/or
investigators will be enhanced by the provisien of
micrccemputers that will be capable of performing many of the
data processing and analysis functions currently performed at
the IFRP on the Burroughs 6700 computer. Programs for these
microccomputers will be written at the IFRP and will be immedi.-
ately usable by investigators. 1Initially, the IFRP will place
micrccomputers at 2 or 3 carefully selected sites. Additicnal
sites will be prcvided with microcemputers if the program is
successful. On-site training by the IFRP's research staff will
be prgvided tc investigatcrs cn an as needed basis. Typically,

cn-site training will be provided by a senior IFRP researcher

(U2
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over a pericd of several weeks. Priority ccuntries for cn-site
trairing include Bangladesh, Brazil, Indcnesia, Mexico, and

Tunisia.

The medical staff will provide training te the IFRP's investi-
gators in metheds of fertility control, including, but not lim-

ited tc, postpartum IUD insertion techniques, methods of tubal

occlusion using new and/or improved technigques,
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Proposed Work Plan

Thz research the IFRP eleects te undertake i3 selected on the basis
of:
(a) its relevance to the cbjectives of AID;

{b) the suitability of the research in terms c¢f meeting individual

and program needs of the developing countries;

(¢) the expectation that it will enhance the available knowledge on
fertility control; and

(d) the expectatiocn that it will result in a new or improved con-

traceptive method suitable for use in develcping countries.

New methods of fertility control will be g ven priority by the IFRP

if they do not require scphisticated delivery systems or frequent

administration, are not toc complicated for the user to adopt

and/cr can be self-administered.

New initiatives for the IFRP may come from any of the following
sources: AID, IFRP staff, IrRP investigators, other organizations

and individuals. New initiatives are reviewed by IFRP staff and
summarized once a year in the publication IFRP Directions, Com-

ments and input from ccllaborators and cthers are invited. The
Technical Advisory Committee (TAC) monitors research policy. The

TAC is compecsed cof experts actively engaged in reproductive and
populatien research (see Appendix B), and attended by representa-
tives of AID. Subcommittees of TAC and ad hoc advisory groups pro-
vide further technical review and agsistance to the IFRP's research
activities. The IFRP also makes use of consultants for additional
technical expertise. A list of currently zpproved consultants is
giver in Appendix F. A Scientific Committee composed of the Execu-
tive Director, Deputy Director, Medical Director, Associate Direct-

ors for Internaticnal Projects and Research and Senior Consultant
establishes priocrities for research. Separate Task Fcrces operate

‘for each of the IFRP's major areas of research, namely, barrier
contraception, pregnancy termination, sterilization, intrauterine
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devices, stercidal contraception and operations research. The Task
Forces serve as a forum for the in-house dissemination of activi-

ties related tc each of the major study areas.

New research studies are submitted to AID for approval by the
IFRP's technical moniter if the study has nct been approved previ-
cusly under a research strategy. Research strategies provide a
short description of the studies, their justification, including
the number of studies to be conducted and the number of subjects
per study. Following approval of the research by AID, the Research
Department staff develop the study protocels, forms and necessary
procedures to assure the success of the study. The identification
of appropriate study sites and implementation of projects are the
joint responsibility cf the International Projects and Research
Departments. Subcontracts for the research are submitted by the
Research Department tc AID for approval, including approval by the

AID mission, if there is cne in the country where the research will
be conducted.

Before a clinical trial is initiated, a study protocol is prepared
that details the study procedures and data collection forms,
specifies which subjects can be included in the study, the number
of subjects, follow up and reporting requirements. All protocols
and data co.lection forms are reviewed by the IFRP's research staff
(including the medical staff and consultants whenever appropriate).
Statisticians review the soundness of the study designs and the
number of required subjects to assure that the basic principles of
experimental design are followed. To facilitate the conduct of
studies, selected forms and manuals are translated into the lan-

guage of the country in which they will be used, including Arabic,
French, Indonesian, Pertuguese and Spanish.

Follewing AID regulations on research involving human subjects, all

new research projects are reviewed by the IFRP's Protecticn of
Human Subjects Committee (PHSC), which is responsible for

safeguarding the rights and welfare of subjects who participate in
IFRP-funded studies. The review by the PHSC includes assessment cf
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the relative risks and benefits of a subject's participation in a
study, documentation cf steps that will be taken by the investiga-

tor to safeguard the rights and welfare cf the subject and informed
consent documentation. The PHSC meets three cr feour times a year.
At the end of each year, all cngoing projects are reviewed by the

Committee and approvals renewed. The membership cf the PHSC is

given in Appendix C.

The IFRP keeps in clese contact wih its investigators. Input from
investigators is actively sought in the initiation and design of
nevw research leads. Throughout the course of a study, site visits
are made to monitoer the progress of a study and resclve any study-
related problems. In addition to site visits, the IFRP reguiarly
corresponds with investigaters regarding dakta quality, research

design and study implementation.

The International Projects Department maintains close liaison with
the IFRP's investigators, develops new research centers, identifies
the research needs of the developing countries and coordinates the

IFRP's research efforts with those of other organizations.
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The IFRP Hetwork of Investigators and Research Methodology

In crder to successfully conduct clinical trials, the IFRP main-
tains a clese relationship with investigators around the world.
These researchers form a network cf investigators essential to the
success of the IFRP's research activities. Specified below are the
number of centers, by region, presently participating in IFRP

research activities.

Regicns : Number of Institutions
Latin America 26
Middle East and Africa 10
Far East 24
Eurcpe and North America 18
Total 78

The network cf investigators is a dynamic one, including a diver-

sity of experience and range of research possibilities. Depending
en the previous experience of the investigater(s) in conducting

IFRP studies and the complexity of the study, IFRP staff may be
present for the initiation of the study tc deal with any prc¢ “ems
that may arise as study procedures are followed. Throughout the

course of the study, site visits are made to the investigaters and,

whenever possible, records collected during the research are
checked against independent sources to ensure that data are accu-

rately recorded. Site visits by physicians, regional coordinators
and research staff are alsc used to resolve specific questions

regarding the recording of data, data queries and errors,

The progress of all studies is constantly monitored at the IFRP,
If an investigator is unable to follew the protccoi, has an
insufficient case locad, or if the study is nc longer relevant te
the research needs c¢f the IFRP or AID, the study may be terminated
early. Studies may alsc be terminated if unacceptable adverse
reactions occur or if the methed under study is found tc be

ineffective or unsafe.
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The IFRP investigators continue tc have contrcl over their data
even after the data have been sent to the IFRP. Investigators are

consulted before studies on their data are published.
The research conducted by the IFRP is based on:

a. research conducted by the IFRP's network of investigatoers;
b. data already available in the IFRP's computerized data bank;
¢. studies conducted by other research organizations under

subceontract from the IFRP; and a

d. combination of the above,.

Many of the IFRP's studies involve collecting large quantities of
clinical data. Data quality is monitored beth in the field and
in=house. The close working relationship between the investigators
and the IFRP staff provides a continuous feedback to the investigs-
tors, which is one of the most important elements in the mainte-
nance of high-quality data. In addition, checks are performed
comparing forms returned to the IFRP with clinical records kept in
ccllaborating institutions. Finally, data that the IFRP has helped
collect are compared with other in-country sources of data and

reviewed for internal consistency.

In=-house, the IFRP has developed computer preograms to check the
forms for invalid responses, to reject forms if essential
infermation is missing, to generate queries if responses to
specific questions appear inappropriate or invalid and to edit the
data in a way that facilitates the analyses. An outline of the
procedures used for the processing of data frem .linical trials is

given in Appendix G.

Cne of the IFRP's most impecrtant investiments is its develcpment ¢f
ever 200 computer loading, editing and analysis programs. In addi-
tion, the IFRP has an extensive library of packaged analysis pre-

grams (see Appendix H).

All reports and papers written by the IFRP staff are fcrmally

reviewed by selectad staff and outside reviswers tc assure that the




study results have been correctly and accurately presented and
interpreted.



6. Resc.rcher Competence and Facilities

The IFRP'S specialls% experience in the conduct of 2linfcal trials
ts evaluate contraceptive safety and efficacy is unparalleled by
that of any other organizaticn. The IFRP has conducted over 380
elinical trialz in 47 developing and develcped countries. The
IFRP's procedures and methodclogies for conducting, monitoring and

renorting on clinical trials are well established,

Under the direction of lalecclm Petts, MB, BChir, PhD, Executive
Director of the IFRP, the IFRP has become a dynamic organization
capable of responding to the needs of AID and those of the devel-
oping world. The management structure of the IFRP has been stream-
lined, making the organization extremely cost-effective. Dr. Potts
13 an international authority on contracephlive use and is the
author of eight beoks and over 100 scholarly monographs and arti-
cles. Bafere coming to the I?R? in 1978, Dr. Potts served as a
censultant to the International Planned Parenthood Federation
(London) and pricr tc that served as the Medical Director ¢f that

organization.

Assisting Dr. Potts in the management of the IFRP are Peter
Donaldsen, PhD and David Edelman, PhD, who report to John Ganley,

Deputy Director. Mr. Ganley came to the IFRP with experience in
beth the government and private business. 1In his mos8t recent posi-

tion he served as Group Vice President of Safetran Systems Corpora=
ticn. He previcusly held positions as Deputy Director of ACTION, a

federal agency fostering volunteer service, and as Auditor General
of AID.

Dr. Donaldsen, Associate Director for International Projects, came
to the IFRP from the Populaticn Council. He served as the Coun-
cil's Representative in Kerea where he administered a large tech=
nical and financial assistance program. Prior to going to Horea,
"~ . Denzliszo 1s s=aticned in RBangkok, Thailand, where h worked

as the Pcpulatien Council's adviser toc the Tnal Ministry ¢f Public



Health. ©DUr. Donaldson has served as a frequent ccnsultant for pro-
gram development activities thrcughout Asia.

Dr. Edelman, Associate Director for Research, has been with Lhe
IFRP since 1972 and is knowledgeable about all aspects of the
administration and scientific management of the IFRP. Dr. Edelman
ﬁas extensive experience in the design, execution, analysis and
management of field trials and contraceptive evaluation. He has
authored or co-authored over 110 scientific papers and one book on

contraceptive use.

Dr. Leonard Laufe, Medical Director of the IFRP, also holds a clin-
ical appointment in the Department of Cbstetrics and Gynecology,
Duke University Schoel of Mediecine. Dr., Laufe is well known for
his work in the design of obstetric forceps, but in recent years
has concentrated on the development and evaluation of contraceptive
technolcgy, and has played a key rocle in the develcpment of a
transnervical chemical sterilization procedure and postpartum IUD.
Dr. Laufe has travelled throughout the developing world to provide
technical assistance and specialized medical training. He is
knowledgeable of the medical needs of developing world countries
and has successfully translated this knowledge inte the development
of improved contraceptive methods specifically designed to meet the

needs of the developing world.

Dr. Elton Kessel is the founder of the IFRP and 1s an innovator in
contraceptive development. Ir. Kessel lived and worked in India

for several years and besides his knowledge and experience in con-
traceptive needs and develcpment, he has particular interest in the

use of traditional practitioners and auxiliiary workers in the pro-
vision of health care and family planning services.

Dr. Roger Bernard, Director of Field Epidemicicgy, has particular

skills in werking with IFRP collaborators in the field, evaluating
service data, and providing rapid in-country feedback to clinicians

and policy makers.
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The scientific and administrative management of the contract will
be the prime responsibility of Dr. Edelman, Ms. Elena Tomaro,

Research Administrator and Mr. Robert Hughes, Financial Services
Manager.

The curriculum vitae of Drs. Potts, Donaldson, Edelman, Laufe,

Bernard, Kessel and ¥r. Ganley are given in Appendix I.

The IFRP is composed of four departments: Office of the Executive
Director, Administration, International Projects and Research. An
organizational chart of the I[FRP is given in Appendix J.

The IFRP has an excepticnally well gualified staff with demon-
strated research and administrative skills. An IFRP staff listing
giving the name, title and academic degrees of all IFRP staff is
found in Appendix K. The IFRP staff have demenstrated their abil-
ity to rapidly respond to the needs of AID, develop contraceptive
methcds that are appropriate for and acceptable to the needs of the
developing world and design, implement and report on numerous types
of studies that provide information relating to the safety,
efficacy, acceptability, cost and demcgrapnhic impact ¢f contracep-

tive methods.

The IFRP is located in Research Triangle Park, North Carclina, an
area specifically designated for research organizations. The IFRP
has well-established working relationships with the lUniversity of
North Carolina at Chapel Hill, Duke University, North Carolina
State University and many of the organizations in the Research Tri-
angle Park, which provide the IFRP with a broad range of scientific
and technical skills. The IFRP is centrally lccated tc the above
three nationally known educational institutions. O(me of the assets
of the IFRP's location is its ready access to Duke University and
the University of North Carolina Schools of Medicine, the Univer-
sity of North Carolina School of Publiec Health, the animal research
facilities at North Caroclina State University and many private

businesses such as Becton Dickenson, IBM and Burroughs Wellcome.
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The IFRP staff, library and computer facilities »-e housed in a
21,000 square foot building. In May 1976, the IFRP completed the

installation of a Burrobghs 6700 computer which has 882 kilobyvtes
of main me~ 'y and a capacity for over 520 million bytes ¢f online

disk storage that permit the rapid processing of large data sets.
Facilities for 16 remcte teleprocessing lines are available. The
programming section of the IFRP employs six full-time programmers,

all of whom have extensive experience with research systems devel-

opment and programming.

In addition to having the ability to write its own analysis pro-
grams, the IFRP has a program library that includes SPSS, ECTA,
Catlin/Lincat, PSTAT, BMD and others. The IFRP has completed many
cf its standard analysis programs. Its life-table program
(LIFETAB) h=s been used by numerous researchers throughout the
world, Computer programs for the lcading and cleaning of data, and
for performing standard analysis in the IFRP's major study areas
_have alsc been written.

Each year the IFRP staff prepare more than 65 scientific papers for
presentation or publication. The IFRP's Publications and Graphics
staff provide support services to authors, whieh are an important
part of the technical assistance that the_IFRP provides. These

department staff provide editing services for the IFRP staff and

¢ollaborators.

The IFRP has a Text Processing Center built around a twin-computer

text management system that allows rapid input, revision and output
of documents to online, high-quality typewrilers, high-speed

printer and phototypesetter.

The IFRP library has direct access to the resources of the

libraries of the University of North Carolina, Duke University and
Nerth Carolinz State University. MEDLINE, POPINFORM and other bib-
liographic retrieval systems are used frequently. The library sub-

scribes tc over 50 professional journals and receives numerous
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technical reports and bulletins on contraceptive developuent, eval-
uation and related tcpies.
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7. Significance of Proposed Research to AID Dbjectives

AID sponsors, through grants and contracts, basic research in
reproductive bioclogy; the development of new and/or improved con-
traceptive methods, including the necessary prerlinical and initial
huran trials; expanded human clinical trials to demonstrate the
safety and efficacy of the methods: and studies to evaluate deliv-
ery systems for the distribution of contraceptive methods, contra-
ceptive acceptability and use. Also, AID, either directly or
through intermediary organizations (such as JHPIEGO, Pathfinder
Fund, FPIA), provides contraceptive supplies and services to devel-
oping countries that request assistance.

Since most, if not all, developing countries do not yet have either
the technical or the economic resources to independently evaluate
the entire range ¢f available contraceptive methods, AID must
assure national health programs and individual users of contracep-
tives that they are being provided with the safest and most
effective contraceptive methods and that those methods are
culturally acceptable and can be provided to those mosi in need of
them. This objective is achievable only if AID has access to per-
tinent data and can institute appropriate studies on which deci-
sions regarding contraceptive safety, efficacy and acceptability

can be based.

Nearly all research relating to the development of new and/or
improved contraceptive methcds inecluding the evaluation of the

short- and long-term effects of existing and widely used contracep-
tive methods has been conducted almost exclusively in develcped

countries. There is a paucity of data relating tc contraceptive
acceptability, use, side effects and effectiveness in develcping

countries. For example, the benefits and risks of oral contracep-

tion have been extensively evaluated in large-scale studies in

England and the United States. As far as it is known today, the
findings of these investigations are pertinent to other

developed countries., There is, hovever, limited evidence to indi-
cate that the findings are not totally pertinent to many of the
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developing countries where the relative risks of pregnancy are
quite different, and where nutritional insufficiencies and certain

infectious and other diseases alter the probabilities of oral con-
traceptive risks and benefits. Both AID and developing country
health authorities need to know how safe and effective contracep-
tive methods can be provided to developing countries, especially to
the poor, undernourished women in rural areas. To provide safe and
effective contraceptive methods, AID must have access to the neces-
sary information regarding contraceptive safety and efficacy in the
developing world. The IFRP is in a unique position to provide this

information.

Since its inceptiocn in 1971, the IFRP has provided AID, the inyesa
tigators with whom it works, and national and international health
organizations with data upecn which they can base decisions relating
to the provision of contraceptive methods and services. During the
past nine years the IFRP has demonstrated its ability to conduct
clinical trials of contraceptive methods in a wide variety of clin-
ical and cultural settings, particularly in the developing world.
Tne IFRP hes established a worldwide network of distinguished,
experienced and committed biomedical investigators fully capable of
conducting a variety of studies. The IFRP has trained investiga-
tors within its network of investigators in both clinical and
research areas in order to imprcve their ability to provide solu-
tions to the problems of how best to develep and .improve contracep-
tive technoclogy. The IFRP has also made extensive efforts to
transfer to developing world institutions technology developed at
the IFRP for the design, conduct, analysis and reporting of clin-
ical trials and cther studies tec evaluate contraceptive-related

issues pertinent to the particular country.

Studies of existing, improved or new contraceptive methods in

developing countries are essential for the following reasons:

a. The value of the methods under use conditions in ccuntries

where they will eventually be employed must be determined irn
advance of widespread use of these methods.



b. Since different contraceptive methods are associated with prob-
lems specific to particular developing countries, further

developmental work and/or modification of the methods may be
required in order for the methods to become widely used.

¢. In-country resources and capabilities must be strengthened and

expanded.

d. In-country work, testing and evaluation is necessary to
increase the speed with which the methods can become accepted

and used within national family planning programs,

e. The development of improved contraceptive delivery systems and
the wider availability cf contraceptive services, especially to
those in need of them, is essential if the goal of health for
all by the year 2000 is to be achieved and if hundreds of mil-
lions of couples adapting to the changing and increasingly

harsh socioeccnomic conditions are to reach their expressed
fertility goals.

The IFRP, during its short exictence, has evaluated many contracep-
tive methods in the developing world. This work is leading to the
inereasingly widespread use of several methods including veluntary
sterilization, intrauterine devices and cral eccntraceptives.
Through the work of the IFRP, AID has been able to provide devel=-
oping countries with new and/or improved contraceptive methods
whose safety and effectiveness have been evaluated and established
in the developing world by local researchers. The result has been
the provision of safer and more effective contrazceptive methods to
more people. In addition, guidelines and policies have been estab-
lished for program managers relating to every aspect of fertility
regulation. These actions. in turn, are contributing to improved
health and a better quality of life for some of the world's

poorest citizens.

Continued use of the demonstrated capabilities c¢f the IFRP will

enable AID to follow up cn the widest range of new leads in
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fertility regulation. It will also provide the Agency with a cost-
effective means of ensuring a continued flow of information to

developing countries that can be used to make important program-
matic decisions regarding the provision of health and family

planning services. The continued work of the IFRP will play an
integral part in the implementation of these decisioas.
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8. Relationship of Proposed Research to Existing Enouledge

Most of the contraceptive research and development conducted in the
United States, or through United States based organizations, is for
the development and evaluation of products (devices, drugs, ete) to
be used in the United States. Many of these products are not

8ui for use in developing countries, especially 1a rural areas
that 1. oth trained personnel and adequate medical facilitles.
Also, the risks and benefits of contraceptive usage and pregrancy
are very different for developed and developing countries. Given
these differences, it is important for AID to be able to turn tec an
organization, such as the IFRP, to answer questions related to the
safety, efficacy, cost and demographic impact of contraceptive
products.

Pharmaceutical corporations in the United States evaluate new prod-
ucts to the extent required by the FDA. Issues relating to the
safety of contraceptive products do nect come from industry-
sponsored regsearch. In the past, answers to many of the quastions
related to contraceptive safety have come from nonprofit organiza-
tions such as the World Health Organization, the Population Council
ahd the IFRP.

The major breakthroughs in contraceptive research that are
occurring in the 1980s, for example, the use of LH-RH analogs for

arresting spermatogenesis or controlling ovulation or antipregnancy
vaccines, may not be widely available until the close of this dec-

ade or later, even if on the basis of current research they appear
to be promising methods. In the critical intervening years, it is

essential that the existing econtraceptive methods and their
modifications be made as widely available as possible. To do this

will require ongoing documentation of safety and efficacy and con-
tinual adaptation to the needs of different communities. The IFRP

has the obligation to design the appreopriate protocols, conduct the
necessary trials and evaluations and develop meaningful long-term

studies to resolve current issues of contraceptive debate and
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independently evaluate contraceptive efficacy, safety, side
effects, costs, acceptability and demographic impact.

Since its inception, the IFRP nas added sign;ficantly to the body
of knowledge relating to contraceptive safety and efficacy. During
this period more than 435 papers, moncgraphs and books have been
brepared and published with the support of the IFRP, and IFRP staff
have made more than 200 presentations at national and international
meetings. The IFRP has modified IUDs for insertion immediately
postpartum and is in the process of developing a rnonsurgical method
of female sterilization. It has compared different brands of oral
contraceptives to assist in decisions relating to commodity pur-
chase. The IFRP has also developed and evaluated the gynecological
syringe, which is now a common surgical instrument in worldwide

use

The IFRP, through its support of research centers around the world,
has made a major contribution toward strengthening biomed:cal
research, thereby improving programs that provide family planning
services. Other accomplishments of the IFRP that have proved to bé
significant improvements in the development of contraceptive prod-

ucts are detalled elsewhere in this proposal.
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9. Relationship of Proposed Research to Work of Other Investigators
and Institutions

Contraceptive development and evaluation 13 not the sole responsi-
bility of manufacturers of pharmaceutical products. Many depart-
ments of obstetrics and gynecology, individual researchers,
corporations, and privately and publicly funded organizations sup-
port contraceptive development and evaluation. In the United
States, both the National Institutes of Health (NIH) and AID pro-
vide funds for support of all asgpects of contiraceptive evaluation,
including preclinical evaluations and clinical phase I, II, III and
IV (postmarketing) trials.

Contracts and grants from AID fund a wide variety of activities
related to the provision of contraceptive s2rvices, the development
of new and improved contraceptive methods and the evaluation of
contraceptive safety and acceptability,.

In order to avoid duplication of effort the IFRP maintains an

up-tc-date knowledge and awareness of any new Jdevelopments and
ongoing research through its relationships with departments of

obstetrics and gynecology throughout the world, major phamaceutical
firms, othor AID-funded organizations, corporations and institu-

tioens, and other branches cf government ccncerned with contracep-
tive development and safety. The IFRP will implement for NIH two

contracts relating to contraceptive develcpment in the U3A,

The IFRP also maintains clogse liaison with all of the major popula-
tion organizations that sponsor services and/or research in areas

related to IFRP's interests., A brief description of the IFRP's
relaticnship tc scme of the major population organizations fellows.

WHO (World Health Organization): The Special Program cf
Research, Development and Research Training in Human Reproduc-

tion of the WHO evaluates many aspects cf contraceptive devel-
opment, safety and acceptability. The IFRP works closely with

the WHO staff and leadership to avoid duplicatiocn cf effort.
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Representatives of the WHO are frequently invited to partici-
pate in IFRP meetings, comment on studies proposed by the IFRP
that may be related to WHO activities and share the findings of
IFRP-sponsored investigations. The IFRP contributes te the

annual review of ongoing contraceptive research that the WHO
conducts and international )iaison meetings that are attended

by all significant public organizations involved in bicmedical
contraceptive research.

PIACT (Program for the Introduction and Adaptation of Contra-
ceptive Technology): PIACT is primarily involved with the pro-
duction and packing of existing contraceptives to meet local
conditions. The IFRP and PIACT have collaberated on several
projects, including an effort to develop a more effective way
for the cold sterilization of IUDs and the production and eval-
uation of technical bulletins for Egyptian pharmacists who are
major providers of ¢ ﬁtracepéives in that country. Delta<Loop
and Delta-T IUDs have been provided to the IFRP for research by
PIACT through their affiliated organization in Mexicc. Without
this suppert, the IFRP's extensive evaluation and development
of these IUDs for use in postpartum family planning programs

would have been delayed by at least one year.

PARFR (Program for Applied Research on Fertility Regulation):
The focus of the PARFR program, which i3 entirely funded by
AID, is the provision of support through subeontracts for basic
animal research and phase I and II cliniecal studies on innova-
tive contraceptive methods. PARFR does not provide support for
expanded clinical trials or epidemiolgic investigations. The
IFRP's Research Department staff work closely with PARFR. Reg-
ular meatings are scheduled with the PARFR staff to review and
discuss each others' program so as to maintain close
cooperation between the two organizations. PARFR does not have
an extensive network of clinical investigators to conduct phase
II, III and IV (postmarketing) clinical trials, a research

and/or field staff te initiate and monitor these trials, or a



research staff to analyze the results of these trials. The

IFRP, therefcre, assumes the responsibility for conducting

investigaticns tc evaluate 2ontraceptive methods and/or pred-
uets that shculd be tested in expanded clinical trials based on

favorable results from the PARFR-funded prcjects.

Populaticn Ceuncil: The International Committee for Contracep=

tion Research (ICCR) cf the Population Council funds the devele

opment of new contraceptive technologies. The IFRP works
closely with the Population Council, thus winimizing any dupli-
cation of effort between the two organizations, and ensuring an
efficient use of organizational resources. In the last few
years the IFRP and the Population Council have collaborated on
several projects. The IFRP is conducting studies of the
TCu-380 Ag IUD develcped by the Population Council and 13 using
the TCu-220C in its studies of Delta~T IUDs. Future collabora-
tion includes work on the levonorgestrel releasing IUD and
studies of Norplant, a subdermal implant.

Pepulation Information Program, The Johns Hopkins University:

This program is funded to disseminate information on all
aspects of family planning to physicians, pelicy makers, and
family planning administraters. Tne IFRP staff often collabo-.

rate on the preparation and review of the Population Reports.

Similar relationships exist with other groups including IDRC, The
Rockefeller Foundation and Nordic.
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10. Coutribution of Proposed Research to Institution Building

It is widely recognized that the IFRP's sponscorship of clinical

contraceptive field trials in developing world countries has:

a. greatly enhanced the development of the research capabilities
of the cooperating institutions and countries;

b. increased in-country awareness of contraceptive-related
research needs;

¢. stimulated in-countrv sponsorship of other research pertinent
to reproductive health and family planning; and

d. speeded up the time required for countrywlde acceptance of new

or improved contraceptive methods.

The scientific and administrative staff of the IFRP are available
to any institution or country with whom it works to provide tech-
nical assistunce and consultation. The IFRP is actively working
toward transferring its knowledge of the management, conduct and
reporting of field trials to strengthen institutional capabilities.
These transfers are accomplisned by in-country training provided by
the IFRP staff and by specialized training at the IFRP. The IFRP
alsc makes available skills from one country or region to another

as the opportunity arises.

Within the next few years the IFRP will expand considerably the
research capabilities of some developing country institutions and
national fertility research programs by providing them with spe-
cially designed microcomputers. Utilizing the extensive
programming knowledge and skills available at the IFRP, many of the
IFRP's loading, data editing and cleaning and analysis programs
will be modified and adapted for use by these microccmputers. The
use of the microccmputers will make the transfer of progr-~ms less
expensive and considerably speed up the process of technology
transfer to institutions in developing countries, thereby enabling

them to conduct their own independent research.
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Under Contract AID/csd-C-2979 the IFRP initiated the work tc estab-
lish autonomcus national fertility research programs. The funding

of these programs is new provided through a grant from AID
(AID/pha-G~-1198). 1t is anticipated that funding for these pro-
grams will continue. Some of these programs alse receive support
for specific research werk funded under the IFRP's contract to AID.
The IFRP will continue to make available to these national
fertility research programs the professional expertise of the IFRP

and will continue to transfer to them all appropriate technical
skills.

The credibility and recognition of the institutions with whom the
IFRP works is further enhanced through publications relating to
IFRP-funded research. The IFRP makes concerted efforts to encour-

age and ald its investigators in publishing and disseminating the
findings of IFRP=funded research in local, naticnal and interna-

tional journals and meetings.
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11. Expected Results from Proposed Research

It is generally agreed that it is not within the existing knowledge
and available technology to produce the ideal contraceptive, one
that is culturally acceptable to all men and women, that is 100%
gffective and witnout serious adverse effects. It is therefore
mandatory that existing contraceptive metheds and their
modifications be made safer, more acceptable, more effective, less
costly and easier to use. It is important that scientific evidence
be made available to those responsible for the provision of contra-
ceptive services. This evidence could then be used to provide the
most effective, safe and acceptable contraceptive methods so as to
minimize the risks of unwanted pregnancy and the possibility of
irreversible and life-threatening contraceptive-related events.

The IFRP, through its worldwide network of clinical investigators,
is in a special position and is uniquely qualified to provide AID
(a major supplier of commcdities and contraceptive services) and
individual investigators, programs and countries with the necessary
data and technical assistance on which to base decisions regarding
the provision, use, safety, effectiveness and acceptability of

different ccntraceptive medalities.

The work of the IFRP will significantly shorten the time required
to develop and market new and improved coﬁtraceptive methods, with-
out jeopardizing the well-being of the user. The IFRP has provided
AID, national governments, medicai institutions, researchers,
policy makers, contraceptive service providers and contraceptive
users with relevant information on contraceptive innovations and

improvements with minimal delay and expense.

The IFRP has been effective in promoting local interest on contra-
ceptive evaluation and safety. Today, regional fertility research
programs, funded by the IFRP, complement the work of the IFRP and
the IFRP is committed to further upgrading the technical skills of
these regional programs. It is expected that fertility research

programs will continue tc have a significant impact on decisions
regarding the provision, use and development of contraceptives.



Through its various publications, the IFRP will continue to be a
source and provider of up-to-date information, especially with

regard tc its research and development work, but also to a wideniné
circle of decision makers and concerned individuals. Local and
regional IFRP-funded conferences will effectivaly disseminszte
Up-to-date information relating to contraceptive technology. It is
expected that these conferences will promote and increase the use
of effective methods ¢f contraception. The IFRP will continue %o
provide help to investigators to aid them in publishing the results
of their studies, and will emcourage them to present results at

local, national and international meetings.

The IFRP is an internationally known and recognized organization.
The considerable experience and talent of the IFRP staff will be
invaluable in the continuation of its work. The IFRP will continue
to provide AID with information pertinent to its objectives for the
development and provision of safe, effective and acceptable methods
of contracention, especially to the developing world. The cverall
ccnsequences of IFRP's work will be te bring improved health care
tc women and children and cffer a better social and ecconomic envi-
ronment for tens of millions of families who, in implementing their
free and private decision to limit their fertility, will finally
reduce the many interlocking politico-economic problems assoclated

with too rapid and uncontrolled population growth.
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12.

Salaries and Wages
Fringe Benefits
Consultants
Travel-domestic
Travel-foreign
Equipment

Material and Supplies
Subcontracts

Service Centers
Computer
Data Entry
Graphlcs
Text Processing

tiome Department
Research
Programming
International Projects

Other Direct Costs
Overseas Office Expense
Freight
Conference Expense
Information Dissemination
Other Purchased Services

Contract Labor
Total Direct Costs
Ceneral and Administration

Fixed Fee

TOTAL

1981-82
$

828,556
173,997
30,269
39,785
145,638
19,396
35,140
529,363

330,731
28,793
33,815

136,217

150, 382
97,418
34,737

2,893,900
662,845
_72,348

3,629,093

1982-83
$

903,126
195,075
31,177
44,161
160,202
20,000
36,897
545,244

347,268
30,233
35,506

143,028

164,074
106,156
37,736

40,500

R’a 2U7

J’JJ‘-

138,993
68,936
7,356
33,262

et S

3,102,262
722,501

77,357

—_——r

3,902,320

Proposed Five Year Budget and Budget Line Item Justification

1983-84
$

984,407
216,570
32,112
49,018
176,222
21,000
38,742
561,602

364,631
31,745
37,281

150,179

178,623
115,710
41,350

42,000

13,999
143,163
69,824
7,577
34,260

3,310,015
787,526
82,750

4,180,251

1984-85 1985-86 TOTAL
$ $ $
1,073,004 1,169,574 4,958,667
241,426 269,002 1,096,070
33,075 36,067 160, 700
54,410 60,395 247,769
193,844 213,228 889,134
22,000 23,000 105,396
40,679 42,713 196,171
578,450 595,803 2,810,462
382,863 402,006 1,827,499
33,332 34,999 159,102
39,145 41,102 186,849
157,688 165,572 752,684
196,205 213,864 903,148
126,124 137,475 582,883
43,565 47,485 204,873
43,500 45,000 198,000
14,699 15,434 59,808
147,458 151,882 716,461
70,769 72,772 348,240
7,804 8,038 37,917
35,288 36,347 171,450
3,535,328 3,779,758 16,621,263
858,403 935,659 3,966,934
88,383 94 494 415,532
4,682,114 4,809,911 21,003,729



BUDGET LINE ITEM JUSTIFICATION

Salaries and Wages 198182 1982-83 1983-84 198485 1985-86

$ 828,556 903, 126 984, 407 1,073,004 1,169,574

Estimated level of effort is approximately 40 full time equivalents

Over the five-year contract period, the IFRP will maintain the same level of
effort as is presently funded by AID/pha-C-1172. The amount budgeted takes
into account the recruitment of personnel for several positions that have been
approved by AID, but are presently vacant. All positions appear on the organ-

ization chart in Appendix I, which alsc jincludes those currently vacant,

During contract year 1979-1980, AID/pha-(C-1172 funded 53.7% of all direct
labor charges. Although the level of effort expended on behalf of AID con-

tract work will remain constant over the five-year period, the percentage of
the total IFRP work the contract represents will decrease as the IFRP obtains

additicnal non-AID contracts and grants.

The increase in salaries of 9% per year reflects prcjected salary increases.

Fringe Benefits 1981=82 1982-83 1983--84 1984<85 1985-86
$ 173,997 195,075 216,570 241,426 269,002
Fringe Benefit Rate 21% 21.6% 22% 22.5% 23%

The increase in the fringe benefit rate over the five years represents pro-

jected increases in the cost of the benefits and not any changes in the fringe

benefit package.

Consultants 198182 1982-83 1983=84 1984 =85 198586

$ 30,269 31,177 32,112 33,07¢% 34,067
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The IFRP is werking tcward making better use of the expertise available from
the members of its Technical Advisory Cocmmittee (TAC) whose consultancies
(13,896 for contract y2ar 1982) are alsc included in this line item. The IFRP
will rely on consultants to provide expertise for its staff on specifie
projects; to review prcjects and specific documents, and to share specialist
knowledge.,

Travel-domestic 1981=82 1982<83 198384 198485 1985=86

$ 39,785 Ly, 161 49,018 54,410 60,395

Domestic travel includes travel of the IFRP staff to monitor ongecing projects
and initiate new ones, travel of the professional staff to other research

organizations to discuss ccllaboration or consult with experts, sponsored
travel of consultants or collaborators and travel to present papers at

scientific and population research meetings.

Staff travel is projected to remain at its present level during the contract

pericd. However, the increase in funding level reflects anticipated increases

in the cost ¢f air travel.

Travel-foreign 1981=82 1982-83 1983=84 168485 1985<86

$ 145,638 160, 202 176,222 193, 844 213,288

With the initiation of pioneer projects, there is a greater need to monitor
them more closely. The IFRP will also provide technical assistance to an
increased number of projects, which may require that the professional staff

remain at a research center for three or more weeks in order to assist with

the analyses of data and provide technical inputs,

The IFRP will also sponsor travel of staff to give presentations at major

international congresses, as well as sponsor its investigators to interna-

tional meetings and to the IFRP for technical training.



The projected budget over the contract period reflects the projected increase
in the cost of air travel and per diems.

Equipment 198182 1982-83 198384 1984 -85 1985-86

$ 19,396 20,000 21,000 22,000 23,000

The IFRP does not foresee a major emphasis being placed on equipment pur-

chases. However, drawing on the experience of contract years 1979 and 1980,
the budgeted figure is an accurate reflection of the projected need for equip-

ment to be used at the IFRP and to be lcaned to contributors for the conduct
of research projects.

Materials
and Supplies 198182 1982-83 1983-84 198485 1985--86

$ 35,140 36,897 38,742 40,679 42,713

This line item includes purchases of study supplies such as pregnancy tests,
IUDs, oral contraceptives and barrier contraceptives for clinical trials and

cther research projects as well as materials to be used in projects at the
IFRP. )

Subcontracts 1981-82 1982-83 1983=-84 198485 1985=86

$ 529,363 Sus, 244 561,602 578, 450 595,803

The IFRP will continue to fund a significant proportion of its research

through cost reimbursement subcontracts. These research projects will neces-
sitate a greater commitment of time and resources on the part of investigators

and the IFRP.

In the first year budget for research subcontracts, approximately $110,927 are
projected to be expended for forms reimbursement subcontracts. The IFRP is
developing clinical trials that involve more complex protocols. The studies

of Progestogen-Only Oral Contraceptives in Lactating Women and IUDs with and
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without tails are examples of this new type of clinical trial. Laboratory
tests that are required as part of the protocol for these studies

significantly increase the price of the dava collection. In addition, the
IFRP will have an increasing number of ongoing Barrier, Fertility Avareness

and Systemics studies.

The following list specifies both subcontracts that are expected to be ongoing
in contract year 1981-82 and the funds earmarked to be spent during that year.
Subcontract expenditures are projected to remain at an approximately constant

level during the subsequent four years of this econtract proposal.

Project 1981-1982
Health Effects of Vasectomy $ 32,102
Evaluation of Levonorgestrel-Releasing IUD 39,328
Local Effects of a Levonorgestrel-Releasing IUD

on the Endometrium and Genital Organs 4,630
RAMOS studies Bali and Egypt 9u, 387
Longitudinal Breast-Feeding 55,619
Levenorgestrel Concentrations in Target Tissues

of Users of a Levonorgestrel-Releasing IUD 3,870
Clinical Evaluation of Female Circumcision 30,000

Relationship of Congenital Abnormalities to _
Contraception 25,000

Negative Health Outcomes and Contraception 60, 000
Once-a-Month Injectable 20,000
364,925

New Projects 53,500
Subtotal 418,436

Forms Reimbursement Subgontracts 110,927
TOTAL $529, 363
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Service Centers 1981-82 1982-83 198384

Computer $ 330,731 347,268 364,631
Data Entry $ 28,793 30,233 31,745
Graphics $ 33,815 35,506 37,281
Text '

Processing $ 136,217 143,028 150, 179

1984-85 198586

382,863 402,006
33,332 34,999
39, 145 41,102

157,688 156,572

The projected budget for the four service centers is based on expenditures

incurred during coutract year 1980. Increases projected over the five-year

period reflect increases in salaries for personnel in the service centers and

increases in maintenance costs and replacement parts.

The projected increase

in computer usage is likely to require the addition of another shift in the

computer center, This increase is included in the five-year estimates.

Home Department 1981-82 1982-83 1983=-84
Research $ 150,382 164,074 178,623
Programming $ 97,4118 106, 156 115,710
International

Projects $ 34,737 37,736 41,350

198485  1985-86

196,205 213,864
126, 124 137, 475
43,565 47,485

The home department rate is based on the amount of salary dollars not

specifically charged to contracts/grants by direct department pers3onnel and

the salaries of support personnel within each direct department.

The combined indirect rate for the three departments at the IFRP is 34.1% of

salaries and wages. It is projected that this rate will remain at its present

level cver the five-year contract period.

Other Direct
Costs 198182 1982-83 1983-84

Overseas Office
Ex pense 3 27,000 40,500 42,000
Freight $ 12,344 13,332 13,999

S ) __R2

198485 1985-86

43,500 45,500
14,699 15,434



Confersnce

Expense $ 134,945 138,993 143,163 147,458 151,482
Informatinn '

Dissenination § 65,939 68,936 69,824 70,769 72,772
Other Purchased

Services $ 7. 142 7,356 7,577 7,804 8,038
Contract Labor ¢ 32,293 33,262 34,260 35,288 36, 3u7

Overgeas Office Expense - includes rental of facilities and general office
expenditures for the Geneva and Pogota offices. Included in this budget is
the addition of a third regional office in Africa during contract year
1982-83.

Freight - is calculated at present rates and an increase of 8% per year is

projected. This projection covers expected increases in the rates of air and
surface shipping. Freight includes shipment of commedities, forms, study sup-

plies, etec.

Conference Expense - The IFRP will continue to sponsor international

conferences on family planning and fertility contrel. Up to three major
cenferences are planned each year that will be sponsored by the IFRP either
alone or with the collaboration of other research and population agencles.
This budget line item includes all expenses incurred in the conduct of these
conferences, such as staff and sponsored participants travel and per diem,
rental of facilities, translation services, if necessary, and development,
printing and distribution of proceedings. The increase over the five-year

period reflects anticipated increases in travel costs and cost of living.

Infermation Dissemination - This line item covers the purchase of subscrip-

tions of the IJGO for overseas distribution at $22.50 per subseription for
FY 1981-82 as specified in the agreement with Elsevier/North Holland. It also
covers the distribution of IFRP documents, reports and papers as well as the

purchase of reprints of IFRP scientific papers published in journals.

Other Purchased Services and Contract Labor - For scme proiects, the IFRP con-

tracts for services or labor outside of the organization. The Purchased Serv-
ices line item includes projected expenditures for tests requiring facilities

83



not available at the IFRP. It also prevides funds for fixed priced labor
subcontracts. For some specific projects it 13 more cost effective for the

IFRP to use contracted labor than to hire additicnal staff. Projects that
have been funded under contract services include Phase I of the Identification

of a Cold Sterilization Method of Copper IUD3 and various computer loading and
analysis systems/tables.

General and

Administrative 1981-82 1982-83 1983-04 1984 -85 1985-86

$ 662,8u5 722,501 787,526 858,403 935, 659

The General and Administrative rate i3 projected at 80% of Salaries and Wages
for the contract period.

Fixed Fee 1981-82 1982-83 198384 198485 1985-86

$ 72,348 77,557 82,750 88,383 Gu, 4ol

The fixed fee for this contract is 2.59% of direct costs, This fee i3 consid-~

erably lower than that obtained by the IFRP for other gcvernment contracts.

eex 129, 1
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13.

Budget Analysis

As shown in the proposed five-year budget (Section 12), IFRP
is requesting approval at a level of $3,629,093 for FY 1981,
with little increase over the subsequent four years of the
contract proposal.

The average annual funding of the contract over the last three
years, 1978-1980, was 3.2 million. Thus, the proposed budget
for FY 1981 of 3.6 million reflects little change from the
level of effort under the current contract, i.e., the proposed
work plan (Section 4) will be conducted by the IFRP using the
present level of staffing and with its present facilities.

The funding requested by IFRP reflects projected price levels
and the expenditure of time and resources required to develop
and evaluate increasingly sophisticated new methods of contra-
ception and in particular to conduct Phase IV (post-marketing)
trials. We believe this reflects a reasonable projection of

activity.

Having the primary responsibility for carrying out Phase III
clinical trials and Phase IV studies visted in a single or-

ganization such as IFRP provides significant economies. Con-

sidering the great expense ol carrying out contraceptive clinical

trials, this mechanism nas been shown to be cost-effective in

serving AID's objectives in this area.
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14. Proposing Office General Evaluation

The IFRP since its inception has been of centinuous assistance to

AID by testing and evaluating the performance, safety, and

acceprtability of different ccntraceptive modalities currently used

in AID-sponsored family planning programs.

This includes a multitude of female sterilization instrumentation

and methodologies, low-dose oral contraceptives, copper IUDs and

Neo Sampoon foaming vaginal contraceptive cablets. An additional

array of pctentially useful methods are currently being tested.

Moreover, the organization has entered the area of ""Phase IV"

studies to collect information on the long~term health effects of

various fertility control methods and this information will become

of increasingly greater importance to AID. The proposing office

therefore considers this to be one of its most important projects.

Its continuation is strongly urged.
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